

OUTLINE OF THE DEVELOPMENT OF THE I4C NEW COHORT PROTOCOL SUPPORT  PACKAGE (NCPS)
The development of the I4C New Cohort Protocol Support package (NCPS) has come about from work conducted as part of the first pooling project of the I4C.  The objective of the NCPS is to provide some harmonization in the collation of data from questionnaires used in the six I4C Foundation cohorts (TIHS, ALSPAC, DNBC, MoBa, BDSS-China, NCS) that are involved in examining the first I4C hypothesis, namely that maternal prenatal folic acid supplementation intake is associated with a reduced risk of childhood leukemia. The NCPS also incorporates collaborative work carried out more recently in the Barwon Infant Health Study in Australia. 

The purpose of this package is to provide researchers with a standardized format for the collection of environmental exposure data that are important for examining the etiology of childhood cancer. This package would be a useful tool for new birth cohorts currently being planned or existing cohorts that may wish to join the pooling efforts of the I4C to examine important environmental risk factors associated with childhood cancers.

What does the I4C New Cohort Protocol Support Package consist of?
The NCPS package comprises of 2 main parts: 1) An Excel Workbook and 2) A Word document.

Excel WORKbook         

The Excel Workbook consists of five spreadsheets, one for each time period of data collection, (Prenatal, Birth, Postnatal); the fourth spread sheet containing ‘Extra domains’ not examined extensively in the Foundation cohorts but their relevance has become income increasingly important over time whilst the fifth spreadsheet provides a list of suggested Biospecimens that could be collected to substantiate or validate some of the exposure data collected via questionnaires. Collectively, the Workbook provides the content information for the 37 domains that have been the focus of the I4C to date.  (See Appendix A on page 7) 
Each spreadsheet includes information on the key domains and is categorized according to:

· Core items from the Foundation cohorts
· Additional complementary data

· Links to validation documents related to the specific domain
The Prenatal section contains content information for: 

· Maternal vitamin supplement intake (with a focus on folic acid)

· Maternal alcohol intake

· Maternal smoking

· Maternal passive smoking

· Parental SES (education level, employment status, job classification/title, annual household income and marital status)

· Maternal weight and height at time of pregnancy

· Previous pregnancies

· Maternal infections during pregnancy

· Maternal prenatal exposures (cleaning products, chemicals, radiation and animals/pets)

The   Birth section contains content information for: 

· Child’s date of birth

· Gestation age (weeks)
· Gender

· Plurality (twins, triplets etc)

· Birth outcome (live born, stillborn prior to labor, stillborn during labor, neonatal death)
· Congenital abnormalities at birth
· Birth anthropometrics ( birth weight, length and head circumference)
The Postnatal section contains content information for: 

· Maternal alcohol intake

· Maternal smoking

· Passive smoking (for child)

· Breastfeeding

· Early childhood exposures (infections, medications, childcare, products used in home)

The   Extra section contains content information for: 

· Caffeinated beverages

· Food frequency questionnaires

· Maternal prenatal medication use

· Maternal reproductive history

· Housing characteristics

· Physical activity during pregnancy

 Word document   
The Word document takes each domain covered in the Excel Workbook and provides the suggested wording for each question as well as provides recommended response formats that would make the possibility of pooling data more probable and feasible. 

How to use the I4C New Cohort Protocol Support Package
The NCPS package is designed to enable researchers to search for information on the core I4C domains that they may wish to incorporate into their own research. The Excel Workbook provides a list of the variables covered by the domains, whilst the Word document provides the wording and response format for each of the variable.

1) THE EXCEL WORKBOOK
As indicated above, the spreadsheet is divided into Prenatal, Birth, Postnatal, Extra and Biospecimens sections and each section is categorized according to:

· Core items from the Foundation cohorts

· Additional complementary data
· Question label in Word document
· Validation

The Core Items from the Foundation cohorts represents the aspects of the specific domain that are common to at least five of the six Foundation cohorts.  That is, if one was to pool data across the six cohorts, what questions can be answered from the pooled analysis. This constitutes the minimum data that any new cohort would be required to collect to be able to pool data with I4C projects.

Example: Folic acid supplementation during pregnancy

In the ‘Core items’ column, we see that we can pool data on:

· Whether folic acid supplementation was used during each of the three trimesters of pregnancy.
· Source of folic acid supplementation: on its own, in combination with iron

· The intake of other vitamin supplements such as calcium, iron, zinc and multivitamins

The Additional complementary data column describes additional information that would complement the ‘core’ data collected. The combined ‘core’ and ‘additional complementary data’ would provide an ideal collation of the common elements collected amongst the I4C Foundation cohorts.  It is envisaged that new cohorts would utilize the combination of both when developing their protocols.
Example: Folic acid supplementation during pregnancy

· The practice of collecting information from bottles/packages on vitamin supplements and medications provides the most accurate means of collecting information on supplement type and dosage and helps in calculating the actual amount of folic acid taken.

· Several cohorts have collected information in the months before pregnancy and this is an important piece of information to collect.

· Folate sources from diet has been calculated from only a few cohorts to date, but with most cohorts administering some type of food frequency questionnaire, dietary intake would be important.
Each variable in the Excel spreadsheet is linked to the Word document through the ‘Question Label in Word document’ found in the last column of the spread sheet. The Question Label in Word Document column facilitates the finding of the wording for each question in the Word document by providing the first part of the variable label as it appears in the Word document.
Example: FA is the label for folic acid 

2) THE WORD DOCUMENT

This Word document essentially takes each of the domains and formats them into questions that can be utilized in a study setting.  The wording reflects the type of information that should be collected, whilst the responses are based on common formats and categories generated from the I4C Foundation cohorts.

BLACK font indicates the ‘Core from Foundation cohorts’ questions


Example: What is the highest level of education you have completed?
BLUE font indicates the ‘Additional complementary data’
· Some ‘Additional complementary data ‘ has been added to the ‘Core ‘ part of the question 
Example: Have you taken any vitamin supplements in the 3 months prior to finding out you were pregnant   or during your pregnancy
· Lengthier ‘Additional Complementary Data’ is contained in the blue shaded boxes.
Example:
	Third trimester (27+ weeks gestation)

	Supplement
	Brand Name
	Unit type
	Amount per unit (ug or mg) 
	Start date
	Stop   date

	
	
	
	
	
	

	
	
	
	
	
	



RED font indicates recommendations on how data should be collected or how ‘units’ should be defined.

Example: Defining one unit of alcohol

Need to define ‘one unit of alcohol’ based on alcohol content which may be different across countries.
37  Domains Associated with International Question Set for Aetiology of Childhood Cancer

	L1- Mothers antenatal occupation

	L20- Baby mixing with other people, siblings/day-care

	L2- Mothers antenatal type of work
	L21- Baby sun exposure

	L3- Fathers antenatal occupation
	L22- Baby fish and diet intake

	L4- Fathers antenatal type of work
	L23- Baby yoghurt intake

	L5- Maternal antenatal smoking/drug use-includes alcohol intake
	L24- Mothers postnatal occupation

	L6- Paternal antenatal smoking/drug use- includes alcohol intake
	L25- Mothers type of work

	L7- Passive antenatal smoking
	L26- Fathers postnatal occupation

	L8- Mothers antenatal fish intake
	L27- Fathers type of work

	L9- Mothers antenatal yoghurt intake
	L28- Postnatal maternal smoking

	L10- Supplements during pregnancy- includes folic acid 
	L29- Postnatal paternal smoking

	L11- Maternal infections during pregnancy
	L30- Baby passive smoking

	L12- Sun exposure/ Vitamin D during pregnancy
	L31- Biological specimens from parents

	L13- Radiation exposure during pregnancy
	L32- Biological specimens from baby

	L14- Pesticide/ Chemical exposure during pregnancy
	L33 – Atopy/asthma in offspring

	L15- Childs anthropometry- includes gestation age, length, weight and other measures
	L34- Atopy/asthma in mother

	L16- Baby infections up to 1 year
	L35- Atopy/asthma in father

	L17- Baby radiation exposure up to 1 year
	L36 – Maternal demographics- includes age at time of child’s birth, education, marital status, income and parity

	L18- Baby pesticide/ chemical exposure up to 1 year
	L37 – Paternal demographics- includes age at time of child’s birth, education, marital status, income and parity

	L19- Baby feeding habits
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