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 MINUTES  
COLON CANCER FAMILY REGISTRY COHORT 

June 2-3, 2013 In-Person Meeting 
San Francisco, California 

 

Sunday, June 2, 2013: 

SCOPE OF WORK:  

1. Follow-up 

Aim 1:  Conduct questionnaire follow-up for all participants, except for population-based controls.  The number 
of follow-ups projected by sites for Phase IV: 

• Hawaii: 1,566 
• Australia: 7,893 (1461 families) 
• Mayo: 2,882 (769 probands, 2,113 non-probands) 
• FHCRC: 4,958 (of which 74 have been completed) 
• Ontario: 4,303 (1,387 families) 
• USC: (Mark estimated 3,875) 

The core content of Phase III 10-year follow-up will remain the same for Phase IV: 

• Recent screening 
• Bowel and gynecological surgeries 
• Family history of cancer and deaths 
• Personal history of cancer (some sites asked about inflammatory bowel disease) 
• Polyps, polypectomy 
• Genetic testing (have you had genetic testing)  

Judi Maskiell estimated that self-completed questionnaires took about 5 minutes to complete.  Locating the 
participant, updating family history, consenting for medical records and adjudicating multiple reports of cancer 
was much more time-consuming.  For Phase IV, sites can conduct the family history as they wish (from one or 
more individuals; by paper, phone, on-line survey).  Centers should track their experiences for 6 months to 
compare and identify the most efficient methods. 

Aim 2:  Verify all reports of cancer since baseline, either by linking to cancer registries or through the collection 
of pathology reports or other medical records.  Ontario and Minnesota reported that they need specific 
authorization to verify cancers, which is time-consuming.  Hawaii only needs to produce a copy of the signed 
informed consent to get hospital records.  Verification could be conducted later in the study period, such as the 
last year or once every 3 years.  Sites using national registries should attempt to verify all cancers in all 
individuals. Sites collecting hospital records, should prioritize as: 1) CRC, 2) syndromic cancers, 3) other cancers.   

Core = link to registries as possible and verify all reports of CRCs.  Centers should track the burden for 6 months.   

Aim 3:  Perform linkages to national death registries to verify vital status and obtain date and cause of death. 

• Australia:  links to national death registries 
• FHCRC:  links to Puget Sound SEER (thus, links probands and relatives (if in local SEER)) 
• Ontario:  Ontario Cancer Registry receives files from National Death Registry and performs matching. CCO 

does every 2 years.  They will be able to update vital status and cancer status on probands only. 
• Hawaii matches to NDI once per update cycle 
• Mayo searches SSDI. They had to go back to participants and request SSNs.  
• USC consortium links with NDI annually through Dartmouth 

It was noted that SSDI has become more restrictive.  
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Polly reminded us of the importance of getting stage of disease. 

2. Clinical SOW 

Aim 1:  Complete treatment abstraction only for population-based cases with records in hand (all possible cases at 
Mayo, Ontario, Australia and 500 from Seattle). 

• Mayo has completed abstraction of all records in hand 
• Ontario has collected and abstracted all Phase I probands and has collected records for Phase II, but has not 

yet abstracted them. 
• Australia has completed Phase I and plans to complete Phase II and III probands 
• Seattle is completing all records in hand and plans to be done by early fall 
• Hawaii has completed Phase I 
• USC did not collect records 

Aim 1 update:  Restrict to Population-based cases with MMR status established and records in hand. 

Aim 2:  (Complete treatment record collection and abstraction for all Lynch cases) update:  eliminate as yield 
won’t be worth effort.  Sheri asked if Clinical Aim 2 could be an R01 using outcomes found to date. 

Aim 3:  (Conduct rigorous QC on all abstracted records): maintain. 

3. Molecular SOW 

No new enrollment/expansion of non-participants, but collect tumors/blood for new cancers in participants.   

Action item #1:  Australia will determine how many non-participants with cancers we have and how many more 
we should expect.  It was suggested that we should recruit new relatives with cancers in very informative families 
as funds allow.  
a) At a minimum, sites should keep a listing of new relatives with cancers that might be recruited in the future as 

funding allows.   
b) For current participants, we should obtain medical records and tumors for all new colorectal cancers, and for 

non-CRCs, keep a listing of these tumors that we might be able to collect if future funding allows.   

We could apply for administrative supplements (same cycle dates as U01s and competitive with full applications) 
to fund new recruitment, but it would have to enhance the infrastructure.  Admin supplement limit is ~$100,000. 

Aim 1: Conduct molecular analysis on incident CRCs with tumor blocks including IHC, BRAF, KRAS and 
MLH1 methylation…  

Sheri noted that Dr. Varmus is particularly interested in KRAS and plans to fund KRAS research.   

Aim 1 update:  maintain, though Mark reported that KRAS and BRAS was cut from the Australia’s budget.  

Action item #2:  Robert will check the Stanford budget to see if it contains the funds for the BRAF and KRAS. 

Are there other new markers (e.g. in the KRAS pathway) that we could propose testing for via a competitive 
supplement that would enhance the infrastructure?   

Aim 2: Conduct germline MMR and MUTYH testing in incident CRC cases (N=500).   

Aim 2 update--Action item #3: Form a new working group to research what markers we should add to the 
Molecular SOW to enhance the infrastructure.  Dave/Graham/Dan 

• Dave Duggan suggested that we build out somatic and germline pathways for CRC risk.  
• Dan suggested looking at all somatic mutations (KRAS/BRAF) in participants with MSS tumors. 
• Dave Duggan suggested full targeted sequencing using a Mayo’s CRC panel containing about 50 genes, 

including MUTYH.  Stanford has a 75 cancer gene panel (> CRC).  Price both. 

Aim 3: Genotype all known GWAS hits in the whole registry:  Maintained as follows.  Some samples intended 
for genotyping are in the U19 Affymetrics and/or on the OncoChip (~6000 P-B cases and controls have not 
already been genotyped, no relatives).  Dispatch costs could not be charged.  The cost for the OncoChip is about 
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$40 so we may be able to purchase more.  Gruber’s Affy testing includes probands only.  Some relatives will be 
left to be-characterized. 

Action item #4:  Graham, Dave Duggan, Kelly will survey samples to identify those tested/not tested and by 
what platform they were tested.  Then propose cost-effective testing for remaining samples. Include non-
participant relatives with CRC. 

Biospecimen SOW:  Maintain SOW as is.  Dispatch costs were budgeted in Biospecimen budget. 

Administrative core:  For teleconferences, SKYPE is not allowed by all institutions.  WebEx has worked well for 
and is inexpensive--~$50/mo.  FreeConferenceCall.com (used by the BCFR): The service is free, but each 
participate pays their own long distance, which can be eliminated by using SKYPE. 

Allyson suggested charging a registration fee for participants at CFR meetings.  Sheri confirmed that travel funds 
can be used for meeting expenses if the site is hosting the meeting and not traveling. 

Action item #5:  Scott and Sheri will check with NCI on charging a registration fee for participants at CFR 
meetings to defray meeting costs for the hosting center.   

It was also suggested that CFR meetings piggyback other meetings for cost-sharing.   

John Hopper suggested re-assigning non-multi-PIs to multi-PIs.  BCFR was able to add 1. The advantage is 
recognition of being a multi-PI.  This requires revised multi-PI plan with justification and the approval of the 
Program Director and Office of Grants Administration. Each PIs role needs to be defined and can’t be redundant.  
Reassigning Steve Gallinger to a multi-PI roll will require an additional level of approval from the National 
Cancer Advisory Board (NCAB).  Robert proposed that USC also have a multi-PI role because it is a consortium, 
therefore we would have 7-multi-PI consortium.   

Action item #6:  Sheri will talk to Grants Specialist about adding the 4 individuals who are not currently listed as 
PIs of subawards  as multi-PIs (Gallinger, Newcomb, LeMarchand, Casey). 

FINLAY MACRAE gave a presentation on InSiGHT and the upcoming meeting in Cairns, Australia. 

NCI UPDATE:  Dr. Sheri Schully gave an NCI report [See NCI_CCFR_UPDATE.ppt] 

Progress report requirements:  Only one progress report/year submitted by Stanford.  The link to the PHS 2590 
(NIH progress report) form, with instructions for the cohort UM1s-- 
http://grants.nih.gov/grants/funding/2590/2590.htm  

A few notes of interest 

• ANY carry-over of unobligated balance into the next budget period requires GMO prior approval.  
• We should anticipate a 5-6% cut in FY14. 
• Fewer GWAS applications and more Sequencing (Exome/WG) applications have been funded.  
• Special Terms and Conditions of the CEC award: 

o Must comply with NIH Resource Sharing Plans (Data Sharing Plan, Sharing Model Organisms, GWAS 
as per PHS398 application guide). 

o May participate in an annual investigators meeting (Cohort Consortium meeting) with NCI staff to 
maintain dialogue and communication and foster data sharing. Next meeting is November 2013 in 
Bethesda. Someone from the CFR should go as a representative. Loic usually attends. 

o http://epi.grants.cancer.gov/Consortia/cohort.html  
o Must provide and regularly update metadata about their cohort to NCI 

8 Recommendations from the Trends in 21st Century Epidemiology: 

• Extend reach of epidemiology to include development and evaluation of clinical and population interventions, 
implementation, dissemination and outcomes research. 

• Greater access to data, metadata, and specimens to foster collaboration,  ensure reproducibility, replication, 
and accelerate translation to population health impact. 

• Expand cohort studies across the lifespan, multiple health outcomes. 
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• Develop, evaluate, and use novel technologies to quantify exposures and outcomes on large scale and assess 
multiple factors in complex diseases. 

• Develop systematic approaches to manage, analyze, display, and interpret large, complex datasets. 
• Expand knowledge integration to drive research, policy, and practice. 
• When training future epidemiologists, emphasize collaboration, multilevel analyses, knowledge integration, 

and translation. 
• Develop and design rational, cost-effective epidemiologic studies and resources to optimize funding, 

accelerate translation, and maximize health impact. 

INFORMATICS UPDATE:  [See CFR_Presentation_Informatics_Update.ppt] 

ISC management is being done at University of Melbourne.  Kelly Aujard is the ISC Coordinator. 

SOW:  Received CFR dataset and have distributed it to Hawaii and Mayo.  Data cleaning is in progress.  

Website:  www.coloncfr.org  

Data requests:  Maggie will lead kick-off calls.  Log-in access to secure site for tracking requests and 
downloading datasets is coming. Two dispatches have been completed. 

Data transmissions:  PIs have agreed to 1 transmission/year, the first will be the second half of the year.  Secure 
FTP sites have been established for each site. 

Technical Working Group: 

• Australia:  Kelly Aujard, Maggie Angelakos (data requests), Adrian Bickerstaff (website) 
• Mayo:  Michael Fryer 
• USC:  Kristen Anton 
• FHCRC:  Allyson Templeton, Douglass Fisher, Hilina Negeda 
• Hawaii:  Terrilea Burnett, possibly Maj Earle 
• Ontario:  Data has been moved from Oracle to SQL Server.  They have not yet received the data. 

Data dictionaries will be made to be more user friendly as time allows, but this is low priority. 

Action item #7:  USC, TGen and Australia will discuss the management of genomics data so USC is not 
burdened with sending data to requesters, sites and dbGap (GWAS).  Data should be stored centrally and then 
distributed to the sites and end users.  This should be a high priority for the ISC.  Molecular data dictionary does 
not accommodate GWAS data.  Any data architecture that can handle GWAS data should be scalable to also 
handle candidate gene, whole exome/genome sequencing and expression data.  This should be done by the site 
most capable (e.g. USC at present).  

Action item #8:  Submit an administrative supplement for building the genomics database, arguing that it would 
strengthen the infrastructure.   

APPLICATION FOR COLLABORATION PROCESS 

The process for applying for collaboration was discussed.  Mark and Laney proposed that the process began with 
a personal discussion (could be an email) with a potential applicant before being sent an application.  This would 
help us understand what they want, and allow us to explain how we work.  Laney would like this process 
formalized.  If an investigator contacts Allyson, she should tell them that one of the PIs would like to talk to them.  
Allyson is now responsible for making sure all of the PIs know about the contact and bringing everyone into the 
conversation.  Further, the website should state that we encourage researchers to have discussions with one or 
more a CCFR investigator(s) about the feasibility of their project.  Tone—friendly and an interest in 
collaborations—is key. 

Action item #9:  Laney will write an upbeat description of the collaboration process for the website.   

Miscellaneous process notes:   

• Kick-off calls will be held even for single-site data requests that the ISC will be preparing.  We should avoid 
single-site studies.   
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• The process is the same for requests of data and for a grant. It will be up to the PI to decide if someone from 
the CFR should be included on the grant.  The degree of collaboration would be up to the PI. 

Action item #10:  Allyson will modify the Application for Collaboration form [DONE]: 

• Remove Resources and Environment 
• Move Human Subject Approval requirement to III. Agreement…  
• Order biospecimens in Section II.C. to match page 7 of the DFR and add the slide images  
• Add something like “if you know” to Section II—CFR collaborators 
• Remove the need for the signature of the applicant’s division or department head 

Action item #11:  Adrian will modify the Website [DONE]: 

• Add a link to Polly’s overview manuscript on PubMed (to the website) 
• Add a reference to the summary tables on the website 
• Add to the webpage the potential for recontacting subjects  

Action item #12:  Allyson will modify the Data Request Form [DONE]: 

• Add check boxes for categories of variables to be provided, not individual variables. E.g. if they want 
smoking data, they would get all. 

• For molecular data, list individual genes. 
• Return to the form the definition of CRC (site and histology tables) 

FHCRC LimeSurvey 

LimeSurvey is used around the world and within the CFR, Univ of Melbourne has used it for non-CFR studies. 

Seattle can build an on-line follow-up survey for FH or for other sites to access via our server. 

LimeSurvey is user friendly and can be made person-specific using custom attributes.  Participants would need a 
person-specific password/ID.  Range and logic checks can be programmed.  Center IT will provide 10 hours of 
consultation/month and will participate in TWG calls.  They are also willing to provide all of the programming for 
an individual CFR site and give the built survey to any site to manage on their own. Center IT will also customize 
site surveys if they wanted additional questions. Center IT estimates it will take 160 hours to get a survey up and 
running.  They will start building the survey shortly. Implementation will take 2-3 months, conservatively.  Jan 
reported that about half of their participants said they would do an on-line survey, slightly less than that did 
complete an on-line survey.  They provided the study phone number, prompting participants to call & complete 
the survey over the phone. 

Data from Seattle’s server will go to respective sites.  Jan asked if it could go directly to Melbourne, saving her 
that step (TBD).  In Seattle, participants will be sent a letter with a person-specific url and passcode. They will 
also be given our phone number to call for telephone interview. 

The cost for Seattle to develop and maintain the survey will be split between Seattle and Center IT.  Center IT 
won’t charge for maintenance.  There is no cost to sites. 

Sites interested in FHCRC’s effort: 

• Mayo will look into it 
• Ontario will look into it.  They would want a hand-off 
• Australia  
• USC 
• Hawaii??? 

Action item #13:  Douglass will get Center IT started, and will assemble a small on-line survey working group. 

Action item #14:  Continue the discussion of cost recovery:  The group felt that site coordinator and/or 
Biospecimen manager’s time required for a data/Biospecimen dispatch should be recovered on a site/project-
specific determination.  Informatics time, however, cannot be charged back. 
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PROGRESS REPORTS:  John Hopper suggested the CCFR draft something similar to the BCFR’s template.  He also 
recommended that working groups all use the same document that would be presented at SC meetings.  Allyson 
started a version for the CCFR.  Laney pointed out the time-consuming nature of this type of reporting.  Ontario 
reported that the biannual progress reports took 5 full days just to generate the tables.  John responded if it is hard to 
do, we shouldn’t do it, but that database queries can be written to easily generate the numbers.  The draft PR should 
be scrutinized to report what is most important.    

Action Item #15:  Allyson to continue work on the Progress Report template [DONE] 

WORKING GROUP CHAIRS:  Chairs for the working groups described in the grant were assigned as: 

• Follow-up:  Mark Jenkins (Tasked with developing the FU questionnaire and collection methods) 
• Clinical:  Laney Lindor (What medical records should be collected and what will be done with them) 
• Molecular/GWAS/Post-GWAS:  Dan Buchanan/Graham Casey (What tests should be conducted) 
• Biospecimen:  Teresa Selander 
• Technical:  Kelly Aujard 
• Translational/Behavioral:  Jan Lowery (possibly co-chair with Louise Keogh) (Not funded to do behavioral 

research.  Jan will talk with Louise and they will present ideas for grants.) 
• Admin/Coordinators:  Allyson Templeton 
• Publications:  John Hopper/Mike Burgio 
 

Action item #16:  working groups should start meeting.  Working group teleconferences can/should use 
FreeConferenceCall.com (though each group is free to research other options).  Each working group chair 
should establish a free account for WG-specific call-in codes and numbers.  All long distance will be charged to 
the user, so working group members with a long-distance call-in number are encouraged to call in using Skype.   

LANEY LINDOR presented her work with serum antibodies.   
[See LaBearLindor Biomarker presentation Phase1.ppt.] 

 

DAY 2 AM (SYMPOSIUM) 

MEGAN HITCHINS: Possibilities for epigenetic-based research with the CCFR  
[See Megan Hitchins CCFR June 2013.ppt].  Outstanding questions: 

• Do genetic variants (GWAS hits & CNVs) confer cancer susceptibility via a sensitivity to epigenetic 
aberration? 

• If so, what genetic co-factors & environmental factors mediate the transition from germline variant to an 
in/activated gene? 

• The role of constitutional epimutations of cancer-related genes (other than MLH1 and MSH2) 
• A candidate-approach or Illumina 450K chip on germline DNA of selected cases 
• Does the variable heritability of epimutations account for a proportion of cases with familial clustering? 
• Are some families genetically predisposed to somatic epimutation, but secondary environmental influences 

are required for transition? 
• What environmental/trans-acting genetic factors involved? 
• Methylation biomarkers of cancer:  detection/metastasis/prognostic/predictive of treatment outcomes:   

o test for tumor-specific methylation of specific genes in plasma using highly sensitive techniques (e.g. 
CIMP).   

o Associations between tumor methylation status/patterns and various clinicopathological features & 
survival. 

CFR could be used for translational research:  etiological, epidemiological, biomarker and integrated.  Megan 
proposes using a unified epigenome-based approach on a single modern platform (as opposed to candidate gene 
approaches) for observational and discovery projects (e.g. Illumina HM450K) 

URI LADABAUM:  Decision Analytic Modeling in Colorectal Cancer Screening and Prevention  
[See: UriLadabaum CRF CRC Modeling 2013_6 v2.ppt].  Future directions: 
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• The potential of screening tailored to risk 
• Reappraisal with real world costs 
• Evaluation of emerging tests and strategies 
• Setting targets: how good do biomarkers or chemoprevention have to be? 
• Understanding impact of uptake and adherence 
• Yield of investing in case-finding efforts, or programs to ensure uptake and adherence 

CALVIN KUO:  Functional validation of novel colorectal cancer oncogenes in primary organoid cultures. 
[See:  CalvinKuo_Colorectal Cancer Family Registry Kuo SF 060313.ppt]. 

CANARY CENTER (Bree Mitchell and Cristina Zavaleta):  Canary Center at Stanford for Cancer Early Detection  
[See: BreeMitchell_Canary_Colon Family_June2013_Final.ppt] 

STEPHEN JOHNSTON:  Immunosignatures as Potential Diagnostic Platform for Colon Cancer  
[See: StephenJohnston_Immunosignatures as Potential Diagnostic Platform for Colon Cancer.ppt] 

CHIRAG PATEL:  “Big data” integrative genomics research with publicly-available data  
[See: ChiragPatel_Colon Family Registry 050313 chirag patel.pdf] 

Integration with CCFR: 
• New use for old drugs? 
• Personalized therapies? 
• Cancer etiology? 

Sheri commented that this is a prime area.  NIH is looking at mandatory data sharing beyond GWAS, including 
epi and imaging data. NIH is getting ready to launch the Big Data to Knowledge initiative, which will be heavily 
funded.  She sees this as a good area for the CFR. 

Action item #:16.i.ii  Start a small Big Data working group to explore how we can connect with Big Data.  Dave 
Duggan and Graham Casey interested. 

LUIS CARVAJAL-CARMONA:  CRC genomics research in Latin America  
[See LuisCC_CCFR_SF_06032013_FINAL_BB.ppt] 

 

Day adjourned 
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DAY 2 PM 

AUNG WIN was awarded a Young Researchers award for his work in colon cancer research from the state of 
Victoria.  Congratulations, Aung! 

Mark presented the distribution of bloods collected prior to diagnosis.  The range was from 1 month to 138 months, 
with a mean of 46 months, median of 39 months.  The data includes Lynch Syndrome individuals  
[see MarkJenkins_blood days.ppt]. 

UPDATES ON ON-GOING COLON CFR COHORT PROJECTS 

GRAHAM CASEY presented updates on the following  
[See Casey_CFR SC meeting June 2013.ppt]: 

1. GWAS I (1181 CRC cases and 999 unrelated controls) 
2. GWAS II (797 CRC cases and 803 1st generation family controls) 
3. CORECT:  Custom array with substantial GWAS backbone with some custom on those as well.  The only 

overlap was with 500 controls in the GWAS II.  Allocation is 37,000 SNPs. 
4. OncoChip (GAME-ON):  Will be run on Illumina platform. Total number of SNPs: 600K, GWAS backbone 

~270K SNPs.  Total number of samples is 400,000.  CIDR application for 210K samples was approved.  All 
data will be uploaded to dbGAP.  Samples will be genotyped at USC around Sept-Oct.  Sites will be provided 
lists of IDs that have been tested and sites will provide remaining samples for genotyping. 

5. Paul Marjoram’s GWAseq targeted sequencing (~4500 subjects) is ongoing 
6. Exome array (1208 P-B cases and 793 P-B controls) (also in Axiom array study) 

DAN BUCHANAN presented an update on their work characterizing CRC Type X  
[See Dan Buchanan-Integrative genomics in FCCTX 2013 v1.ppt] 

DAN BUCHANAN also presented an update on the digital tissue analysis of the Colon-CFR virtual tissue 
repository. 

JOAN LEVINE presented on the risk factors for CIMP based an analysis of Phase I cases and population-based 
controls It was suggested that a case x case analysis should be the primary presentation. 
[See JoanLevine_riskFactors for CIMP weighted-2.ppt].   

POLLY NEWCOMB presented on studies of incidence and survival in the CCFR  
[See: Polly_CCFR_SF_slides_5-31-13.ppt]. 

Action item #17:  Australia will audit the CFR stage data for each site to identify deficits.  There is increasing 
interest at NCI in cancer survivors’ experience.  

PUBLICATIONS:  Mike is tracking publications.   

Action item #18:  Allyson should have a way of notifying everyone when publications come out. We should keep 
a list of all publications on the website with a link to PubMed.   

GRANTS:  

PENDING GRANTS: 

1. Mark Jenkins submitted an IMRC penetrance grant to an Australian agency: comments in July final results 
in Oct. 

2. Mark Jenkins submitted grant to Australian funding agency on use of virtual images to explore features that 
correlate with risk.   

3. Steve Thibodeau’s application is being reviewed this month. The objective of this project is to use NGS and 
advanced bioinformatics and biostatistical tools in a large set of informative high-risk CFR families to 
identify candidate CRC susceptibility genes. Their long-term goal is to elucidate genes associated with 
increased CRC risk that may be used to identify individuals for targeted CRC screening and to reduce the 
significant morbidity and mortality associated with this disease. 
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4. Dan Buchanan submitted a grant to the Australia government with a design similar to Steve Thibodeau’s. 
5. Aung Win is submitting a grant to analyze the 10 year follow-up data. 
6. John Hopper submitted a grant GWAS using a supercomputer for CRC (ask Hopper) 

PLANNED GRANT CONCEPTS:  These are all grants that should go in in the next year. 

1. Cohort study (to complement our infrastructure grant):  Steve Thibodeau and John Hopper started a grant 
called Prophesies of respective family study cohort but were told they couldn’t submit it.  Colon CFR didn’t 
have the power to support the analysis, but we may in 2-3 years.  We need to look at molecular 
characterization gaps and at other cohorts to work with.  We should investigate options now, but it is too soon 
to submit now.  High response rates are key to getting other cohort grants. 
Action item #19:  Form a small exploratory group around issues of cohorts and investigate funding 
opportunities.  Loic usually attends the cohort consortium meetings.  He and maybe John Hopper will attend 
the next one.  One will announce CFR collaboration opportunities.  The meeting is November 25, 2013 in 
Bethesda. The link to their website is:  http://epi.grants.cancer.gov/Consortia/cohort.html  

2. Chemoprevention trials:  Finlay Macrae presented an idea by John Baron regarding early chemoprevention.  
He has been in touch with John Burn.  CAPP3 is an aspirin dose-finding study in Lynch Syndrome families. 
Australia has submitted an application for CAPP3 in Australia.   John Baron is considering approaching 
clinical centers across the U.S., not the CFR.   

3. TCGA (Haile):  Robert is committed to submitting a grant for October.  The TCGA is based on very selective 
tumors, resulting in bias (e.g., on prevalence estimates and integrated genomics).  There needs to be groups 
doing population-based follow-up.  Robert plans to use the CFR, population-based series to follow-up TCGA 
findings to get more accurate estimates of prevalence, and gene combinations that will support GWAS and 
risk factor analyses.  Budget should stay below $500,000/year.  The scope will be on somatic genetics, not 
germline.  Robert has been talking to Mike Snyder, head of genetics at Stanford about mutation testing.  
Interested:  G. Casey, D. Duggan, S. Thibodeau and D. Buchanan.   

4. Robert is working with NCI for 2 IMRC grants 
a. U.S. IMRC/Compliance with screening guidelines.  Robert is planning this grant for an October 

submission.  Nothing currently exists domestically or internationally.  Anyone interested should contact 
Robert. 

b. [In 2-3 years] Robert Haile plans an IMRC penetrance estimation grant (if Mark’s isn’t funded) and/or 
On-line tool for reporting data to physicians and families. This will be modeled off of a BRCA on-line 
decision tool and the work Uri Ladabaum is doing.  When developed, use InSiGHT and the Lynch 
Syndrome Screening Network to disseminate and to validate it. 

5. Multi-cancer survival R01 (CFR) 
6. John Hopper noted that the Breast CFR is developing software for an iPad to calculate family risk and provide 

recommendations.  Mark has been working on building on that to model CRC risk for clinical recommend-
ations.  Stanford brings the Silicon Valley connection, useful as this area is high-tech and app-driven.  
Action item #20:  Australia and Stanford should talk about taking advantage of Stanford’s connection with 
Silicon Valley connection and investigate a project by which gadgets (iPads?) are provided to participants that 
will calculate family risk and provide programmed recommendations.   

7. GWAS and unexplained familiality of cancers (dark matter).  Stanford has started a Dark Matter Working 
Group.  Part of this is looking at epi-genetic factors. The other part is looking into the possibility that there are 
combinations below the 10-8 threshold that could collectively be important and may not map to common 
cancer pathways.  CFR to submit a grant using GWAS to look at unexplained familiality of cancers (dark 
matter); use CFR GWAS data to look at larger effects that are translational and then have a larger group, like 
GECCO, validate it.  Those that are validated can then go into Calvin Kuo’s organoid models.  Interested: 
Stanford, USC, TGen, Mayo. Mark Feldman, an evolutionary biologist, at Stanford is now interested in epi-
genetics and dark matter.  He has the machinery to be looking at millions of epi-genetic markers that could be 
used to look at generations of Japanese Americans who have changed their diets.  

8. Big Data grants (encouraged by Sheri)—Dr. Carolyn Compton at ASU has submitted a letter of intent for a 
PCORI grant that would request CFR data on outcomes of stage II colon cancers, so she will be coming back 
to the group in a few weeks.   
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9. John Potter will consider plasma helicobacters and causation/early detection R01 or R03. The CFR has 259 
bloods that were collected prior to diagnosis.  

Action item #16.i.iv:  Start a working group to look at plasma-based environmental biomarkers—Potter 

Robert Haile has started a next gen environment working group to examine biomarkers. 

10. Microbiome using tumor DNA in stool specimens (S Gallinger and L Lindor) 
11. Stanford/TGen/USC, Mayo to submit a competitive supplement to look at new markers that will enhance the 

CFR infrastructure.  Add to that the Illumina HM450K chip and selected subgroups to go after epi-genetics. 

FUTURE DISCUSSIONS/COLLABORATIONS 

1. Laney and Dave Duggan will meet with Steven Johnston and explore biomarker project using Guthrie spots 
or stored serum.  If promising, this could go through the Small Business Innovation Research (SBIR).   

2. Collaborate with the kind of modeling Uri Ladabaum does—IMRC, Type X, genomics defining risks could 
plug into that. Robert would like to see the CFR publish in collaboration with Uri Ladabaum on Translational 
Impact—does/should it, change screening.  Sheri noted that there are lots of opportunities for PCORI funding 

3. Graham:  to pursue collaborating with Calvin Kuo on testing candidate genes/regulatory regions identified 
through our post GWAS in his 3D in vitro model system of the intestinal epithelium. Graham has developed a 
similar human 3D colon epithelial cell culture model that would complement his approach 

4. Biomarkers in CRC:  Lindor and ?? with investigators at ASU—pilot data being generated now.  

Venue for next meeting:  Hawaii 2014 

Action item #21: Hawaii CFR to look for reasonable hotels.   

Action item #22:  Allyson explore dates in the fall when rates drop.  CGA is October 7th in LA.  Another Exome 
meeting is being planned. 

 

Meeting adjourned 


