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WHY ARE WE DOING THIS RESEARCH? 
 

Particularly during winter, many preschool-aged children have asthma flare-ups triggered by colds, which 

result in several sick days for children and workdays lost for parents, requiring an increased use of 

medications such as the blue inhaler (salbutamol or Ventolin®) and may lead to an emergency room visit 

or even a hospital admission. There is currently no way to prevent colds in children, except for reducing 

contacts with other infected people. 
 

Vitamin D may have a protective role in childhood asthma, by reducing the number of asthma flare-ups during 

winter. Vitamin D is produced in our body when exposed to the sun and can be obtained from supplements 

and certain foods. However, many children do not have an adequate intake of vitamin D throughout the year, 

and during winter it is not possible for our body to produce enough vitamin D. Therefore, children in Canada 

are at risk of having low vitamin D levels particularly in the fall and winter. This study will investigate whether 

vitamin D supplements could reduce the frequency and severity of asthma flare-ups triggered by colds in 

preschool-aged children. 

 

WHO CAN PARTICIPATE IN THE RESEARCH? 
 

We are seeking otherwise healthy young children aged between 1 to less than 6 years, with doctor- 

diagnosed asthma, whose asthma flare-ups are caused mainly by colds, with at least one flare-up treated 

with corticosteroids taken by mouth in the past 6 months (or two in the past year). 

 

WHAT DOES THE STUDY INVOLVE? 
 

If you agree to participate in the study, your child will be assigned by chance to one of two groups. One 

group will receive the vitamin D supplement (100,000 IU) in the clinic on 2 occasions (once at the start of 

the study and once about 3 ½ months later) and will take at home every day a supplement of 400 IU vitamin 

D. The other group will receive a placebo dose on 2 occasions in the clinic and take a placebo supplement 

every day at home. The vitamin D supplement is the active substance, meaning it could have an effect in the 

body. A placebo is an inactive substance, meaning there is no effect in the body. A placebo is used in clinical 

studies, such as this one, to ensure that observed changes are due to the active treatment and not to chance. 

Your child will have an equal chance of being assigned to each group. The placebo and the vitamin D 

supplement will look and taste exactly the same, so no one will know which treatment your child is given, 

including the people involved in the study, your doctor and the nurse. We ask that your child does not 

change his/her usual diet or, his/her intake of vitamin supplements (if any) during the study. 

 

This study will last about 7 months and involves 3 medical visits (every 3 ½ months) to your hospital clinic, 

as per usual practice for children with recurrent asthma flare-ups. Ten (10) days after the first clinic visit, 

one visit at home will be needed. A visit at home 10 days after the second clinic visit may be needed but only 

if the result of urine test is abnormal (i.e., showing a high calcium content). If so, the urine test may be 

repeated. Since a high calcium content in the urine is often simply due to a recent milk intake, a blood test 

would then be done to confirm that the calcium values (and other markers) in the blood are normal. In very 

rare cases where these markers would be abnormal, a specialist would verify the causes. The study is described 

in more detail below: 

 

First and second clinic visit - Week 0 & 3 ½ months 

 

We will meet you when you will come to the clinic for the medical visit on the first day of the study and 

approximately 3 ½ months later. Each research visit will last approximately 90-150 minutes and take place 

immediately before or after the visit with the doctor. The visit will involve the following: 
 

v A urine sample will be collected, using a sterile plastic container. Preferably, the child should not 
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have drunk milk 4 to 6 hours before the urine collection. If your child is not toilet-trained, we will 

place a cotton liner with a few cotton balls in his/her diaper at the beginning of the visit, which 

will soak up any urine and will be removed at the end of the visit. However, to avoid undue waiting, 

it is preferable that you bring either the first urine of the morning or that the evening before the 

visit, you put in the diaper a few cotton balls that you will bring in a small container or sealed plastic 

bag. 

v A blood sample will be collected, about 10 mL (2 teaspoons) during the first and second visit 

from a vein in your child’s forearm. Before the blood test, we can put a numbing gel or patch 

on your child’s forearm to minimize discomfort during the blood test. You can choose whether or 

not to use this numbing gel. Using this sample, we will measure the level of vitamin D, markers 

of bone strength (calcium, phosphorus, alkaline phosphatase and parathyroid hormone) and 

markers related to other effects of vitamin D, as well as allergy, infection or inflammation markers. 

The blood contains a sample of your child’s genetic material (DNA) that we would like to analyse to 

identify genes that may influence the development of asthma and the response to medications 

including vitamin D: the analysis of DNA is optional. If it is difficult to get blood from a vein, we will 

do a small sting on your child's fingertip, in this case about 1 to 2 mL (1/5 to 1/2 teaspoon) blood 

will be taken. 

v Your child will be given a liquid dose of 2 ml, less than ½ teaspoon, to take by mouth: this could be 

the vitamin D or the placebo. We will ask you and your child to wait in clinic for approximately 30 

minutes after taking the liquid dose so we can monitor how your child feels after taking it. You 

will also be given several bottles that could contain either the vitamin D or the placebo to take 

home.  You will be asked to give 1 mL (1 full dropper) every day from the second day until the last 

day of the study. Whether empty or not, please BRING THEM ALL BACK AT EACH HOSPITAL VISIT. 

v You will be asked to complete three questionnaires (a ‘Food Frequency Questionnaire’ and ‘Sun 

Exposure Questionnaire’ and ‘Activities and Costs Questionnaire’) about your child’s diet, the time 

spent in the sun, and workday loss and the pocket money spent during your child’s exacerbations. 

We will also ask about your child’s asthma and any current or past medical complaints and 

medications your child has taken. These questionnaires should take about 30 minutes to complete. 

v You will be asked to sign a form allowing us to access the list of medications served to your child 

by your pharmacy(ies) during the 12 months prior and the 8 months following your child’s entry in 

this study. Another form will allow us to obtain details about future emergency visits for asthma 

made at another hospital or clinic in the 8 months following your child’s entry in this study. 

v If the oscillometry test (with the TremoFlo Pro device) is available at your hospital and your child is 

3 years old and over, we will measure your child’s lung function at each hospital visit in order to 

assess the potential impact of vitamin D on lung growth. These tests could guide the choice of 

treatment of your child but the results will not necessary be reported to you. For this test, your child 

will be asked to breathe quietly for about 30 seconds by putting his/her lips around a small cylinder 

(disposable mouthpiece) connected to the device. Three to 5 trials will be carried out, each of about 

30 seconds each. The total time to perform these tests done will be about 5 à 15 minutes. 

v A nasal swab will be taken by briefly inserting a tiny cotton swab into your child’s nostril. Before 

leaving the clinic, you will also be given nasal swabs to take home with you. When your child will 

have the symptoms of a cold or an asthma flare-up for at least 24-48 hours, you will use this little 

swab to take a sample of secretions from your child’s nostril. It is easy to do and should not cause 

discomfort to your child. You will be shown how to do it when we do it at the first and second visit. 

You will also be given an information package with instructions on how and when to use the brush-

like swab. The swab should be kept in the freezer and brought back to the hospital at the next 
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scheduled visit. Alternatively, it could be send back to us using a courier service, prepaid by us. 

v You will be asked to complete three questionnaires (‘Cold and Asthma Flare-up Diary for Young 

Children’, ‘Effects of a Young Child’s Cold or Asthma Flare-up on Parents’ and the ‘Summary of Cold 

or Asthma Flare-up’ questionnaire) only when your child has the symptoms of a cold or an asthma 

flare-up. We will provide you with a binder containing these questionnaires to take home with you 

and BRING BACK AT EACH VISIT to the hospital. Alternatively, you can also choose to fill them 

online. Your doctor and the research team will need them to monitor your child’s progress. Please 

refer to the section below on ‘What to do if your child has a cold or an asthma flare-up’. 

v In response to parents’ suggestions, we will send you periodical reminders, by SMS to see i f 

your child had a cold or a flare-up with follow-up emails to take the nasal swab and 

complete these questionnaires when the child has a cold or a flare-up. 

 

Third (FINAL) clinic visit – 7 months 

 

We will ask you and your child to come into the clinic 7 month after your first visit for the final study visit. 

This research visit will take approximately 90 minutes and take place immediately before or after your visit 

with your doctor. This final visit will involve the following: 

 
v You will return the three questionnaires filled for each cold or asthma flare-up. 

v Your child will have a blood (up to 10 mL – 2 teaspoons) and urine sample collected as described 

in the previous visits. If it is difficult to get blood from a vein, we will do a small sting on your child's 

fingertip, in this case about 1 to 2 mL (1/5 to 1/2 teaspoon) blood will be taken.  

v You will be asked to complete three questionnaires as in the previous visits on your child’s diet, 

time spent in the sun and work loss and expenses related to your child’s exacerbations (20 to 30 

minutes). 

v Your child’s lung function will be measured by oscillometry test as described in the previous visits. 

v Please note that your child will NOT be given any liquid dose of supplement or placebo at this last 

visit. 
 

BETWEEN clinic visits 

EVERY DAY, administer 1 mL (1 full dropper) of Vitamin D or Placebo. 

 

TEN (10) days after the First and Second clinic visit. 

 

v Urine sample: Collect urine sample in a sterile plastic container that we will have provided you. Preferably, 

the child should not have drunk milk 4 to 6 hours before the urine collection. It is thus preferable 

that you collect the first urine of the morning or, if your child is not toilet trained, that the evening 

before, you put in the diaper a few cotton balls that you will then transfer in the small container or 

sealed plastic bag. Please inform us that a sample is ready and a delivery person will pick it up. The sample 

should be kept in the refrigerator in the meantime. Of note, we might ask you to repeat this urine collection 

if needed. 

v Home visits:  

• After the first clinic visit: A nurse or a laboratory technologist will visit you at your home. This 

visit will be to collect the urine sample (from the morning or from the cotton balls put in the 

diaper the night before) and a blood sample in a vein in your child’s forearm (about 10 mL - 

2 teaspoons) to monitor the safety of the Vitamin D administration. If it is difficult to obtain 

blood from the vein, we will do a small prick on your child’s finger, in which case about 1 to 2 

mL (1/5 à 1/2 teaspoon) would be collected. This visit is usually scheduled in the morning. You 
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will need to make sure your child is awake and has had something to eat and drink before this 

visit. If you prefer, you can opt to attend the clinic for the blood draw. 

• After the second clinic visit: A nurse or a laboratory technologist will visit you at your home to 

collect a blood sample of approximately 5 mL (1 teaspoon) as described above, only if the 

urine test that you have collected 10 days after the second clinic visit is abnormal. 

 

During each cold or an asthma flare-up 

As part of the study, we ask that you collect and complete the following (please read the information pack 

provided at your clinic visit for further instructions): 
 

1) Nasal swab: If your child has symptoms of a cold or an asthma flare-up for 24 or 48 hours, collect a sample 

o f  secretions (mucus) from one of your child’s nostrils by inserting the cotton swab into his/her nostril 

as far as possible without causing discomfort (around 3cm) and gently rotating the swab for about 10-

15 seconds. The swab should be kept in the freezer and brought back to the hospital at the next scheduled 

visit. Please take only one swab per cold or asthma flare-up and write the date you took it on the tube. 

At the end of the study, we will send those nasal swabs for testing to confirm whether your child’s 

cold or asthma symptoms had been caused by a respiratory germ and how the child's cells reacted to 

defend themselves. 

2) ‘Cold or Asthma Flare-up Diary for Young Children’: Please start to fill in this one-page diary every evening 

as soon as your child has symptoms of a cold or an asthma flare-up. Continue to fill in this diary daily 

until 48 hours after your child no longer has any asthma symptoms (no more cough, wheezing or 

difficulty breathing) and has no need for the blue inhaler (complete as long as one of the 2 conditions 

is still present). The diary must be completed once daily for each cold or asthma flare-up. If your child 

did not have any asthma symptoms and did not receive a dose of the blue inhaler within 48 hours of 

the beginning of a cold (averted flare-up), stop completing the diary and complete the next two 

questionnaires. 

3)  ‘Effects of a Young Child’s Cold or Asthma Flare-up on the Parents’ questionnaire: Please complete this 

one-page questionnaire only once at the END of each of your child’s cold or asthma flare-up. This 

questionnaire should be completed for each cold or asthma flare-up. 

4) ‘Summary of Cold or Asthma Flare-up Questionnaire’: Please complete this questionnaire only once at 

the END of each of your child’s cold or asthma flare-ups. The questionnaire must be completed for each 

cold or asthma flare-up. At the monthly phone call, we will ask you the same questions as asked in this 

short questionnaire, so completing it will be very useful to answer the phone call. 

5) BRING THE BINDER CONTAINING THESE QUESTIONNAIRES at each hospital visit; there are of great 

importance for your doctor and the research team to better monitor your child’s health. We will take 

the completed questionnaires and replace them with new ones. If you have submitted them all online, 

please bring the confirmation of submission. 

 

Contact in between visits 

v Phone calls: We will call you in between the scheduled visits to check on how your child is going and 

ask if he/she has had any cold or asthma flare-ups. We will remind you to complete the three 

questionnaires and to collect a nasal swab each time your child has symptoms of a cold or asthma 

flare-up. This will also be an opportunity for you to ask any questions about the study. 

 

Collecting medical information in the medical chart 

During the study, relevant data will be collected from your child's medical file and with your approval 

only, the Québec Health Record (QHR) could also be consulted if necessary.  
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WHAT TO DO IF YOUR CHILD HAS COLD OR AN ASTHMA FLARE-UP? 

If your child shows symptoms of cold or an asthma flare-up, please follow the action plan given to you by 

your doctor. 

 

WHAT ARE THE BENEFITS AND RISKS OF THE STUDY? 
 

Benefits 

Your child may not benefit directly from the study intervention. Participation will help advance our 

knowledge to improve the management of preschoolers with repeat asthma attacks that are usually triggered 

by colds. 
 

Risks 

• Related to study medication: 
 

The vitamin D dose used in this study has been shown to be safe in infants as young as 2 weeks old, but is not 

commonly used in Canada. However, this dose is approved by Health Canada for the purpose of this study. It 

is unlikely that your child will have any side effects because the amount of vitamin D used in this study, 

including two doses at the clinic plus every day at home, is below the maximum amount allowed each day. If 

your child is in the intervention group, he/she will receive the equivalent of 1350 IU per day for the duration 

of the 7-month study. This amount is well below the recommended daily upper limit of 2500 IU for children 

aged 1-3 years and 3000 IU for 4-8 years.  
 

However, we will ask you to notify us immediately if your child has any of the following, as they could be signs 

of an excess intake of vitamin D: weakness, sleepiness, headache, loss of appetite, dry mouth, nausea, 

vomiting, increased urination, or being off balance. There is an extremely rare risk of seizures in children who 

have extremely low vitamin D levels (for example, if the child has rickets) and inadequate calcium intake. 

However, to further reduce this rare occurrence, we are only accepting into this study child who have no risk 

factors for these conditions. Also, it’s possible that other currently unknown risks are associated with Vitamin 

D intake. 
 

Moreover, we will ask about your child’s usual food intake and recommend dietary changes or calcium 

supplements if he is not receiving enough calcium in the diet. In addition, we will collect a blood sample at the 

first visit; if this test unexpectedly shows a low level of calcium, we will call you to ensure your child starts 

the recommended calcium supplementation and would refer your child to a pediatric endocrinologist to make 

a diagnosis and to recommend vitamin D and calcium to treat his/her condition. 
 

The reason we collect a blood sample in your child is to monitor the impact of the vitamin D on the blood 

level over time, and whether the vitamin D blood level is linked to the number and severity of colds and 

asthma flare-ups. Although unlikely, if we do suspect your child has a vitamin D excess, we will also use this 

blood sample to check any safety issues.  

 

• Related to study procedures: 
 

The side effects of having blood collected can include bleeding, bruising, discomfort and pain at the sample 

site. The numbing gel placed on the arm prior to blood collection to minimize pain and discomfort, will 

cause decreased sensation at the site of injection, which can last up to one hour following application. 

The gel may cause redness, itchiness or swelling at the site.  
 

The nasal swab may cause slight discomfort (a ‘tickle’) during collection. 

 

HOW IS PRIVACY ENSURED? 

All information obtained during the study will be kept confidential as required or permitted by law.  Your 

identity will be protected by replacing your child’s name with a research number.  Only the research team at 
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your own hospital will have access to the code linking your name to this number. 
 

In order to ensure your protection and quality control of the research project, the following organizations 

could consult your research and medical records: 

• The sponsor of this project (Canadian Institutes of Health Research); 

• Government regulatory bodies such as Health Canada; 

• The research ethics committees of the Quebec hospitals where the research is happening or a person 

mandated by one of them;  

• The drug company that makes vitamin D for this project (Europharm).  

 

These organizations all adhere to a confidentiality policy. 

  

If information from this study is published or presented at scientific meetings, your child’s name and other 

personal information will not be used. The principal investigator at your hospital will be responsible for 

securely storing all the research data for 25 years. Only coded data will be sent and stored by study 

coordinating center at CHU Sainte-Justine. 

 

For reasons of medical safety, a copy of the consent form will be included in your child’s medical record. 

Research information such as the name of the study medication, will be written permanently in your child’s 

medical chart. 

 

BIOBANK 

The data from this study, blood and urine samples, nasal swabs, and samples for genetic analyses (optional 

part), will be stored in a biobank at CHU Sainte-Justine for use in this study and other studies on asthma, which 

can include further genetic analyses. The data and samples will be coded and preserved for as long as Dr. 

Francine M. Ducharme can ensure adequate management and safeguards. These samples will be kept under 

lock and key and recorded in a database with a restricted access to authorised personnel working on the 

project in Dr. Ducharme’s laboratory at CHU Sainte-Justine. Access to the data and samples will only be 

allowed for projects approved by a qualified Ethics Board. 

 

WHAT ARE THE COSTS OF TAKING PART IN THIS STUDY? 

The Vitamin D supplements received at the clinic and daily vitamin D supplements, as well as placebos will 

be provided free of charge by the manufacturer, Europharm. The 100,000 IU vitamin D formulation 

administered at the clinic is not available on the market, and is unlikely to be marketed until the end of the 

study. 

 

In case of side effects resulting from the study medication or from procedures required for this research 

project, you will receive all necessary medical care covered by the Quebec’s provincial health insurance plan 

(RAMQ) or by your private drug insurance plan.  You will be responsible for paying the portion of any costs 

not covered. 

 

ARE THERE OTHER FINANCIAL ASPECTS? 

For each of the three clinic visits involved in this study, you will receive a parking voucher (or equivalent in 

cash) for your time.  

 

IS YOUR PARTICIPATION VOLUNTARY? 

Yes. Taking part in this study is voluntary.  You may choose not to be in this study. You can decide to stop 

being in the study at any time. If you decide not to be in this study, or to stop participating in the study later 

on, this will not affect the quality of care you receive from your doctor.  
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If you decide to stop participating, or you wish to withdraw your consent, all already collected data and 

samples of your child will be kept. No new information, except your prescription(s) taken at your 

pharmacy(ies) up to 8 months after enrollment, will be collected.   

 

We will tell you about any new information that may affect your child’s health, well-being, or your willingness 

to stay in this study.  

 

After the end of the study, it is possible that we contact you to offer you to participate in a follow-up study 

to determine the long-term impact of the intervention. You will again be free to participate or not to this new 

study. 

 

WHO DO I CALL IF I HAVE ANY QUESTIONS OR PROBLEMS? 

If you have any questions about the study, your child’s results or treatment, you can contact the following 

persons: 
 

At CHU Sainte-Justine:  

Dr. Sze Man Tse (site investigator) Business hours (514) 345-4931 ext. 5409 

 

At Montreal Children’s Hospital: 

Dr. Reza Alizadehfar (site investigator) Business hours (514) 934-1934 ext. 22369 

 

At CHU de Québec – Université Laval: 

Dr Patrick Daigneault (site investigator) Business hours (418) 654-2282 

  

At l’Hôpital Fleurimont - CHU de Sherbrooke : 

Dr Chantal Lemire (site investigator) Business hours (819) 821-8000 ext. 74851 

 

At Maisonneuve-Rosemont Hospital: 

Dr Marc-Andre Turcot (site investigator) Business hours (514) 374-7940 ext. 5 

 
In case of emergency, please go directly to the closest emergency room.   
 

For further information regarding your rights as a parent of a patient, you may contact at: 

• CHU Sainte-Justine: local Service Quality and Complaints Commissioner at (514) 345-4749 

• Montreal Children’s Hospital: local Service Quality and Complaints Commissioner at (514) 934-1934, 

ext. 22223 

• CHU de Sherbrooke: local Service Quality and Complaints Commissioner at (866) 917-7903 

• CHU de Québec −Université Laval : local Service Quality and Complaints Commissioner at (418) 654-

2211 

• Maisonneuve-Rosemont Hospital: local Service Quality and Complaints Commissioner at (514) 252-

3510  

 

LIABILITY 

This research is not funded by a private industry. In the event of an undesirable reaction resulting from any 

treatment or procedure required by the study, your child shall receive all necessary medical care covered 

by Quebec’s Medicare System (Régie de l'assurance maladie du Québec) or by your family’s health 

insurance plan. You will be responsible for paying the portion of any costs not covered. However, by signing 

this consent form, you do not waive any of your, nor your child’s legal rights. Furthermore, you do not 
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I have explained to parent/legal guardian all the relevant aspects of this study. I answered any questions 

they asked. I explained that participation in a research project is free and voluntary and that they are free 

to stop participating at any time they choose. 

 

 

 
 

Name of Person obtaining consent  Signature Date and time 

(please print) 
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