

MADCaP U01CA184374 Investigators Meeting Minutes: Palais des Congrès de Marrakech
November 17, 2015 1:00pm

Attendees: Ilir Agalliu (Einstein), David Lounsbury (Einstein), Akin Adebiyi (UCH), Olufemi Ogunbiyi (UCH), Michael Asuzu (UCH), Olayiwola Shittu (UCH), Pedro Fernandez (SU), Chantal Babb (NHLS), Yuri Quintani (BIDMC), Ann Hsing (CPIC), Edward Yeboah (Korle-Bu), Mohamed Jalloh (HOPPY), Lindsay Petersen (CPGR), Jo McBride (CPGR), Alessandro Davssi (Affymetrix), Joe Lachance (GT), Jack Welch (NCI), Brian Fortier (DFCI), Caroline Andrews (DFCI), Timothy Rebbeck (DFCI) 

1. Introductions (TR): overviewed aims of the grant.  Evolution from MADCaP:  goal for globally impactful work.  In additional to scope of U01 grant are also other ongoing studies: tissue biobanking-Philadelphia, Boston, Senegal, Ghana, Bahamas.  Quick facts: 5 year grant with project period: Sept 7, 2015-Aug 3, 2020.  Delayed start time, might be able to extend into year 6.  Damali Martin, NIH program manager for the grant at NIH.  U01 converted from R01: Cooperative grant with extramural and intramural investigators working together. Overview of the study teams, specific aims.  Epidemiology and risk factors was dropped in the funded grant but will likely want to include some of this anyway.  Major goal: design and test Affymetrix array for Africans: 4000 prostate cancer cases and 4000 controls.  Obtain gDNA, questionnaire and medical record data. GWAS-prostate cancer, evaluation of African population genomics.

Overviewed subcontract process.  Need to be compliant with SAM, FWA, DUNS, FCOI and IRB requirements.  Agreements will be sent via Adobe Echosign to the authorized official at each Institution.  The process may take several weeks to months to complete.  Need to provide progress reports annually.

Qu: Should PI’s be included on subcontract information?  Ans: usually reciprocal grants office manages this directly with each other without including PI’s. 

Qu: Carry forward possible?  Ans: Can request this as started late but may not be granted.

All presentations from today’s meeting are on jump drives and will be distributed to each attendee. Hope to get feedback today on the protocols and data elements in the draft handbook in order to finalize and use.

2. Center Descriptions: Centers provided an overview of their study center, resources, population and cohort size.

Stellenbosch University and Tygerberg Hospital, Division of Urology, Cape Town, South Africa. TR presented overview in South Africa on behalf of PF.  Detail on structure, facilities, clinic and labs.  Local population: Groups most often seen at Tygerberg: colored/mixed ancestry (50%), white (35%), black (15%), Indian-Asian (low <1%). Clinics/hospitals available for patient recruitment: Tygerberg Hospital, Groote Schuur Hospital  Referrals from local GP’s, surrounding day hospitals and secondary/rural hospitals.  Population controls: some research groups get donated blood from South African blood transfusion services.  

Korle-Bu Hospital & 37 Military Hospital, Accra, Ghana.  AH & EY provided overview in Ghana.  The two hospitals see approximately 1,000 cases/year.  67% population live in Accra.  Previous study between Ghana and AH collaboration in which looked at PSA/DRE screening on 550 cases and 1000 controls.  Also conducted a GWAS and results have been published.
Discussion on PSA cutoff.  BPH prevalence.  Symptoms.  

University College Hospital, Ibadan, Nigeria.  IA, DL, AA provided overview in Nigeria, most populous country in Africa. 3 major tribal groups (Igbos, Yoruba, Hausa).  510 languages of which English is main language.  Overall objective to establish infrastructure to conduct population-based epidemiological research on prostate cancer in Nigeria.  DL poster at AORTIC.  140 cases seen at UCH/year.  Pilot study undertaken on 50 incident cases and 50 controls; Participation among 98% cases (100% provided blood) and 93% controls (99% provided blood).  PSA >4ng/ml (same as USA), recommended to follow up with urologist.  Median age = 70. Saw an association with weight increase.  Tumor staging not available.  Limited screening within the population.  Akin Adebiyi-Site PI.  Biorespository at UCH has increased greatly.  Urology department is one of the largest in Nigeria with capacity to recruit patients.  

National Health Laboratory Services, Johannesburg, South Africa.  TR provided overview on behalf of Chantal Babb.  Cases ascertained from Charlotte Maxeke (Joburg General), need to develop infrastructure for controls.  Chantal’s position is moving, changes in infrastructure.

Urologue Hopital General de Grand Yoff (HOPPY), Dakar, Senegal.  TR provided overview on behalf of Serine Gueye & Mohamed Jalloh. HOPPY will be the primary site for ascertainment of cases.  

Discussion on capabilities across centers:
a) Cases are ascertainable following similar protocols.  Within 6 months should be able to standardize across centers.
b) Control collection is slightly different across sites.  NHLS uses other cancer cases as controls.  Ghana uses population.  Nigeria selects controls based on PSA value.  Need for standardization across centers.
c) Capacity for staging?  Scans?  Senegal does not stage.  Ghana does, have radioactive bone scans.  Nigeria does not stage all cases.  How to stage if not part of clinical practice?  *Proposal that each center share random slides via pathology, perhaps those that are difficult to read*.

3. Data Elements: Questionnaire (CA) Presented overview: cover/information sheet, IRB consent, questionnaire, medical record abstraction.  Changes/additions recommended to draft version in handbook (See revised version).

Discussion:
a) Inclusion/exclusion criteria for cases.  More diagnostics needed for initial inclusion.  Do we use timing of screening? Suggestion to use 6 months –> one year from presentation.
b) Family history.  Do we limit to first degree or extend.  Accuracy of reporting?  Culturally difficult?
c) Other cancers in family?  Accuracy of information obtained.
d) Interview: subject only or is assisted permitted?  General consensus to accept next of kin assisted interview and document this on the form.  Have a performance scale in which can document details and could then exclude based on status.  Ecog includes cognition (senility).
e) Medical record abstraction-can we obtain this from centers?  Agree that the template (From U Penn) needs some reorganization.
a. Separate Gleason score.
b. Add in pathology report.
c. Add in question about undergoing TURP, prostatectomy, biopsy only.
d. Pathology details.
f) Validation needed for
a. Data entry quality control. Ghana use 5% re-checking.  Do this in Boston?
b. Medical record abstraction.  Discussion that this is probably not going to be permitted to be sent outside of center
c. Pathology

Want the highest quality data for this U01 grant, setting a precedent for future multi-center studies.

4. Protocols: Data Collection, Biosampling, Processing, and Banking.  CA & LP presented overview of details/process.  

Major steps:
a) Retrospective data/samples. Whatever considered as clean data, share to a centralized database for harmonization.  Can be in any format: excel, csv, access…data and codebook.
b) Prospective data/samples.
c) Data will be entered to a common formatted password protected database at DFCI (DCC).
d) Data access committee will decide on what studies will be undertaken.  All centers will be aware and provide permission.

Standard operating procedures overviewed in draft handbook.  Opportunity to review and determine what is not going to work at each center, make modifications from each center.

Cases/controls: 
a) Biased or not?  Consensus that genotyping center should be blinded.  Use of mixed plates.  Use of a separate identifier for lab id and participant id so blinded.  TR-will be barcoded and only this information will be available to the lab so will be blinded. AD (Affymetrix) should know cases/control identifiers when genotyping to ensure there is good representation on plates.
Qu: Will plates be mixed across centers?  No, not discussed this.
b) Finasteride-widely used in Ghana and Nigeria.  Problematic for recruitment, negative impact, will get a subset not representative of cases if exclude those using this.  Consensus to keep as case but have a question about use of different herbal/traditional chemicals, name if know. Eg. Finasteride, dutasteride.  Can flag information later.

Informed consent:
Qu: Is it going to be possible to include the wording about dbGAP-NIH funded study to the consent for centers?  YQ-going to be challenging, difficult to convey information, translate accurately. Clearly training interviewers appropriately is key.  Need to explicity draw out anonymized factors.  AA-experience in Ibadan, is too complicated.  Suggestion to crystallize out key factors into bullet points, make easier to understand.  Ghana-will put a lot of people off participation.  Simplify.

MTA/DUA: For DNA to CPGR, belongs to center NOT CPGR.  Test using non urgent samples (discarded).  UBMTA draft can be adapted for use by each center.  Ghana is completed.

Database entry: Use static version at each center.  Consensus to undertake data entry locally at each center.  5-10% verification at DCC in Boston.  DB construction to enable more automated data entry.

Biosampling: Preference blood.  Second choice: saliva; third: buccal swabs; fourth: mouthwash.  DNA extraction using QIAmp DNA blood mini kit.  Nanodrop and picogreen evaluation.  Fingerprinting.  CPGR requirement of at least 1ug DNA.  Biomatrica 96 well plate for sample submission and duplicate for storage.  
Biospecimen pilot study: DNAgard saliva kits (5). DNA stable 96 well plate (2).  DNA stable tube kits (100).

Array pilot study at CIDR: 40-50 DNA samples from each center.  

5.  Population/Evolutionary Genetics (JL).  Overview of genetic variation, Hardy-Weinberg principle, random genetic drift, natural selection, detecting local adaptation (positive selection), mutation, migration (gene flow), population structure and population genetics.  Reviewed prostate cancer and health disparities: African American are more at risk than European-americans; high heritability of prostate cancer, polygenic. Questions: Which SNPs contribute the most to differences in risk across populations?  Which African populations have the highest genetic risk of prostate cancer?  How much does natural selection contribute to health disparities?  Integrating GWAS and population genetic data, ranking prostate cancer SNPs, 

6.  Array design (AD).  Presented challenges associated with the school of thought that designing Affymetrix arrays is slow, complex and expensive.  However that does not need to be the case.  The greatest bottleneck is deciding what goes onto the array.  Thereafter from design process to manufacture array takes 4-6 weeks.  The turnaround time of processing the array is also very swift.  Can process 3 plates per week (288 samples). It does not need to be that waySuggesting array with approximately 650,000 snps. Questions to consider:
a)  Which population is relevant to the study?
b)  Minor allele frequency achievable given sample number and project interests.
c)  Functional content
d)  Include cnv’s?

For prostate cancer GWAS include as many snps in already reported regions as possible, also other cancer related snps. 

7.  Laboratory analysis (JM).  Review of batching samples derived from different sources or extraction methodologies.  Over of sample processing at CPGR, QC metrics, target preparation, data and reporting steps. Description of axiom analysis suite providing a summary report and table with QC and DQC results, SNP summary table, box plots and clustering.

8.  Communication and Data (YQ).  Online licensing platform.  Online collaboration platform.  Document Sharing.  Structured, regular meeting times.  Become multi-disciplinary.  Barriers to success: misaligned groups and needs.  Challenges-collecting too much data, legacy data.  Offline data tools that can synchronize.  Need to set achievable goals.


Next U01 MADCaP Investigators conference call will take place on Tuesday December 1st at 11:00am EST.  
