12 month working plan for I4C Working Groups (November 2011 to November 2012)
Dear I4C Working Group Leaders, the I4C Steering Committee is requesting each working group to complete a 12 month working plan that will focus on the implementation of the scientific proposals that have been approved by the Steering Committee to date, or your plans for what you aim to achieve in the next 12 months.  To assist you with documenting these plans, we have prepared a template for you to complete so that it can be reviewed and approved by the Steering Committee.
The plan will need to be submitted by WEDNESDAY 30th NOVEMBER to Gabriella Tikellis (gabriella.tikellis@mcri.edu.au) so they can be distributed to the Steering Committee members in time for December I4C Steering Committee call scheduled for early December (date and time to be confirmed) when the plans will be reviewed.

Current progress
1. Genetic/Epigenetic WG

· The proposal was approved by the I4C Steering Committee Jan/Feb 2011
· Requests for 200 biological samples from TIHS approved 9th November 2011

· Process for transfer of biological samples to IARC is currently underway.

2. Environmental WG on Birth weight
· Proposal approved by the I4C Steering Committee on June 6 2011
· Data pooled on 4 cohorts: TIHS, ALSPAC, JPS and CPP
· Preliminary results reported in Barcelona, 2011
· Approval to incorporate DNBC data has been received in October 2011
· Waiting on additional variables from DNBC and dataset from MoBa to incorporate into currently pooled dataset at International Data Coordinating Centre
3. Environmental WG on Pesticide Exposure through Occupation
· Proposal approved by the I4C Steering Committee April 4th,  2011
· Collated information on what occupation codes have been used  by various cohorts
· Decision made on using ISCO-88 as the classification system for occupation
· Currently working on having  detailed information from the cohorts that have agreed to participate transferred to the International Data Coordinating Centre

4. Environmental WG on Residential proximity and Agricultural pesticide exposures 
· Proposal is being reviewed  following presentation at Steering Committee Call on August 1, 2011
· Feasibility of acquiring data for address geocoding and historical land use maps with pesticide information is currently in development
5. Folate

· Data has been pooled from TIHS and ALSPAC
· Interim analysis reported at I4C meeting in Lyon  2009
· Data transfer of  DNBC data to International Data Coordinating Centre currently in progress
· Compilation of dataset from MoBa currently in progress
_____________________________________________________________________________
1. Name of  Working Group:  Genetics/Epigenetics Working Group (G/EWG)
2. Names of individual/s heading Working Group proposal :

Zdenko Herceg
Hector Hernandez-Vargas
3. Name and email address for contact person for correspondence and queries:

herceg@iarc.fr

vargash@iarc.fr
4. Brief description of working group’s main objectives:

The G/EWG has been created to design a consensus strategy to investigate mechanisms of cancer within the I4C cohorts. The working group is headed by Dr Zdenko Herceg (IARC, Lyon) and its members belong to different I4C cohorts. The product of this collaboration is a document with a specific proposal of study. This proposal explores the hypothesis that epigenetic deregulation in response to environmental cues during intrauterine life primes a subpopulation of cells for the development of childhood cancer, and this is reflected in epigenetic differences that can be detectable in offspring at birth.

The proposal has four main goals:

-
To optimize the methodologies for epigenomic screening in samples obtained at birth.

-
To understand the potential impact of environmental exposure during pregnancy on the epigenome.

-
To correlate the presence of a known factor linked to childhood cancer (i.e. high birth weight) with epigenomic profiling at birth.

-
To define an epigenetic signature able to indicate both, exposure to carcinogenic cues during early life, and future risk of cancer development.

This proposal represents a proof-of-principle study to detect the epigenetic changes induced by a risk factor during pregnancy and its link to cancer development. In the first instance, the risk factor in question will be birth weight which will be examined through the use of both blood spots and cord blood samples obtained from a number of I4C cohorts. 

5. Description of the aims for the working group over the next 12 months:

Preliminary results based on this proposal expected by 2011-2012:
-
To optimize the methodologies for methylation analyses in archived blood spots.

-
To define an initial methylome signature of birth weight based on the analysis (Infinium 450K) of samples from 2 independent cohorts.

-
To validate a subset of methylation marks in a larger series of samples obtained from the same 2 cohorts, and potentially on additional cohorts.
-
To use the preliminary data to apply for additional funding
-
After analysis and validation we will prepare a manuscript based on the epigenetic signature of birth weight

-
To work on the details of a second proposal, based on the analysis of samples from ALL cases

6. List of I4C Cohorts involved (contributing data and/or  biospecimens) in proposal at present:

-
Tasmanian Infant Health Study (TIHS).

-
National Children’s Study (NCS).

7. Requirements for proposal to be carried out:

__0___ Cancer cases data

__200/cohort___ Questionnaire data from cohort and cancer cases

__200/cohort (archived blood spots)___ Biological samples

_____ Other, please provide details

-----------------------------------------------------------------------------------------------------
8. Additional resources/requirements that you see could potentially delay progress of working group (e.g.  Funds, personnel -research assistance, assistance in setting up teleconference calls etc.).
An NIH R21 application will be submitted early in 2012.
Additional funding will be applied for when preliminary data becomes available
9. Proposed date (month would be sufficient) for next working group teleconference and how frequently do you envisage these calls taking place.
Preliminary tests of experimental protocols will be performed during the next weeks. A conference call will be organized to discuss these tests during January.

Next conference call should be organized after the first 450K data analysis to discuss the results and decide about the next steps.
10. Title of manuscripts that could be generated within the next 12 months from the working group:

“An epigenetic signature of high birth weight”
11. Timeline for the next 12 months. Please include as much detail as possible on each major step of the process. (From November 2011 to November 2012)
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