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Abstract

Background: Vitamin D levels are alarmingly low (<75 nmol/L) in 65-70% of North American children older than
1 year. An increased risk of viral upper respiratory tract infections (URTI), asthma-related hospitalizations and use
of anti-inflammatory medication have all been linked with low vitamin D. No study has determined whether
wintertime vitamin D supplementation can reduce the risk of URTI and asthma exacerbations, two of the most
common and costly illnesses of early childhood. The objectives of this study are: 1) to compare the effect of ‘high
dose’ (2000 IU/day) vs. ‘standard dose’ (400 IU/day) vitamin D supplementation in achieving reductions in laboratory
confirmed URTI and asthma exacerbations during the winter in preschool-aged Canadian children; and 2) to assess
the effect of ‘high dose’ vitamin D supplementation on vitamin D serum levels and specific viruses that cause URTI.

Methods/Design: This study is a pragmatic randomized controlled trial. Over 4 successive winters we will recruit
750 healthy children 1–5 years of age. Participating physicians are part of a primary healthcare research network
called TARGet Kids!. Children will be randomized to the ‘standard dose’ or ‘high dose’ oral supplemental vitamin D
for a minimum of 4 months (200 children per group). Parents will obtain a nasal swab from their child with each
URTI, report the number of asthma exacerbations and complete symptom checklists. Unscheduled physician visits
for URTIs and asthma exacerbations will be recorded. By May, a blood sample will be drawn to determine vitamin
D serum levels. The primary analysis will be a comparison of URTI rate between study groups using a Poisson
regression model. Secondary analyses will compare vitamin D serum levels, asthma exacerbations and the
frequency of specific viral agents between groups.

Discussion: Identifying whether vitamin D supplementation of preschoolers can reduce wintertime viral URTIs and
asthma exacerbations and what dose is optimal may reduce population wide morbidity and associated health care
and societal costs. This information will assist in determining practice and health policy recommendations related
to vitamin D supplementation in healthy Canadian preschoolers.
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Background
Evidence from observational studies suggests that low
vitamin D levels may be implicated in two of the most
common health issues during early childhood: viral upper
respiratory tract infections (URTI) and asthma [1]. These
two conditions place an enormous burden on Canada’s
health care system and economy. Viral URTI and asthma
exacerbations combined make up over 30% of all emer-
gency department visits for children in Canada [2].
Data from our group [3] and others have repeatedly

demonstrated that most urban preschoolers living in
North America have vitamin D serum levels significantly
lower than values recommended by both the American
Academy of Pediatrics (AAP) and the Canadian Paediatric
Society (CPS) [4,5]. However, these guidelines are not
based on child health outcome data but on expert opin-
ion and extrapolation from adult outcomes. There are
no Canadian recommendations for vitamin D supple-
mentation of children older than 1 year. Furthermore, it
is not known whether vitamin D supplementation leads
to measurable improvement in child health outcomes
or what dose (or what vitamin D serum level) is needed
to maximize health outcomes in preschoolers.
Because of Canada’s northern latitude, understanding

vitamin D deficiency and associated health problems is
of critical importance to Canadian children and their
parents. Our goal is to close the key knowledge gaps in
the potential health consequences associated with low
vitamin D levels in young children [4-8]. We are currently
conducting a randomized controlled trial to test the effect
of high dose orally supplemented vitamin D (2000 IU/day)
versus standard dose vitamin D supplementation (400 IU/
day) during the wintertime on these common childhood
health outcomes in Canadian preschoolers. If vitamin D
supplementation of preschoolers makes even a small
contribution to improving these problems, measures to
increase vitamin D levels may significantly reduce popu-
lation wide morbidity and associated health service
costs.
We have developed a primary-care practice based

research network called TARGet Kids! to conduct obser-
vational and interventional studies in preschoolers to
improve child health outcomes through primary pre-
vention. TARGet Kids! is first primary care child health
research network in Canada dedicated to improving the
health of young children. TARGet Kids! represents an
innovative collaboration between child health researchers
in the Faculty of Medicine at the University of Toronto
and children’s primary care physicians (pediatricians and
family physicians) from the Department of Pediatrics and
the Department of Family and Community Medicine at
the University of Toronto to advance evidence-based
solutions to prevent some of today’s biggest childhood
health concerns (http://www.targetkids.ca). We have
leveraged existing TARGet Kids! infrastructure, collabora-
tions, research personnel and data management system to
carry out this randomized controlled trial to determine
whether wintertime high dose vitamin D supplementation
of preschoolers reduces two common and costly child
health outcomes, viral URTI and asthma exacerbations.

Biochemistry and sources of vitamin D
Vitamin D is a fat soluble steroid with two clinically
relevant metabolites: 25-hydroxyvitamin D and 1,25-
dihydroxyvitamin D [9,10]. While 1,25-dihydroxyvitamin
D is the active form, it is not reflective of vitamin D
stores. Circulating levels of 25-hydroxyvitamin D are re-
flective of vitamin D stores and is commonly measured
to determine vitamin D serum level [11].
Vitamin D can be synthesized in the skin by exposure

to sunlight or can be ingested from dietary sources [9].
When exposed to solar ultraviolet B radiation the skin
converts 7-dehydrocholesterol to vitamin D3 [12]. How-
ever, north of 42°N latitude, there is little production of
vitamin D from the skin between November and March
[13]. Therefore, in temperate climates where exposure to
sunlight is limited for a significant part of the year, vitamin
D levels fall dramatically during the winter and dietary
sources of vitamin D become extremely important for
avoiding deficiency [14]. Few foods aside from fatty fish,
which are not regularly consumed by preschoolers, nat-
urally contain vitamin D [1]. Data from the Canadian
Community Health Survey and other sources suggest
that the majority of vitamin D that preschoolers ingest
is from vitamin D fortified cow’s milk which contains
100 IU of vitamin D per cup [15-17]. Unfortunately, the
amount of cow’s milk that preschoolers typically drink
is insufficient to receive enough vitamin D to avoid
wintertime deficiency [3,17-20]. Further, efforts to in-
crease cow’s milk consumption in this population may
increase the prevalence of iron deficiency [21-25].

Recommended vitamin D serum levels and
supplementation for preschoolers
It is well established that 25-hydroxyvitamin D serum
levels above 50 nmol/L in children are sufficient to pre-
vent rickets [6]. Therefore, the American Academy of
Pediatrics (AAP) suggests that 25-hydroxyvitamin D
levels in children be above 50 nmol/L [4]. Data from
adults suggest that serum levels above 75 nmol/L are
required to minimize calcium resorption from bone and
maximize intestinal calcium absorption [26]. Therefore,
the Canadian Paediatric Society (CPS) suggests that op-
timal 25-hydroxyvitamin D level for children is above
75 nmol/L [5].
The recommended vitamin D dietary allowance (RDA)

for children older than 1 year has been set at 600 IU/day
by both Health Canada and the Institute of Medicine.

http://www.targetkids.ca
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Because children who consume less than 1000 ml of
vitamin D fortified cow’s milk per day (which includes
most preschoolers) [3,27] are unlikely to receive this
amount of dietary vitamin D, the AAP recommends rou-
tine vitamin D supplementation of 400 IU/day for all
children ingesting < 1000 ml/day of vitamin D-fortified
formula or cow’s milk [4]. The CPS has no recommenda-
tion for routine vitamin D supplementation for Canadian
children older than 1 year [5]. However, we have found
that 56% of our population is receiving 400 IU/day of sup-
plemental vitamin D [28,29]. To reflect the current AAP
recommendation and common practice in our population,
we chose 400 IU/day for the ‘standard dose’ arm.

Low vitamin D levels in North American children
There is consistent evidence, from both single center
studies [17,30,31] and national surveys [18,19,27], that
North American children older than 1 year have vitamin
D serum levels lower than AAP or CPS recommendations
(see Additional file 1). Data from the 2001–2004 National
Health and Nutrition Examination Survey (NHANES)
indicated that 70% of children 1 to 11 years had vitamin
D levels < 75 nmol/L [18,19]. Data from the 2007–2009
Canadian Health Measures Survey suggested that 51%
of children age 6–11 years had vitamin D levels < 75 nmol/L.
Studies of pre-school aged children from Boston (42°N),
Toronto (43°N), St. John’s (47°N), Calgary (51°N), Edmonton
(53°N) and Alaska (58-61°N) have all found significant
rates of vitamin D deficiency in infants and toddlers
using various definitions [15,17,30-32].

Potential child health consequences of low vitamin D
levels
Severe vitamin D deficiency (25-hydroxyvitamin D
level < 25 nmol/L) results in rickets [1], an irreversible
bowing of the long bones and deformity of the joints and
teeth with well described long term implications for skeletal
growth [11]. Important health policy recommendations
including vitamin D fortification of cow’s milk and universal
vitamin D supplementation of breast fed infants has
dramatically reduced the prevalence of rickets in North
America (estimated to be 2.9 cases per 100,000 children in
Canada) [33]. The more recent observation that the vitamin
D receptor (VDR) is expressed in many tissues in the body
in addition to the skeletal and endocrine systems has
suggested that vitamin D may be acting in other ways [9].
Population-based, retrospective cohort and case–control
studies have suggested that less severe vitamin D deficiency
(25–75 nmol/L) in children may be associated with several
other adverse health outcomes [34-41].

Viral upper respiratory tract infection
Viral upper respiratory tract infections (URTI) are the
most common infectious disease in North America [42].
URTI is the most common reason for emergency depart-
ment visits and unscheduled outpatient visits in Canada
comprising 10% of emergency department visits for chil-
dren under 10 years of age [2,43]. Preschoolers have the
highest incidence of URTI of any age group, occurring 1–
2 times per month per child during the winter and higher
among children who attend daycare [42,44-49]. Influenza,
RSV and adenovirus, which collectively comprise 25% of
respiratory infections in children, are the most common
viruses that lead to febrile illness, acute otitis media, out-
patient visits and hospitalization [44,50]. Roughly 50% of
preschoolers with URTI are brought to medical attention
resulting in an additional outpatient physician visit every
2 to 3 months during the winter with 1% requiring
hospitalization [44,51]. Several groups have estimated
the direct and indirect costs of URTI in preschoolers to
be between $261 and $276 per URTI with influenza be-
ing the most costly virus, contributing $809 per URTI
[45,51]. The collective cost of URTI in children under 5
years of age has been estimated to be $1.8 billion annually
in the US [52]. Evidence supporting a causal connection
between low vitamin D serum levels and URTI comes
from multiple sources.

Temporality
Both vitamin D levels and viral URTI show a remarkably
similar seasonal oscillation. R. Edgar Hope-Simpson
hypothesized that a “seasonal stimulus” must affect the
pathogenesis of influenza and Cannel et al. hypothesized
that this seasonal stimulus may be related to seasonal
oscillation of vitamin D levels [53,54].

Biological plausibility
Basic science has uncovered the role of vitamin D on
the innate immune system [55]. The primary site for
human contact with respiratory viruses is the upper re-
spiratory tract mucosa [56]. Vitamin D is constitutively
converted to its active form 1,25-hydroxyvitamin D in
respiratory epithelium [57]. The mucosa of the upper
airway is protected from infection by a complex set of
peptides which have direct antimicrobial properties and
contribute to innate immunity [58]. These peptides in-
clude defensins and calethicidin which have direct
antiviral properties [59]. Furthermore, respiratory tract
macrophages are stimulated to produce these peptides
in vitro by the presence of 25-hydroxyvitamin D and
in vivo through vitamin D supplementation [60,61].

Epidemiologic association
Observational studies support an association between
viral infections and vitamin D levels in both adults and
children. A post hoc analysis of a 3-year RCT of vitamin
D supplementation for bone loss in 208 post-menopausal
African American women found that 26 patients in the
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placebo group vs. 8 in the intervention group reported
having a URTI (P = 0.002) [62]. Based on data from
NHANESIII, the odds of having a recent URTI in
Americans 12 years of age or older was 25% higher for
people with 25-hydroxyvitamin D < 75 nmol/L relative
to those > 75 nmol/L [63]. Young male Finnish soldiers
with 25-hydroxyvitamin D levels below 40 nmol/L had
nearly double the number of absent days from duty due
to respiratory infections than soldiers with levels above
40 nmol/L [64]. In a prospective cohort study of 198
adults in Connecticut U.S., 25-hydroxyvitamin D con-
centrations > 95 nmol/L were associated with a two-fold
reduction in URTI over a single winter [65]. Based on
data from a New Zealand birth cohort, infants with 25-
hydroxyvitamin D levels in cord blood below 25 nmol/L
were at 2-fold higher risk of viral respiratory tract infec-
tion at 3 months of age than infants with cord blood
levels above 75 nmol/L [66].

Randomized controlled trial (RCT) evidence
To our knowledge, no RCT has examined the effect of
vitamin D supplementation on health outcomes in pre-
schoolers. Three RCTs have examined the effect of vita-
min D supplementation on URTI, two in adults and one
in older children. Li-Ng and colleagues randomized 162
adults to 2000 IU per day of vitamin D or placebo for 3
months during the winter in Long Island, NY U.S. and
recorded the frequency of URTI symptoms (without
laboratory viral confirmation) using a bi-weekly online
questionnaire. They found no difference in the incidence
of reported URTI between vitamin D and placebo groups
(48 URTIs vs. 50 URTIs, p = 0.57) [67]. As the authors
point out, the lack of effect may have resulted from a rela-
tively small difference in follow-up vitamin D levels in the
vitamin D (88 nmol/L) vs. placebo group (63 nmol/L). Re-
cently, Laaski et al. randomized 164 male Finnish army re-
cruits to 400 IU of vitamin D per day vs. placebo between
October and March [68]. Their primary outcome, mean
number of days absent from duty due to URTI in the vita-
min D vs. placebo group, demonstrated a trend towards
reduced absenteeism (2.2 days vs. 3.0 days, p = 0.096).
However, the dose of vitamin D chosen (400 IU per day),
may not have been sufficient to raise 25-hydroxyvitamin
D levels enough to impact significantly on viral URTI
(72 nmol/L in the intervention group vs. 51 nmol/L for
placebo). In the third trial, Urashima and colleagues
randomized 167 six to 15 year old schoolchildren to
1200 IU per day of vitamin D or placebo for four winter
months in Tokyo, Japan [69]. Their primary outcome,
laboratory confirmed Influenza A infection, showed a
statistically significant reduction in the vitamin D group
vs. control group (11% vs. 19%, p = 0.04). However, the
authors did not measure baseline or follow-up vitamin
D serum levels so it is unclear whether the positive
effect was due to an increase in vitamin D levels. To
maximize our likelihood of finding a treatment effect
and keeping total vitamin D intake below the Tolerable
Upper Intake Level as recommended by Health Canada
(2500 IU/day for preschoolers) [70], we chose 2000 IU/
day for the ‘high dose’ arm.
Asthma
Asthma is the most common chronic illness of childhood.
Preschoolers bear the highest burden of asthma which
affects 13% of children under 5 years of age compared
with 8% of children under 18 years in Ontario [71].
Asthma exacerbations are the most common non-surgical
cause for hospitalization of children in Canada, costing
the Canadian health care system over $300 million annu-
ally [71-74]. An association between vitamin D deficiency
and asthma exacerbation was initially proposed to explain
the observation that low vitamin D levels and asthma ex-
acerbations are both more common in temperate climates
and more common during the winter months [75,76]. Re-
cent basic science and epidemiological research has sup-
ported a connection between vitamin D serum levels and
asthma.
Biological plausibility
In vitro studies have demonstrated that the VDR is present
in bronchial smooth muscle cells and that many asthma-
associated genes are expressed following stimulation of
lung tissue with vitamin D [77,78]. Case–control studies
have found associations between asthmatic individuals
and polymorphisms in the VDR and other vitamin D re-
lated genes [79-81].
Epidemiologic association
Cross-sectional data from NHANESIII found a strong
correlation between airway resistance and vitamin D
levels in adults [82]. An examination of incident vitamin D
levels in a cohort of 1024 seven to ten year old American
children with mild-to-moderate asthma identified that
children with 25-hydroxyvitamin D levels below 75 nmol/L
had increased odds of emergency department visits and
hospitalizations relative to children with vitamin D
levels above 75 nmol/L over a period of 4 years (OR 1.5,
p = 0.01) [83]. Furthermore, two cross-sectional studies
of American and Costa Rican children suggested that
children with vitamin D levels below 75 nmol/L had
increased airway resistance and increased use of
inhaled and oral steroids relative to children with
vitamin D levels above 75 nmol/L [84,85]. Whether
these effects are due to vitamin D deficiency or are
mediated through a vitamin D related reduction in
viral URTIs is not clear.
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Randomized controlled trial (RCT) evidence
To our knowledge, no RCT has examined the effect of
vitamin D on asthma exacerbations in preschoolers. In the
trial by Urashima and colleagues of vitamin D supplemen-
tation of Japanese schoolchildren, asthma exacerbations
were measured as a secondary outcome [69]. They found
a statistically significant decrease in asthma exacerbations
in children receiving 1200 IU of vitamin D per day vs.
placebo (2 vs. 12 of 167 children, RR 0.17, p = 0.006).
Interestingly, the reduction in URTI was stronger
among children with asthma than those without (RR
0.17, p = 0.006) suggesting that the reduction in asthma
exacerbations may be mediated through reduced viral
URTIs among vitamin D supplemented children.
The objective of this paper is to serve as the first step

in knowledge dissemination of the DO IT Trial. The
current paper outlines the study protocol, explains the
rationale for the study design and selection of outcome
measures and documents some of the methodological
considerations.

Study objectives and hypotheses
The primary objective is to compare the effect of high
dose orally supplemented vitamin D (2000 IU/day) vs.
standard dose vitamin D supplementation (400 IU/day)
in achieving a reduction in laboratory confirmed viral
URTI during the winter in healthy preschoolers 1 to 5
years of age. We hypothesize that preschoolers supple-
mented with 2000 IU/day will have a reduction in
wintertime viral URTI.
Secondary objectives include comparing high dose

(2000 IU/day) vs. standard dose (400 IU/day) vitamin D
supplementation for the following secondary outcomes:
a) specific viral infections including influenza, adenovirus
and respiratory syncytial virus (RSV); b) asthma exacerba-
tions in preschoolers with asthma or recurrent wheezing;
c) direct and indirect economic costs associated with
URTIs; d) vitamin D deficient serum levels as defined
by the AAP and CPS. We hypothesize that the likelihood
of these secondary outcomes will be lower in children
supplemented with 2000 IU/day of vitamin D.

Methods/design
Participants
The parents of healthy children aged 1 to 5 years pre-
senting to seven TARGet Kids! participating academic
pediatric or family medicine group practices in Toronto,
Canada for a scheduled well-child visit prior to viral sea-
son (September through November over four years) are
being approached to participate. Practices have between 3
and 10 practicing physicians. We are excluding children
with gestational age < 32 weeks as they are a high risk
population for respiratory tract infection and asthma, chil-
dren with chronic illness (except for asthma) on parental
report which is known to interfere with vitamin D metab-
olism and increase the risk of respiratory infection, and
those children with a sibling participating in the study to
reduce clustering effects.
After parents of participating children provide in-

formed consent, baseline characteristics are obtained
using a parent-completed, standardized, data collection
form based on questions used in the Canadian Commu-
nity Health Survey (see Additional file 2: Baseline Data
Collection Form) [86]. The following data is being col-
lected: age, sex, birth weight, enrolment date, parents’
ethnicity, maternal age, education and health, duration
of breastfeeding, bottle use, current and past vitamin D
supplementation, dietary vitamin D intake using 3 day diet-
ary recall, daily multivitamin use, influenza immunization
status, screen viewing time, physical activity, outdoor time,
and sun exposure. In addition, height, weight and skin pig-
mentation are being measured using standardized tech-
niques. A venous blood sample is obtained to document
baseline 25-hydroxyvitamin D levels.

Study design
A multicentre pragmatic randomized controlled super-
iority trial is being conducted over four winters. As this
trial's primary goal is to inform health policy and sec-
ondarily to contribute to an explanation of the causal
relationship between vitamin D and child health out-
comes, this trial has been designed along the pragmatic
end of the pragmatic-explanatory continuum, as de-
scribed by KT (co-author) and other leading trial meth-
odologists [87]. Specifically, eligibility criteria, participant
compliance, follow-up intensity, and primary analysis are
following pragmatic approaches (“Does this intervention
work under usual conditions?”); whereas, follow-up of out-
comes are following approaches mid-way along the
pragmatic-explanatory continuum (“Can this intervention
work under ideal conditions?”). This protocol follows the
2013 SPIRIT guidelines (Defining Standard Protocol Items
for Randomized Trials) [88,89]. Trial results will be re-
ported according to the 2010 CONSORT guidelines for
pragmatic trials [90].

Intervention
Children are randomly assigned to one of two groups:
‘standard dose’ of 400 IU/day vitamin D or ‘high dose’ of
2000 IU/day vitamin D (see Figure 1). A drop-based for-
mulation (Kids Ddrops™ containing Vitamin D3) was
chosen to facilitate ease of administration to young chil-
dren. Parents of children in each group are instructed to
administer 1 drop of the provided solution to their child
by mouth once daily, at any time of day, each day from
the time of enrolment (September-November) through
the winter until follow-up (April-May) 4–8 months later.
As 25-hydroxyvitamin D levels are reported to stabilize
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within 8 weeks [91,92], and respiratory viruses tend to cir-
culate in Canada November through April [93], children
are recruited September through November. The duration
of the intervention (4–8 months) has been chosen to
mimic the routine practice of vitamin D supplementation
of preschoolers over the Canadian winter (see Table 1).
Concomitant interventions prohibited include over-the-

counter multivitamins which contain vitamin D, over-the-
counter vitamin D preparations and prescription vitamin
D. As this is a pragmatic trial, no specific strategies are in-
troduced to improve adherence. To monitor adherence at
the end of the trial, parents are asked to return bottles and
the amount of vitamin D administered is calculated based
on the volume of solution remaining [94]. No specific cri-
teria are being used for discontinuation or modification of
the interventions, as the doses of vitamin D are within the
safe and recommended dosages for children [70].
Block randomization occurs by study site with blocks

of varying sizes to ensure that group sizes are similar at
the end of each block [88]. This is particularly important
in a study of vitamin D and URTI, as date of enrolment
(time) may be an important covariate. Sequence gener-
ation stratified by practice site was performed centrally
at the Applied Health Research Centre (AHRC) at St.
Michael’s Hospital using a computer random number
generator; KT (biostatistician and co-author) generated
the allocation sequence. Parents, attending physicians,
laboratory personnel, and study personnel conducting
the outcome assessments, data analysts and investigators
are blind to the group allocation. Allocation concealment
is achieved by having the Pharmacy Department prepare
the vitamin D preparations in sealed, serially numbered
bottles identical in appearance and weight, with the drops
similar in consistency and taste. Group allocation will be
concealed until the final data analysis is performed.

Outcomes and measures
The primary outcome is the number of laboratory-
confirmed viral URTIs per child over the winter months.
Because of the wide variety of respiratory viruses and
URTI illness presentations, signs and symptoms of viral
URTI are non-specific and may not be reliably measured
by parental report [95,96]. Therefore, in addition to par-
ents of enrolled children completing a symptom checklist
with each URTI (see Additional file 3: Symptom Check-
list), parents are asked to obtain a nasal swab from their
child. Nasal swabs done by parents have been shown to
be as effective in detecting respiratory viruses as those
obtained by health professionals but less invasive and
better tolerated [97]. Parents are instructed to place the
swab in provided viral transport media and refrigerate
until couriered to the study laboratory (Mount Sinai
Services) within 24 hours [44,98]. Respiratory viruses
are identified using reverse transcriptase polymerase chain
reaction (RT-PCR) technology. RT-PCR is performed on
each sample which has a sensitivity of 95% and specificity
of 100% for the identification of respiratory RNA vi-
ruses, which is more sensitive than viral culture and
comparable to immunofluorescence [99]. Samples are
tested for 18 common respiratory viruses including influ-
enza A and B, adenoviruses, respiratory syncytial virus
(RSV), picornaviruses (enteroviruses and rhinoviruses),



Table 1 Schedule of procedures, assessments, and interventions for the DO IT! Trial (based on the SPIRIT template)

Study period

Pre-randomization Intervention Post-intervention follow-up Close-out

TIMEPOINT Year 1 0 Year 1 Year 1

Sept – Nov Sept – March April – May

Year 2 Year 2 Year 2

Sept – Nov Sept – March April – May

Year 3 and 4 Year 3 and 4 Year 3 and 4 Year 4

Sept – Nov Sept – March April – May June – Aug

INTERVENTIONS:

‘Standard dose’ 400 IU/day X X

‘High dose’ 2000 IU/day X X

PROCEDURES:

Informed consent X

Eligibility screen X

Randomization X

ASSESSMENTS:

Baseline survey data X X

Anthropometrics X

25-hydroxyvitamin D serum level X X

Laboratory-confirmed URTI X

Asthma exacerbations X

Follow-up survey data X

ANALYSIS X
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coronovirus, metapneumovirus and parainfluenza virus
using the ID-Tag™ RVP assay using the Luminex xMAP™
system (Cat# R019A0105, TM Bioscience Corp., Toronto,
ON) [100]. This is the same assay and machine that is
routinely used in the Ontario public health laboratories.
Secondary outcomes include parent reported URTI,

specific viral agents that cause URTI (influenza, adeno-
virus and RSV), asthma exacerbations among children with
asthma, physician-diagnosed otitis media and pneumonia,
emergency department visits and hospitalizations, collected
by monthly telephone call and confirmed by review of the
child’s clinic medical record. Follow-up 25-hydroxyvitamin
D serum level is measured to determine the vitamin D
dose vs. serum response relationship. Finally, change in 25-
hydroxyvitamin D serum level from baseline is determined
to document that an improvement in health outcomes is
mediated through an increase in 25-hydroxyvitamin D
serum level.
Parent reported URTI symptoms are defined as two or

more of fever (>38°C), cough, runny nose, sore throat,
headache, vomiting, feels unwell, muscle aches, ear ache
or infection, poor appetite, not sleeping well, cranky/fussy,
low energy or crying more than usual from a validated
parent completed symptom checklist (CARIFS) collected
with the viral sample. CARIFS has been developed,
validated and extensively used by our team and others
[101,102]. A new URTI cannot commence until ≥ 3 symp-
tom free days since the end of a previous URTI [44].
Asthma is defined as parental report of asthma plus

confirmation from the child’s medical record of 2 or more
episodes of wheeze requiring the prescription of inhaled
asthma controlling medications [103]. An asthma exacer-
bation is defined as a wheezing episode in children with
asthma as obtained from parent completed symptom
checklist based on the International Study of Asthma and
Allergies in Childhood (ISAAC) [103].
Blood is drawn by trained pediatric phlebotomists from

the antecubital vein for determination of 25-hydroxyvitamin
D serum levels. Specimens are sent to the Clinical Bio-
chemistry Laboratory at the Mount Sinai Hospital with
the study requisition, where they are processed according
to standard procedures. Total 25-hydroxyvitamin D is
measured from serum samples using a competitive two-
step chemiluminescence assay which has been validated
for measurement of 25-hydroxyvitamin D in children
older than 1 year of age [104]. The specific instrument that
is used to analyze all samples is a Diasorin LIAISON® 25-
hydroxyvitamin D TOTAL [105]. This technique and in-
strument have been chosen to be consistent with national
vitamin D surveys from both Canada and the United
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states [19,27]. Extensive testing and validation of this
machine has been performed and has demonstrated an
intraassay imprecision of 7.2% at a concentration of
213 nmol/L and an interassay imprecision of 4.9% at
32 nmol/L, 8.9% at 77 nmol/L and 17.4% at 213 nmol/L,
values which are well within acceptable limits for bio-
chemical measurements. During this study, the instru-
ment is monitored using the UK DEQUAS external
quality assessment scheme which is an internationally
recognized vitamin D quality assessment protocol [106].
Recruitment and retention
Since June 2008, over 4500 children age 1–5 years have
been recruited through TARGet Kids! practices with col-
lection of questionnaires (demographics, lifestyle factors)
and anthropometric measures (height, weight and waist
circumference). Since December 2008 venous blood sam-
ples have been collected from over 2500 children [107].
TARGet Kids! is now operating out of seven sites with over
100 children per month being recruited with phlebot-
omy. Therefore, recruitment of 750 children in September
through November over 4 consecutive seasons for this
study is feasible.
We expect that there will be a different spectrum of

infections as respiratory virus incidence, distribution and
severity tend to vary from year to year.
Strategies to achieve adequate recruitment include ap-

proaching eligible subjects during a well-child visit. Lists
of children scheduled for a well-child visit are reviewed
in advance. An information package is mailed to each
family 2 to 4 weeks prior to the visit inviting them to
participate. This allows parents time for consideration in
advance and reduce coercion to participate. Parents are
approached in person by the research assistant while
registering for the clinic visit. At the initial visit, baseline
survey data, anthropometric measures, and baseline vita-
min D serum level are collected.
Strategies for retention include a monthly telephone

call to encourage collection of nasal swabs and completion
of symptom checklists. Every reasonable attempt is made
to locate patients at follow-up. Topical anesthetic cream
(EMLA or Ametop) is offered to minimize discomfort
from venipuncture. Blood is drawn in the primary care
physician’s office negating the need to attend a separate la-
boratory visit. Parents who have moved out of district are
offered to visit The Hospital for Sick Children for repeat
laboratory testing. Should these efforts fail to obtain a
blood sample, a home visit for phlebotomy is offered. This
is expected to occur in less than 10% of subjects.
Follow-up data collection and data management
Parents of participating children receive a monthly tele-
phone call by a research assistant reminding them to
administer the vitamin D supplement daily and record
the number of asthma exacerbations, emergency depart-
ment visits, hospitalizations and missed work days. Par-
ents are also be reminded to collect nasal swabs and
complete symptom checklists. In addition, parents are
asked to return to their child’s physician’s office in April
or May to capture peak respiratory virus season. At the
follow-up visit, blood is drawn for 25-hydroxyvitamin D
level and a follow-up data collection form completed.
The following potential co-interventions are also mea-
sured: influenza vaccination, dietary vitamin D intake
using a 3 day dietary recall [86], over-the-counter vita-
min and mineral supplementation (i.e., calcium contain-
ing multivitamins), herbal remedies (i.e., echinacea) and
hours per week in daycare (see Additional file 4: Follow-
up Data Collection Form). This methodology has been
used successfully by our group and others [44,45,98].
To ensure high quality data collection, research assis-

tants are trained in the accurate completion of question-
naires, anthropometric measurement and are registered
pediatric phlebotomists as per standard TARGet Kids!
operating protocol. Weight is measured using a preci-
sion digital scale (±0.025% SECA, Hamburg Germany),
standing height is measured using a stadiometer (SECA,
Hamburg Germany), and skin pigmentation is measured
using a narrow-band reflectometer (Dermaspectrometer,
Cortex Technology) [108-111]. Questionnaires and URTI
symptom checklists have been pilot tested to ensure under-
standability and reduce incomplete responses [101]. Col-
lected data is electronically entered on a daily basis by
research assistants at each site into the study’s central
database via a secure web-based data portal.
The Applied Health Research Centre (AHRC) of the

Keenan Research Centre, Li Ka Shing Knowledge Institute
of St. Michael’s Hospital houses this central database
and is the data management centre for this study
(under the direction of MM, co-author). AHRC em-
ploys state-of-the art web-based data management soft-
ware: Medidata RAVE™ (5.6.3) by Medidata Solutions
Inc. RAVE™ uses secure encrypted web-based data cap-
ture technology and is the data repository for data col-
lected during this study. RAVE™ is an industry-leading
electronic data capture and clinical data management
system, with user configurable workflows, sophisticated
case report form (CRF) design, complex edit checking,
and customized security parameters. RAVE™ allows our
research assistants to enter data remotely in real time
to the central database from any of the practice sites.
RAVE™ has extensive built in reporting capabilities, and
data can be exported to standard formats for data ana-
lysis (e.g., SAS). Laboratory tests are directly uploaded
to RAVE™ through a secure web portal. These features
enable TARGet Kids! to be highly efficient and are vital
to the success of this study.
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Sample size
The sample size was based on asymptotic methods for a
likelihood ratio test assuming a Poisson distributed out-
come and was confirmed by simulation studies. All sample
size and power calculations assume a 5% Type I error
probability (two-sided). If we assume an average of one
URTI per month during a minimum of 4 winter months
[42,44-49] among children receiving the standard dose of
vitamin D, we would therefore expect an average of four
URTI per child over the winter. A sample size of 300 per
group would give 90% power to detect a reduction in
the average number of URTI per winter of one URTI.
We believe that, even one fewer URTI over the winter
would be a clinically important outcome, especially to
families with young children. Although the study is not
powered to detect reductions of specific kinds of infec-
tions, a conservative estimate is that at least 25% of chil-
dren will have one of RSV, adenovirus or influenza which
collectively result in the greatest burden of illness in this
population [44,50], this sample size gives 80% power to
detect a 50% absolute reduction in this composite out-
come. Preliminary TARGet Kids! data suggests an 80%
retention rate [107,112]; therefore, to accommodate a
20% loss to follow-up, 375 children will be recruited to
each group (750 total).

Statistical analysis
Baseline characteristics will be summarized by appropriate
descriptive statistics. Although randomization is expected
to balance the covariates, variables that demonstrate, by
chance, a potentially clinically meaningful imbalance, will
be considered as possible adjusting covariates.
All outcomes will be analyzed following the intention-

to-treat principle [113]. The primary analysis of the pri-
mary outcome will assess the effect of vitamin D supple-
mentation on laboratory-confirmed URTI. Mean URTI
rates (per child) will be computed for each group. A Poisson
regression model will be used to make the statistical com-
parison between the groups. Variable length of follow-up
time will be accounted for by using a suitable offset
(logarithm of observation duration) in the Poisson model. If
there is evidence of overdispersion, a negative-binomial
model may be considered. The secondary analysis of the
primary outcome will use survival methods to examine time
to first URTI and the Andersen-Gill extension of the Cox
model to analyze recurrent URTI events [114]. The ration-
ale for conducting the trial over four seasons is to increase
the chance of a sufficiently active viral season to assess a
protective effect of the intervention. This will also allow us
to examine the consistency of the effect over the four
seasons as strains of viruses vary from year to year.
Analysis of secondary outcomes will use standard

methods for continuous data (i.e., vitamin D level) using
means, ANOVA and linear regression with and without
adjustment for baseline group differences. The incidence
of binomial secondary outcomes such as specific viral
infections will be summarized descriptively. Since the inci-
dence of some infections may be low, logistic regression
analyses will only be performed to assess the treatment ef-
fect when there are sufficient events (over 30). Subgroup
analyses will be conducted for children with asthma. Fre-
quency of asthma exacerbations will be analyzed using the
same methods as those used for the primary outcome.

Economic analysis
A cost-effectiveness analyses will be conducted using data
from this trial. A societal perspective will be employed to
calculate both direct health service utilization costs as well
as indirect costs to families of an URTI. The time horizon
of the analysis will be limited to the follow-up of this trial
in order to leverage direct data. Given the short time hori-
zon, discounting of costs and outcomes will not be ap-
plied. This analysis will include the cost of ‘high dose’
vitamin D supplementation, physician visits, medications
(antimicrobial and over-the-counter), hospital admissions,
emergency department visits and laboratory testing ab-
stracted from the child’s medical record and costs associ-
ated with lost income from parental work absenteeism
and time out of daycare obtained by monthly telephone
call using previously described techniques [45,74,115].
Standard, publicly available costing sources will be used to
cost resource utilization parameters. Specifically, we will
use cost sources such as the Ontario Health Insurance
Programs (OHIP), Ontario Case Costing Initiative (OCCI)
and standard Ministry of Health (MOH) reimburse-
ments for diagnostic tests. Sex-weighted hourly wage rate
will be derived from Statistics Canada Data. The cost-
effectiveness analysis will estimate the cost per laboratory-
confirmed URTI avoided. The net benefit regression
approach will be used to determine each patient’s net
benefit from treatment (NBi) based upon the data col-
lected on resource use and lost parental productivity
[116]. Graphs will be used to illustrate the incremental net
benefit assuming varying willingness to pay. Each estimate
of net benefit will be adjusted for potential confounders
through regression. In its simplest form, net benefit re-
gression involves fitting the following simple linear regres-
sion model: NBi = β0 + βTXTXi + εi where TXi is the ith

person’s treatment indicator (TXi = 1 for new treatment
and 0 for usual care) and εi is a stochastic error term
[117]. Parametric confidence intervals for incremental net
benefit will be compared to results of non-parametric
bootstrapping to characterize statistical uncertainty in the
economic analysis.

Ethical considerations
This study was granted ethics approval by The Hospital
for Sick Children Research Ethics Board (REB File No.:
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1000025147) on September 14, 2011 and was re-
approved by the REB for one year ending in September
2015. This study has been registered as a clinical trial
(www.clinicaltrials.gov, ID NCT01419262). Written in-
formed consent will be obtained from parents of all child
participants prior to any data collection (see Additional
file 5: Consent Form). Parents will benefit by the provision
of 4–8 months of vitamin D supplementation for their
child free of charge. Children may directly benefit via the
identification of viral etiology for URTI symptoms and
through identification of vitamin D deficiency. The child’s
pediatrician will receive viral test results as well as blood
results and manage their patient according to national
clinical guidelines [5]. While a placebo arm may be eth-
ically justified given the lack of evidence supporting
improved health outcomes with supplementation, it is
unlikely to be feasible given that current AAP vitamin D
guidelines recommend vitamin D supplementation for
children older than 1 year and the majority of families in
our population are following this recommendation [4,29].
A data safety and monitoring board (DSMB) was

established and is composed of a pediatrician, an endo-
crinologist, an infectious disease expert and a biostatis-
tician and is responsible for monitoring of adverse
events. All adverse events will be graded for severity
(mild to life threatening) and assessed for relationship
to the study intervention. The DSMB (which will be
blinded to group allocation) will review safety data be-
tween years 1 and 2 and will make decisions regarding
unblinding of study groups and premature trial termin-
ation. As vitamin D dosages in this study are within the
Tolerable Upper Intake Level as recommended by
Health Canada for children older than 1 year of age
(2500 IU per day for children 1–3 years and 3000 IU/day
for children 4–8 years), risk of vitamin D excess is low
[70]. In addition, other studies which have used vitamin D
doses of up to 50,000 IU per week in children did not
show evidence of vitamin D toxicity [118,119]. However,
we will monitor for adverse events by ensuring that our
participating physicians are aware of signs and symptoms
of vitamin D toxicity including nephrolithiasis and hyper-
calcemia. Additionally, each participant will be assessed
for vitamin D toxicity at follow-up through measurement
of serum calcium, alkaline phosphatase and parathyroid
hormone [6,120,121].

Knowledge translation
Findings from this research will be disseminated directly
to the physician participants and their patients. We will
share our results at the annual meeting of all the TARGet
Kids! practices (physicians, nurses, office staff ), research
team (investigators, research assistants, students), and
policy leaders (representatives from Section of Commu-
nity Paediatrics, Family and Community Practice, Ontario
Medical Association, and parent representatives). Down-
stream dissemination to primary care physicians will occur
through formal and informal venues at local levels, such
as City Wide Paediatric Rounds, The Hospital for Sick
Children Paediatric Update and those held by local phy-
sician groups. The results of this study will be shared with
the academic community through peer-review publications
and presentations at national and international conferences,
locally through hospital rounds and presentations, and
through our website http://www.targetkids.ca/. Messages
will be relevant to professionals working in the fields of
pediatrics, family medicine, endocrinology, infectious dis-
ease, nursing, dietetics, and public health. We will also
share our findings with colleagues at the Ontario Agency
for Health Protection and Promotion, the Centre for Effect-
ive Practice, the Maternal Infant Child and Youth Research
Network (MICYRN), the Ontario Medical Association, the
Canadian Paediatric Society and the American Academy of
Pediatrics. Opportunities for media coverage will be sought
using an experienced knowledge broker.

Discussion
There is compelling evidence that young children in North
America have vitamin D levels significantly lower than ex-
perts recommend. Basic science and epidemiological stu-
dies make the case that low wintertime vitamin D levels
may be related to two common and costly child health out-
comes: wintertime viral URTI and asthma exacerbations.
The DO IT Trial is the first randomized controlled trial to
investigate vitamin D related respiratory health outcomes
in preschoolers. The results of this trial will make an imme-
diate contribution by defining clinical practice standards for
vitamin D supplementation for young children and provide
an evidence base for national vitamin D guidelines.
The key strengths of this study protocol include a

novel and important research question, the outcome of
which could affect nearly every young child in Canada,
rigorous methodology and an implementation strategy
that leverages the efficiency of the only primary care
research platform for young children in Canada: TARGet
Kids!. The TARGet Kids! infrastructure and collaborations
between child health researchers at the St. Michael’s
Hospital, The Hospital for Sick Children and community
health care providers make this team unique in Canada
and position it ideally to carry out this trial on vitamin D
supplementation of Canadian preschoolers and provides
opportunity for truly integrated knowledge translation.
Furthermore, a solid interdisciplinary team of primary care
practitioners and highly qualified methodologists has been
assembled with established expertise in preventive child
health research, vitamin D deficiency, infectious diseases, la-
boratory medicine, health economics, clinical epidemiology
and clinical trials methodology, analysis and data manage-
ment to conduct this much-needed research.

http://www.clinicaltrials.gov
http://www.targetkids.ca/
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Data from this RCT will provide essential evidence
regarding wintertime vitamin D supplementation and
important health outcomes in Canadian children. Potential
downstream economic and health benefits of this trial to
Canadian children, the health care system and society in-
clude reduced population wide morbidity and associated
health care and societal costs. The current paper serves as
an important step in the dissemination of the DO IT! Trial
by outlining the study background, explaining some
of the methodological considerations, and providing a
detailed description of methods prior to reporting the
results of the analyses.

Additional files

Additional file 1: Appendix 1. North American studies of low vitamin D
including children > 1 year of age. Data demonstrating Vitamin D levels
are lower than recommendations.

Additional file 2: Appendix 2. Baseline Data Collection Form. This is
the baseline data collection form being used in our study.

Additional file 3: Symptom Checklist. This is the symptom checklist
being used in our study.

Additional file 4: Follow-up Data Collection Form – Data linking
sheet. This is the follow-up data collection form being used in our study.
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(for participants 1–5 years). Model consent form for our study.

Competing interests
All authors declare that they have no competing interests.

Authors’ contributions
All authors made substantive intellectual contributions to conception and
design of this study and manuscript. JLM and CMB were the lead authors
responsible for initial drafting of the manuscript. All others, especially PCP
and CSB in the early revision stages, revised it critically for important
intellectual content. KT ensured the accuracy of the statistical information.
JSH ensured the accuracy of the economic information. All authors read
and approved the final manuscript.

Acknowledgements
The authors thank all participating families for their time and involvement in
TARGet Kids!, and are grateful to all practitioners who are currently involved
in the TARGet Kids! research network. Steering Committee: Tony Barozzino,
Brian Chisamore, Mark Feldman, Moshe Ipp. Research Team: Charmaine
Camacho, Diviya Elango, Julie DeGroot, Shanique Edwards, Nadia Kabir,
Marina Khovratovich, Tarandeep Malhi, Juela Sejdo, Laurie Thompson, Mandy
Tran. Applied Health Research Centre: Yang Chen, Gerald Lebovic, Magda
Melo, Patricia Nguyen. Mount Sinai Services: Azar Azad.

Funding
We wish to gratefully acknowledge funding by the St. Michael’s Foundation
and the Sickkids Foundation for the Pediatrics Outcomes Research Team
(PORT), and the Canadian Institutes of Health Research (CIHR) under the
New Emerging Team (NET) Program (2008–2013 Childhood Obesity Team
Grant, PA - Dr. Brian McCrindle, Co-A - Drs. Patricia Parkin, Catherine Birken,
Jonathon Maguire), which allowed us to establish the TARGet Kids!
infrastructure. The current study is funded by CIHR, namely the Institute of
Human Development, Child and Youth Health (IHDCYH) as MOP-114945 and
the Institute of Nutrition, Metabolism and Diabetes (INMD) for the 1 year
bridge funding to facilitate the commencement of the currently proposed
trial, as well as, The Thrasher Fund and the University of Toronto Dean’s
Fund. Funding agencies had no role in the design and conduct of the study,
collection, management, analyses or interpretation of the results of this study
or in the preparation, review, or approval of the manuscript.
TARGet Kids! Collaboration
Scientific Committee: Kawsari Abdullah, Laura Anderson, Catherine S. Birken,
Cornelia M. Borkhoff , Sarah Carsley, Yang Chen, Matthew D’Ascanio, Mikael
Katz-Lavigne, Kanthi Kavikondala, Grace Jieun Lee, Jonathon L. Maguire,
Jessica Omand, Patricia C. Parkin, Navindra Persaud, Meta van den Heuvel,
Weeda Zabih; Site Investigators: Jillian Baker, Tony Barozzino, Joey Bonifacio,
Douglas Campbell, Sohail Cheema, Brian Chisamore, Karoon Danayan, Paul
Das, Mary Beth Derocher, Anh Do, Michael Dorey, Sloane Freeman, Keewai
Fung, Charlie Guiang, Curtis Handford, Hailey Hatch, Sheila Jacobson, Tara
Kiran, Holly Knowles, Bruce Kwok, Sheila Lakhoo, Margarita Lam-Antoniades,
Eddy Lau, Fok-Han Leung, Jennifer Loo, Sarah Mahmoud, Rosemary Moodie,
Julia Morinis, Sharon Naymark, Patricia Neelands, James Owen, Michael Peer,
Marty Perlmutar, Navindra Persaud, Andrew Pinto, Michelle Porepa, Nasreen
Ramji, Noor Ramji, Alana Rosenthal, Janet Saunderson, Rahul Saxena, Michael
Sgro, Susan Shepherd, Barbara Smiltnieks, Carolyn Taylor, Thea Weisdors,
Sheila Wijayasinghe, Peter Wong, Ethel Ying, Elizabeth Young.

Author details
1The Applied Health Research Centre of the Li Ka Shing Knowledge Institute
of St. Michael’s Hospital, University of Toronto, Toronto, Ontario, Canada.
2Department of Pediatrics, St. Michael’s Hospital, 30 Bond Street, 15-014
Cardinal Carter, M5B 1 W8 Toronto, Ontario, Canada. 3Pediatric Outcomes
Research Team (PORT), Division of Pediatric Medicine, Department of
Pediatrics, The Hospital for Sick Children, Toronto, Ontario, Canada.
4Department of Pediatrics, Faculty of Medicine, University of Toronto,
Toronto, Ontario, Canada. 5Leslie Dan Faculty of Pharmacy, University of
Toronto, Toronto, Ontario, Canada. 6Dalla Lana School of Public Health,
University of Toronto, Toronto, Ontario, Canada. 7Institute for Health Policy,
Management and Evaluation, University of Toronto, Toronto, Ontario,
Canada. 8Department of Pathology and Molecular Medicine and Clinical
Epidemiology and Biostatistics, McMaster University, Hamilton, Ontario,
Canada. 9Pharmacoeconomics Research Unit, Cancer Care Ontario, Toronto,
Ontario, Canada. 10Centre for Excellence in Economic Analysis Research, Li Ka
Shing Knowledge Institute of St. Michael’s Hospital, University of Toronto,
Toronto, Ontario, Canada. 11Department of Laboratory Medicine and
Pathobiology, Faculty of Medicine, University of Toronto, Toronto, Ontario,
Canada. 12Department of Microbiology, Mount Sinai Hospital and University
Health Network, Toronto, Ontario, Canada.

Received: 11 December 2013 Accepted: 27 January 2014
Published: 8 February 2014

References
1. Holick MF: Resurrection of vitamin D deficiency and rickets. J Clin Invest

2006, 116:2062–72.
2. CIHI: National Ambulatory Care Reporting System. Ottawa: Canadian Institute

for Health Information; 2005.
3. Maguire JL, Birken CS, O’Connor DL, Macarthur C, Thorpe KE, Mamdani M,

Parkin PC: Prevalence and predictors of low vitamin D in urban Canadian
toddlers. Pediatr Child Health 2011, 16:e11–e15.

4. Wagner CL, Greer FR: Prevention of rickets and vitamin D deficiency in
infants, children, and adolescents. Pediatrics 2008, 122:1142–52.

5. CPS: Vitamin D supplementation: Recommmendations for Canadian
mothers and infants. Paediatr Child Health 2007, 12:589–93.

6. Greer FR: 25-Hydroxyvitamin D: functional outcomes in infants and
young children. Am J Clin Nutr 2008, 88:529S–533S.

7. Greer FR: Defining vitamin D deficiency in children: beyond 25-OH
vitamin D serum concentrations. Pediatrics 2009, 124:1471–3.

8. Litonjua AA: Childhood asthma may be a consequence of vitamin D
deficiency. Curr Opin Allergy Clin Immunol 2009, 9:202–7.

9. Holick MF: Vitamin D deficiency. N Engl J Med 2007, 357:266–81.
10. Bouillon R: Vitamin D: From photosynthesis, metabolism, and action to

clinical applications. In Endocrinology. Edited by DeGroot LJ, Jameson JL.
Philadelphia: W.B. Saunders; 2001:1009–28.

11. DeLuca HF: Overview of general physiologic features and functions of
vitamin D. Am J Clin Nutr 2004, 80(Suppl):1689S–1696S.

12. MacLaughlin JA, Anderson RR, Holick MF: Spectral character of sunlight
modulates photosynthesis of previtamin D3 and its photoisomers in
human skin. Science 1982, 216:1001–3.

13. Webb AR, Kline L, Holick MF: Influence of season and latitude on the
cutaneous synthesis of vitamin D3: exposure to winter sunlight in

http://www.biomedcentral.com/content/supplementary/1471-2431-14-37-S1.pdf
http://www.biomedcentral.com/content/supplementary/1471-2431-14-37-S2.pdf
http://www.biomedcentral.com/content/supplementary/1471-2431-14-37-S3.pdf
http://www.biomedcentral.com/content/supplementary/1471-2431-14-37-S4.pdf
http://www.biomedcentral.com/content/supplementary/1471-2431-14-37-S5.pdf


Maguire et al. BMC Pediatrics 2014, 14:37 Page 12 of 14
http://www.biomedcentral.com/1471-2431/14/37
Boston and Edmonton will not promote vitamin D3 synthesis in human
skin. J Clin Endocrinol Metab 1988, 67:373–8.

14. Behrman RK, Jenson HB R: Nelson Textbook of Pediatrics. 16th edition.
Philadelphia: W.B. Saunders Company; 2000.

15. Roth DE, Martz P, Yeo R, Prosser C, Bell M, Jones AB: Are national vitamin D
guidelines sufficient to maintain adequate blood levels in children? Can
J Public Health 2005, 96:443–9.

16. Health Canada: Do Canadian children meet their nutrient requirements
through food intake alone?. 2007. http://www.hc-sc.gc.ca/fn-an/surveill/
nutrition/commun/art-nutr-child-enf-eng.php#a33. 2007, Cat. H164-112.

17. Gordon CM, Feldman HA, Sinclair L, Williams AL, Kleinman PK, Perez-
Rossello J, Cox JE: Prevalence of vitamin D deficiency among healthy
infants and toddlers. Arch Pediatr Adolesc Med 2008, 162:505–12.

18. Mansbach JM, Ginde AA, Camargo CA Jr: Serum 25-hydroxyvitamin D
levels among US children aged 1 to 11 years: do children need more
vitamin D? Pediatrics 2009, 124:1404–10.

19. Kumar J, Muntner P, Kaskel FJ, Hailpern SM, Melamed ML: Prevalence and
associations of 25-hydroxyvitamin D deficiency in US children: NHANES
2001–2004. Pediatrics 2009, 124:e362–70.

20. Stoian CA, Lyon M, Cox RG, Stephure DK, Mah JK: Vitamin D
concentrations among healthy children in Calgary, Alberta. Paediatr Child
Health 2011, 16:82–6.

21. Hammer LD, Bryson S, Agras WS: Development of feeding practices
during the first 5 years of life. Arch Pediatr Adolesc Med 1999, 153:189–94.

22. CPS: Nutrition for Health Term Infants - Statement of the joint working group.
Canada: Canadian Paediatric Society, Dieticians of Canada and Health
Canada; 2009.

23. Northstone K, Rogers I, Emmett P: Drinks consumed by 18-month-old
children: are current recommendations being followed? Eur J Clin Nutr
2002, 56:236–44.

24. Korsch M, Nelson K, Reinhart J: Feeding behaviors in infancy and early
childhood. In Guidelines for Health Supervision III. Vol 50. American Academy
of Pediatrics: Elk Grove Village, Ill; 1997:57.

25. Baker RD, Greer FR: Diagnosis and prevention of iron deficiency and
iron-deficiency anemia in infants and young children (0–3 years of age).
Pediatrics 2010, 126:1040–50.

26. Lips P: Vitamin D physiology. Prog Biophys Mol Biol 2006, 92:4–8.
27. Langlois K, Greene-Finestone L, Little J, Hidiroglou N, Whitting S: Vitamin D

status of Canadians as measured in the 2007 to 2009 Canadian Health
Measures Survey. Health Reports (Statistics Canada) 2010, 21:47–55.

28. Maguire JL, Birken C, Mamdani M, Thorpe KE, Parkin PC: How much cow’s
milk should preschoolers be drinking?: A TARGet Kids! study. In
Proceedings of the Pediatric Academic Societies Annual Meeting.
2011:E-PAS–1385.5.

29. Maguire JL, Birken C, Mamdani M, Thorpe KE, Parkin PC: Milk volume,
vitamin D supplementation, outdoor activity and season are important
predictors of vitamin D serum level in preschoolers: A TARGet Kids!
study. In Proceedings of the Pediatric Academic Societies Annual Meeting.
2011:E-PAS–2155.8.

30. Gessner BD, Plotnik J, Muth PT: 25-hydroxyvitamin D levels among
healthy children in Alaska. J Pediatr 2003, 143:434–7.

31. Gordon CM, DePeter KC, Feldman HA, Grace E, Emans SJ: Prevalence of
vitamin D deficiency among healthy adolescents. Arch Pediatr Adolesc
Med 2004, 158:531–7.

32. Newhook LA, Sloka S, Grant M, Randell E, Kovacs CS, Twells LK: Vitamin D
insufficiency common in newborns, children and pregnant women living
in Newfoundland and Labrador. Canada. Matern Child Nut 2009, 5:186–91.

33. Ward LM, Gaboury I, Ladhani M, Zlotkin S: Vitamin D-deficiency rickets
among children in Canada. CMAJ 2007, 177:161–6.

34. Mallet E, Gugi B, Brunelle P, Henocq A, Basuyau JP, Lemeur H: Vitamin D
supplementation in pregnancy: a controlled trial of two methods. Obstet
Gynecol 1986, 68:300–4.

35. Javaid MK, Crozier SR, Harvey NC, Gale CR, Dennison EM, Boucher BJ, Arden
NK, Godfrey KM, Cooper C, Princess Anne Hospital Study Group: Maternal
vitamin D status during pregnancy and childhood bone mass at age 9
years: a longitudinal study. Lancet 2006, 367:36–43.

36. Markestad T, Aksnes L, Ulstein M, Aarskog D: 25-Hydroxyvitamin D and
1,25-dihydroxyvitamin D of D2 and D3 origin in maternal and umbilical
cord serum after vitamin D2 supplementation in human pregnancy.
Am J Clin Nutr 1984, 40:1057–63.
37. Lee JM, Smith JR, Philipp BL, Chen TC, Mathieu J, Holick MF: Vitamin D
deficiency in a healthy group of mothers and newborn infants. Clin
Pediatr (Phila) 2007, 46:42–4.

38. Hollis BW, Pittard WB 3rd: Evaluation of the total fetomaternal vitamin D
relationships at term: evidence for racial differences. J Clin Endocrinol
Metab 1984, 59:652–7.

39. Bianchi ML: Osteoporosis in children and adolescents. Bone 2007,
41:486–95.

40. Hypponen E, Laara E, Reunanen A, Jarvelin MR, Virtanen SM: Intake of
vitamin D and risk of type 1 diabetes: a birth-cohort study. Lancet 2001,
358:1500–3.

41. Zipitis CS, Akobeng AK: Vitamin D supplementation in early childhood
and risk of type 1 diabetes: a systematic review and meta-analysis.
Arch Dis Child 2008, 93:512–7.

42. Heikkinen T, Jarvinen A: The common cold. Lancet 2003, 361:51–9.
43. Burt CW, McCaig LF, Rechtsteiner EA: Ambulatory medical care utilization

estimates for. Adv Data 2005, 2007:1–15.
44. Lambert SB, Allen KM, Druce JD, Birch CJ, Mackay IM, Carlin JB, Carapetis JR,

Sloots TP, Nissen MD, Nolan TM: Community epidemiology of human
metapneumovirus, human coronavirus NL63, and other respiratory
viruses in healthy preschool-aged children using parent-collected
specimens. Pediatrics 2007, 120:e929–37.

45. Lambert SB, Allen KM, Carter RC, Nolan TM: The cost of community-
managed viral respiratory illnesses in a cohort of healthy preschool-aged
children. Respir Res 2008, 9:11.

46. Collet JP, Burtin P, Kramer MS, Floret D, Bossard N, Ducruet T: Type of
day-care setting and risk of repeated infections. Pediatrics 1994, 94:997–9.

47. Schwartz B, Giebink GS, Henderson FW, Reichler MR, Jereb J, Collet JP:
Respiratory infections in day care. Pediatrics 1994, 94:1018–20.

48. Benediktsdottir B: Upper airway infections in preschool children-
frequency and risk factors. Scand J Prim Health Care 1993, 11:197–201.

49. Kvaerner KJ, Nafstad P, Jaakkola JJ: Upper respiratory morbidity in
preschool children: a cross-sectional study. Arch Otolaryngol Head Neck
Surg 2000, 126:1201–6.

50. Chonmaitree T, Revai K, Grady JJ, Clos A, Patel JA, Nair S, Fan J, Henrickson
KJ: Viral upper respiratory tract infection and otitis media complication
in young children. Clin Infect Dis 2008, 46:815–23.

51. Carabin H, Gyorkos TW, Soto JC, Penrod J, Joseph L, Collet JP: Estimation of
direct and indirect costs because of common infections in toddlers
attending day care centers. Pediatrics 1999, 103:556–64.

52. Haskins R: Acute illness in day care: how much does it cost? Bull N Y Acad
Med 1989, 65:319–43.

53. Hope-Simpson RE: The Transmission of Epidemic Influenza. New York: Plenum
Press; 1992.

54. Cannell JJ, Vieth R, Umhau JC, Holick MF, Grant WB, Madronich S, Garland
CF, Giovannucci E: Epidemic influenza and vitamin D. Epidemiol Infect
2006, 134:1129–40.

55. Herr C, Shaykhiev R, Bals R: The role of cathelicidin and defensins in
pulmonary inflammatory diseases. Expert Opin Biol Ther 2007, 7:1449–61.

56. Bartley J: Vitamin D, innate immunity and upper respiratory tract
infection. J Laryngol Otol 2010, 124:465–9.

57. Hansdottir S, Monick MM, Hinde SL, Lovan N, Look DC, Hunninghake GW:
Respiratory epithelial cells convert inactive vitamin D to its active form:
potential effects on host defense. J Immunol 2008, 181:7090–9.

58. Diamond G, Legarda D, Ryan LK: The innate immune response of the
respiratory epithelium. Immunol Rev 2000, 173:27–38.

59. Brogden KA: Antimicrobial peptides: pore formers or metabolic inhibitors
in bacteria? Nat Rev Microbiol 2005, 3:238–50.

60. Liu PT, Stenger S, Li H, Wenzel L, Tan BH, Krutzik SR, Ochoa MT, Schauber J,
Wu K, Meinken C, Kamen DL, Wagner M, Bals R, Steinmeyer A, Zügel U,
Gallo RL, Eisenberg D, Hewison M, Hollis BW, Adams JS, Bloom BR, Modlin
RL: Toll-like receptor triggering of a vitamin D-mediated human
antimicrobial response. Science 2006, 311:1770–3.

61. Gombart AF, Borregaard N, Koeffler HP: Human cathelicidin antimicrobial
peptide (CAMP) gene is a direct target of the vitamin D receptor and is
strongly up-regulated in myeloid cells by 1,25-dihydroxyvitamin D3.
FASEB J 2005, 19:1067–77.

62. Aloia JF, Talwar SA, Pollack S, Yeh J: A randomized controlled trial of
vitamin D3 supplementation in African American women. Arch Intern
Med 2005, 165:1618–23.

http://www.hc-sc.gc.ca/fn-an/surveill/nutrition/commun/art-nutr-child-enf-eng.php#a33
http://www.hc-sc.gc.ca/fn-an/surveill/nutrition/commun/art-nutr-child-enf-eng.php#a33


Maguire et al. BMC Pediatrics 2014, 14:37 Page 13 of 14
http://www.biomedcentral.com/1471-2431/14/37
63. Ginde AA, Mansbach JM, Camargo CA Jr: Association between serum
25-hydroxyvitamin D level and upper respiratory tract infection in the
Third National Health and Nutrition Examination Survey. Arch Intern Med
2009, 169:384–90.

64. Laaksi I, Ruohola JP, Tuohimaa P, Auvinen A, Haataja R, Pihlajamaki H,
Ylikomi T: An association of serum vitamin D concentrations < 40 nmol/L
with acute respiratory tract infection in young Finnish men. Am J Clin
Nutr 2007, 86:714–7.

65. Sabetta JR, DePetrillo P, Cipriani RJ, Smardin J, Burns LA, Landry ML: Serum
25-hydroxyvitamin d and the incidence of acute viral respiratory tract
infections in healthy adults. PLoS One 2010, 5:e11088.

66. Camargo CA Jr, Ingham T, Wickens K: Cord blood 25-hydroxyvitamin D
levels and risk of childhood wheeze in New Zealand [abstract]. Am J
Respir Crit Care Med 2008, 177(Suppl):A993.

67. Li-Ng M, Aloia JF, Pollack S, Cunha BA, Mikhail M, Yeh J, Berbari N: A
randomized controlled trial of vitamin D3 supplementation for the
prevention of symptomatic upper respiratory tract infections. Epidemiol
Infect 2009, 137:1396–1404.

68. Laaksi I, Ruohola JP, Mattila V, Auvinen A, Ylikomi T, Pihlajamaki H: Vitamin
D supplementation for the prevention of acute respiratory tract
infection: a randomized, double-blinded trial among young Finnish men.
J Infect Dis 2010, 202:809–14.

69. Urashima M, Segawa T, Okazaki M, Kurihara M, Wada Y, Ida H: Randomized
trial of vitamin D supplementation to prevent seasonal influenza A in
schoolchildren. Am J Clin Nutr 2010, 91:1255–60.

70. HealthCanada. Vitamin D, HealthCanada. Vitamin D: Recommendations and
review status. 2010. http://www.hc-sc.gc.ca/fn-an/nutrition/vitamin/vita-d-
eng.php. Accessed January 5, 2010.

71. To T, Gershon A, Tassoudji M: ICES Investigative Report: The Burden of Asthma
in Ontario. Toronto: Institute for Clinical Evaluative Sciences; 2006.

72. CIHI: Respiratory disease in Canada. Ottawa: Canadian Institute for Health
Information: Canadian Lung Association, Statistics Canada; 2001.

73. ICES: Research Atlas: Inpatient and day surgery use by children in Ontario.
Toronto: Institute for Clinical Evaluative Sciences; 1998.

74. Krahn MD, Berka C, Langlois P, Detsky AS: Direct and indirect costs of
asthma in Canada, 1990. CMAJ 1996, 154:821–31.

75. Litonjua AA, Weiss ST: Is vitamin D deficiency to blame for the asthma
epidemic? J Allergy Clin Immunol 2007, 120:1031–5.

76. Masoli M, Fabian D, Holt S, Beasley R: The global burden of asthma:
executive summary of the GINA Dissemination Committee report. Allergy
2004, 59:469–78.

77. Bosse Y, Maghni K, Hudson TJ: 1alpha,25-dihydroxy-vitamin D3
stimulation of bronchial smooth muscle cells induces autocrine,
contractility, and remodeling processes. Physiol Genomics 2007, 29:161–8.

78. Song Y, Qi H, Wu C: Effect of 1,25-(OH)2D3 (a vitamin D analogue) on
passively sensitized human airway smooth muscle cells. Respirology 2007,
12:486–94.

79. Raby BA, Lazarus R, Silverman EK, Lake S, Lange C, Wjst M, Weiss ST:
Association of vitamin D receptor gene polymorphisms with childhood
and adult asthma. Am J Respir Crit Care Med 2004, 170:1057–65.

80. Saadi A, Gao G, Li H, Wei C, Gong Y, Liu Q: Association study between
vitamin D receptor gene polymorphisms and asthma in the Chinese Han
population: a case–control study. BMC Med Genet 2009, 10:71.

81. Bosse Y, Lemire M, Poon AH, Daley D, He JQ, Sandford A, White JH, James
AL, Musk AW, Palmer LJ, Raby BA, Weiss ST, Kozyrskyj AL, Becker A, Hudson
TJ, Laprise C: Asthma and genes encoding components of the vitamin D
pathway. Respir Res 2009, 10:98.

82. Black PN, Scragg R: Relationship between serum 25-hydroxyvitamin d
and pulmonary function in the third national health and nutrition
examination survey. Chest 2005, 128:3792–8.

83. Brehm JM, Schuemann B, Fuhlbrigge AL, Hollis BW, Strunk RC, Zeiger RS, Weiss ST,
Litonjua AA, Childhood Asthma Management Program Research Group: Serum
vitamin D levels and severe asthma exacerbations in the Childhood Asthma
Management Program study. J Allergy Clin Immunol 2010, 126:52–8 e55.

84. Searing DA, Zhang Y, Murphy JR, Hauk PJ, Goleva E, Leung DY: Decreased
serum vitamin D levels in children with asthma are associated with
increased corticosteroid use. J Allergy Clin Immunol 2010, 125:995–1000.

85. Brehm JM, Celedon JC, Soto-Quiros ME, Avila L, Hunninghake GM, Forno E,
Laskey D, Sylvia JS, Hollis BW, Weiss ST, Litonjua AA: Serum vitamin D levels
and markers of severity of childhood asthma in Costa Rica. Am J Respir
Crit Care Med 2009, 179:765–71.
86. StatsCan: Canadian Community Health Survey. 2010. Available online: http://
www.statcan.gc.ca/concepts/health-sante/content-contenu-eng.htm
Accessed January 5, 2010.

87. Thorpe KE, Zwarenstein M, Oxman AD, Treweek S, Furberg CD, Altman DG,
Tunis S, Bergel E, Harvey I, Magid DJ, Chalkidou K: A pragmatic–explanatory
continuum indicator summary (PRECIS): a tool to help trial designers. CMAJ
2009, 180:E47–E57. This article was published simultaneously in the May 2009
issue of the J Clin Epidemiol www.jclinepi.com.

88. Chan AW, Tetzlaff JM, Gøtzsche PC, Altman DG, Mann H, Berlin JA, Dickersin
K, Hróbjartsson A, Schulz KF, Parulekar WR, Krleža-Jeric K, Laupacis A, Moher
D: SPIRIT 2013 explanation and elaboration: guidance for protocols of
clinical trials. BMJ 2013, 346:e7586.

89. Chan AW, Tetzlaff J, Altman DG, Gøtzsche PC, Horobjartsson A: The Spirit
Initiative: Defining Standard Protocol Items for Randomized Trials. In
Enhancing the Quality and Transparency of Health Research. 2010. http://
www.equator-network.org/resource-centre/library-of-health-research-
reporting/reporting-guidelines-under-development/reporting-guidelines-
under-development/. Accessed September 6, 2010.

90. Schulz KF, Altman DG, Moher D, CONSORT Group: CONSORT 2010
Statement: updated guidelines for reporting parallel group randomised
trials. BMJ 2010, 340:c332.

91. Barger-Lux MJ, Heaney RP, Dowell S, Chen TC, Holick MF: Vitamin D and its
major metabolites: serum levels after graded oral dosing in healthy
men. Osteoporos Int 1998, 8:222–30.

92. Aloia JF, Talwar SA, Pollack S, Feuerman M, Yeh JK: Optimal vitamin D
status and serum parathyroid hormone concentrations in African
American women. Am J Clin Nutr 2006, 84:602–9.

93. PHAC: Respiratory virus surveillance. 2010. http://www.phac-aspc.gc.ca/
publicat/ccdr-rmtc/01vol27/dr2711eb.html. Accessed August 22, 2010.

94. Haynes RB, Dantes R: Patient compliance and the conduct and
interpretation of therapeutic trials. Control Clin Trials 1987, 8:12–9.

95. Call SA, Vollenweider MA, Hornung CA, Simel DL, McKinney WP: Does this
patient have influenza? JAMA 2005, 293:987–97.

96. King JC Jr, Stoddard JJ, Gaglani MJ, Moore KA, Magder L, McClure E, Rubin
JD, Englund JA, Neuzik K: Effectiveness of school-based influenza
vaccination. N Engl J Med 2006, 355:2523–32.

97. Esposito S, Molteni CG, Daleno C, Valzano A, Tagliabue C, Galeone C, Milani
G, Fossali E, Marchisio P, Principi N: Collection by trained pediatricians or
parents of mid-turbinate nasal flocked swabs for the detection of
influenza viruses in childhood. Virol J 2010, 7:85.

98. Lambert SB, Allen KM, Nolan TM: Parent-collected respiratory specimens-a
novel method for respiratory virus and vaccine efficacy research. Vaccine
2008, 26:1826–31.

99. Templeton KE, Scheltinga SA, Beersma MF, Kroes AC, Claas EC: Rapid and
sensitive method using multiplex real-time PCR for diagnosis of infections
by influenza a and influenza B viruses, respiratory syncytial virus, and
parainfluenza viruses 1, 2, 3, and 4. J Clin Microbiol 2004, 42:1564–9.

100. Mahony J, Chong S: Clinical evaluation of a new ID-Tag RVP assay for the
detection of 20 respiratory viruses. Clin Microbiol Infect 2007, 1732:224.

101. Jacobs B, Young NL, Dick PT, Ipp MM, Dutkowski R, Davies HD, Langley JM,
Greenberg S, Stephens D, Wang EE: Canadian Acute Respiratory Illness
and Flu Scale (CARIFS): development of a valid measure for childhood
respiratory infections. J Clin Epidemiol 2000, 53:793–9.

102. Belshe RB, Mendelman PM, Treanor J, King J, Gruber WC, Piedra P, Bernstein
DI, Hayden FG, Kotloff K, Zangwill K, Iacuzio D, Wolff M: The efficacy of live
attenuated, cold-adapted, trivalent, intranasal influenzavirus vaccine in
children. N Engl J Med 1998, 338:1405–12.

103. Asher MI, Keil U, Anderson HR, Beasley R, Crane J, Martinez F, Mitchell EA, Pearce
N, Sibbald B, Stewart AW: International Study of Asthma and Allergies in
Childhood (ISAAC): rationale and methods. Eur Respir J Mar 1995, 8:483–91.

104. Singh RJ, Taylor RL, Reddy GS, Grebe SK: C-3 epimers can account for a
significant proportion of total circulating 25-hydroxyvitamin D in infants,
complicating accurate measurement and interpretation of vitamin D
status. J Clin Endocrinol Metab 2006, 91:3055–61.

105. DiaSorin: The Diagnostic Specialist. 2010. http://www.diasorin.com/en/
productsandsystems/view/20 Accessed September 6, 2010.

106. Carter GD, Carter R, Jones J, Berry J: How accurate are assays for
25-hydroxyvitamin D? Data from the international vitamin D external
quality assessment scheme. Clin Chem 2004, 50:2195–7.

107. Morinis J, Maguire J, Khovratovich M, McCrindle BW, Parkin PC, Birken CS:
Paediatric obesity research in early childhood and the primary care

http://www.hc-sc.gc.ca/fn-an/nutrition/vitamin/vita-d-eng.php
http://www.hc-sc.gc.ca/fn-an/nutrition/vitamin/vita-d-eng.php
http://www.statcan.gc.ca/concepts/health-sante/content-contenu-eng.htm
http://www.statcan.gc.ca/concepts/health-sante/content-contenu-eng.htm
http://www.jclinepi.com
http://www.equator-network.org/resource-centre/library-of-health-research-reporting/reporting-guidelines-under-development/reporting-guidelines-under-development/
http://www.equator-network.org/resource-centre/library-of-health-research-reporting/reporting-guidelines-under-development/reporting-guidelines-under-development/
http://www.equator-network.org/resource-centre/library-of-health-research-reporting/reporting-guidelines-under-development/reporting-guidelines-under-development/
http://www.equator-network.org/resource-centre/library-of-health-research-reporting/reporting-guidelines-under-development/reporting-guidelines-under-development/
http://www.phac-aspc.gc.ca/publicat/ccdr-rmtc/01vol27/dr2711eb.html
http://www.phac-aspc.gc.ca/publicat/ccdr-rmtc/01vol27/dr2711eb.html
http://www.diasorin.com/en/productsandsystems/view/20
http://www.diasorin.com/en/productsandsystems/view/20


Maguire et al. BMC Pediatrics 2014, 14:37 Page 14 of 14
http://www.biomedcentral.com/1471-2431/14/37
setting: The TARGet Kids! research network. Int J Environ Res Public Health
2012, 9:1343–54.

108. Gozdzik A, Barta JL, Weir A, Cole DE, Vieth R, Whiting SJ, Parra EJ: Serum
25-hydroxyvitamin D concentrations fluctuate seasonally in young adults
of diverse ancestry living in Toronto. J Nutr 2010, 140:2213–20.

109. Shriver MD, Parra EJ: Comparison of narrow-band reflectance
spectroscopy and tristimulus colorimetry for measurements of skin and
hair color in persons of different biological ancestry. Am J Phys Anthropol
2000, 112:17–27.

110. Clarys P, Alewaeters K, Lambrecht R, Barel AO: Skin color measurements:
comparison between three instruments: the Chromameter(R), the
DermaSpectrometer(R) and the Mexameter(R). Skin Res Technol 2000,
6:230–8.

111. Hunter S, Wells KJ, Jacobsen PB: Assessment of elementary school
students’ sun protection behaviors. Pediatr Dermatol 2010, 27:182–8.

112. Maguire JL, Birken CS, Jacobson S, Peer M, Taylor C, Kambalia A, Mekky M,
Thorpe K, Parkin PC: Office-based intervention to reduce bottle use
among toddlers: TARGet Kids! pragmatic, randomized trial. Pediatrics
2010, 126:e343–50.

113. Fisher LD, Dixon DO, Herson J, Frankowski RK, Hearron MS, Peace KE:
Intention to treat in clinical trials. In Statistical issues in drug research and
development. New York: Marcel Dekker; 1990.

114. Andersen PK, Gill RD: Cox’s regression model for counting processes:
A large sample study. Ann Statist 1982, 10:1100–20.

115. Fendrick AM, Monto AS, Nightengale B, Sarnes M: The economic burden
of non-influenza-related viral respiratory tract infection in the United
States. Arch Intern Med 2003, 163:487–94.

116. Hoch JS: Improving efficiency and value in palliative care with net
benefit regression: an introduction to a simple method for
cost-effectiveness analysis with person-level data. J Pain Symptom
Manage 2009, 38:54–61.

117. Hoch JS, Briggs AH, Willan AR: Something old, something new, something
borrowed, something blue: a framework for the marriage of health
econometrics and cost-effectiveness analysis. Health Econ 2002,
11:415–30.

118. Gordon CM, Williams AL, Feldman HA, May J, Sinclair L, Vasquez A, Cox JE:
Treatment of hypovitaminosis D in infants and toddlers. J Clin Endocrinol
Metab 2008, 93:2716–21.

119. Tau C, Ciriani V, Scaiola E, Acuna M: Twice single doses of 100,000 IU of
vitamin D in winter is adequate and safe for prevention of vitamin D
deficiency in healthy children from Ushuaia, Tierra Del Fuego, Argentina.
J Steroid Biochem Mol Biol 2007, 103:651–4.

120. Vieth R: Vitamin D toxicity, policy, and science. J Bone Miner Res 2007,
22(Suppl 2):V64–8.

121. Vieth R: Vitamin D supplementation, 25-hydroxyvitamin D concentrations,
and safety. Am J Clin Nutr 1999, 69:842–56.

doi:10.1186/1471-2431-14-37
Cite this article as: Maguire et al.: DO IT Trial: vitamin D Outcomes and
Interventions in Toddlers – a TARGet Kids! randomized controlled trial.
BMC Pediatrics 2014 14:37.
Submit your next manuscript to BioMed Central
and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit


	Abstract
	Background
	Methods/Design
	Discussion

	Background
	Biochemistry and sources of vitamin D
	Recommended vitamin D serum levels and supplementation for preschoolers
	Low vitamin D levels in North American children
	Potential child health consequences of low vitamin D levels
	Viral upper respiratory tract infection
	Temporality
	Biological plausibility
	Epidemiologic association
	Randomized controlled trial (RCT) evidence

	Asthma
	Biological plausibility
	Epidemiologic association
	Randomized controlled trial (RCT) evidence

	Study objectives and hypotheses

	Methods/design
	Participants
	Study design
	Intervention
	Outcomes and measures
	Recruitment and retention
	Follow-up data collection and data management
	Sample size
	Statistical analysis
	Economic analysis
	Ethical considerations
	Knowledge translation

	Discussion
	Additional files
	Competing interests
	Authors’ contributions
	TARGet Kids! Collaboration
	Author details
	References

