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Supplemental Note: Focus and Progress of Individual U-Award Projects  
 

Children’s Hospital of Philadelphia (CHOP; PediSeq) 

The CHOP/UPENN Pediatric Genetic Sequencing Project (PediSeq) is working to 

optimize methods for bringing genomic sequencing into a pediatric clinical setting.  We 

are focused on 6 genetically heterogeneous cohorts: bilateral sensorineural hearing loss, 

sudden cardiac arrest/death, intellectual disability, autism, platelet function disorders and 

nuclear encoded mitochondrial respiratory chain disorders. The primary goals of this 

project are: 1) to establish the study infrastructure and pipeline to validate a practical 

genomic sequencing approach in pediatrics; 2) to generate genome-scale sequence 

data for cohorts of uniformly phenotyped subjects for assessment and decision support 

for presenting actionable genomic findings to clinicians, patient participants, and families 

and 3) to evaluate the informed consent process for genomic sequencing from the 

perspective of parents and the provider obtaining consent to explore and understand the 

impact of genomic sequencing results from the perspective of patient participants, 

parents and providers. 

To date, the PediSeq Project has designed and implemented a pipeline to identify, 

interpret and report medically relevant exome sequencing (ES) results to families and 

physicians, and created a comprehensive summary report, and allied online educational 

support modules, for primary variant findings (related to the indication for testing in our 6 

cohorts) as well as secondary findings (that are immediately medically actionable, 

medically actionable in childhood and adulthood and carrier status). Through the 

PediSeq project has developed several new tools for phenotype capture and analysis 

have been developed including the Proband pedigree drawing program (now available in 

the Apple app store and widely used in a number of academic medical genetic 

programs) as well as a prototype algorithm that uses phenotypic information in gene 



prioritization.1 We have enrolled 200 families, evaluated sequence issues related to 

coverage and use of gene lists and have identified a positive result in 6-50% of probands 

(6% in the disorders, 20% in sudden cardiac death, 23% in sensorineural hearing loss 

and 50% in intellectual disability) with a VUS rate in these cohorts ranging from 38 

(intellectual disability) to 67% (sudden cardiac death).2 Secondary findings analysis 

includes a gene list of 2956 genes and our positive findings range from 10-15% for 

immediately medically actionable conditions and 83-88% for carrier status.  We are 

focused on completing our analyses of informed consent data to understand patient 

participant and provider experiences with informed consent for genomic sequencing in 

pediatrics in addition to collecting post-results survey and interview data, and the 

dissemination of research across the CSER Consortium. To date, we have analyzed 

over 50 audio-recorded informed consent (IC) sessions to understand patient participant 

and provider experiences with informed consent for genomic sequencing in pediatrics. 

We are collecting audio recordings from return of results sessions, which are being 

transcribed and analyzed, post-return of results survey and interview data from parents, 

adolescents and primary care providers have been initiated.3, 4 In analysis of the 

thematic and contextual elements in IC sessions where an adolescent proband has the 

cognitive capacity to participate in decision-making, we found that 1) there is 

considerable variability in the degree of adolescent involvement in the IC sessions, with 

older children more engaged in the session and more likely to be consulted by parents 

and providers for their opinions, and 2) several adolescents and young adults felt 

unprepared to make decisions about adult-onset secondary findings and looked to 

parents for guidance, and parents tended to take on protective roles, advising and 

cautioning their children. 

 PediSeq investigators have been involved in or led several cross-consortium 

working group activities.3-7 The work on the PediSeq project and interactions across the 



CSER consortium and the medical genetics community have formed a Clinical Genetic 

Think Tank of over 50 participants that met twice and have produced a white paper with 

practical recommendations for the implementation of genomic diagnostics into the 

clinical work flow.  PediSeq has also informed practices for the creation of the Division of 

Genomic Diagnostics, with input from PediSeq to the exome sequencing test launched 

last year at CHOP. 

PediSeq continues to optimize pediatric sequencing workflow and variant calling 

algorithms as well as to develop a decision support system for delivering genomic 

variants and interpretation into the EHR.  

 

University of North Carolina at Chapel Hill (NCGENES) 

NCGENES focuses on critical questions that must be addressed before genome-

scale sequencing is routinely incorporated in medicine, including the diagnostic yield of 

whole exome sequencing (WES) in diverse clinical settings, the incidence and impact of 

secondary findings, participant attitudes towards secondary findings and the 

development of practical schemes for the holistic classification of genomic variants. 

Another major goal is optimizing minority enrollment to ensure social justice and improve 

genomic variant interpretation. 

NCGENES has completed analysis of over 620 participants. An overarching 

question for any medical test is determining the clinical situations in which it should be 

applied. Accordingly, NCGENES is assessing diagnostic yield of WES in a variety of 

clinical settings spanning 7 diagnostic categories. Yields of possible or definitive 

diagnoses vary significantly. For example, the yield for cardiomyopathy is 53% and 

retinopathy 58%,8 establishing WES as a viable diagnostic approach in such conditions. 

The yields for neurological disorders and dysmorphology are 36% and 39%, 

respectively, while WES in participants with apparent familial cancer yields a reportable 



result in only 21% of those sequenced, demonstrating that WES adds little to standard 

approaches in this setting. 

Assessing medical actionability of genes is critical when applying WES to 

participants, given the certainty of generating secondary results that may or may not be 

necessary to return. To deal with this central problem, NCGENES created a semi-

quantitative “binning” metric9 (now broadly adapted by other efforts such as ClinGen,10 

and EGAPP11). The NCGENES experience reveals that thus far, the rate of discovering 

a medically actionable secondary finding is 3.4%. To address the problem of whether 

and how to offer non-medically actionable secondary findings, NCGENES employs a 

study design that ascertains subjects’ real-world choices to request such findings. Our 

results suggest that prior hypothetical studies overestimated the value such results hold 

for individuals: when a small (but realistic) barrier such as the need to make a phone call 

is implemented, interest in non-actionable results is considerably lower than participants’ 

initially stated preferences and hypothetical estimates previously reported in the 

literature.  

Our knowledge about the genomes of minority populations has lagged behind 

that of populations with European ancestry, with important implications for broad and just 

implementation of genomic medicine and the clinical interpretation of variants. Thus, a 

major aim of NCGENES has been to emphasize minority participation, currently 25.8% 

(14.1% AA, 8.9% Hispanic, 1.6% Native American, 1.2% Asian), although participation 

drops disproportionately, from initial enrollment through return of results and completion 

of final surveys.  Strategies that have facilitated minority participation in NCGENES 

include geographically convenient clinics, reimbursement for even small expenditures by 

participants, working with well-established community groups, and offering accessible 

language resources.  

 



Brigham and Women’s Hospital/Harvard Medical School/Baylor/Duke (MedSeq Project) 

The MedSeq Project is exploring the application of whole genomes sequencing 

and its rapid interpretation to provide maximal benefit in terms of both the indication for 

testing of a genetic condition (in this project, cardiomyopathy) and population screening 

of healthy individuals. It is also examining the impact of communicating secondary 

findings to clinicians within the currently existing medical model, and carefully tracking 

medical, behavioral and economic outcomes using a randomized, controlled trial 

design.12 

Thus far, the MedSeq Project has designed and implemented a pipeline to 

identify, interpret and report medically relevant whole genome sequencing (WGS) results 

to physicians,13, 14 and created a one-page summary report on monogenic disease 

variants, carrier status, pharmacogenomic findings and genetic liability for common 

complex diseases that even primary care physicians can understand and utilize in the 

care of their patient participantss.15  We have found that 21% or our participants had an 

unanticipated finding of a pathogenic variant for a monogenic disease and 92% had at 

least 1 pathogenic variant for a recessive disease. Of the participants who had a 

known cardiomyopathy variant before or at study start, 95% (19/20) were confirmed by 

WGS and reported on the MedSeq Genome Report. Of those who did not have a known 

cardiomyopathy variant, 1 new pathogenic variant and 4 new variants of unknown 

significance in cardiac genes were identified as potential causes of the 

cardiomyopathy.  We have also demonstrated how, for a minor increase in cost, red 

blood cell and platelet antigen prediction can become a routine part of WGS result 

reporting, informing clinical care decisions and providing important information for blood 

donation.16 We have determined the feasibility of preparing non-geneticist physicians to 

use WGS in clinical care through a combination of upfront education and ongoing 

support.17-21 



Early interactions between MedSeq Project investigators and collaborators in the 

CSER Consortium informed the development of the ACMG gene list for secondary 

findings and subsequent commentaries.22-26 Importantly several investigators 

substantively contributed to foundational articles that are helping to set clinical standards 

for clinical sequencing.27-31 MedSeq investigators, along with other CSER site 

investigators, have contributed significantly to the working groups that developed new 

ACMG standards for next generation sequencing,32 variant classification,33 and 

laboratory analysis of hearing loss;34 along with consensus statements on the return of 

secondary findings in research biobanks,35 and the return of incidental information to 

family members of research participants.36 One group has built on the MedSeq data to 

analyze the successes and failures of the Genetic Information Nondiscrimination Act for 

clinical sequencing,37 and to explore methods for modeling cost-effectiveness of genome 

sequencing.38 

Data and experiences accrued in the MedSeq Project and across the CSER 

Consortium helped support awards in economics and decision science around 

genomics, pharmacogenomics and a successful application for the BabySeq Project 

sequencing newborns. In addition we are a site for one of the Mendelian Sequencing 

Centers, a site for the Undiagnosed Disease Network, an eMERGE III Genomics Center, 

and one of two Sequencing Centers for eMERGE III.  

The MedSeq Project plans to collect additional information about clinical genomic 

penetrance through targeted phenotyping of those MedSeq Project participants who 

have received a pathogenic (P), likely pathogenic (LP), or variant of uncertain 

significance suspected to be pathogenic (VUS-favor path) for a dominantly inherited 

condition (or biallelic P, LP, VUS-favor path variants for a recessive condition), and to 

explore the clinical utility of WGS in minority populations by recruiting additional 

participants to be randomized in the extension phase of the project.  



 

Baylor College of Medicine (BASIC3)  

The goal of the Baylor College of Medicine (BCM) CSER project is to incorporate 

both tumor and germline whole exome sequencing into the care of newly diagnosed 

pediatric cancer patient participants (focusing on high risk solid tumors including brain 

cancers) at Texas Children’s Hospital in order to determine: (1) the diagnostic yield, (2) 

potential clinical utility of both tumor and germline findings, and (3) the impact of clinical 

genomics on physicians and families. In order to complete this study, the Project 2 

investigators led the development of the first entirely CLIA-certified clinical whole exome 

sequencing pipeline for diagnosis,39, 40 with all components of the sequencing pipeline 

made publically available followed by development of a cancer whole exome sequencing 

clinical pipeline. As of September 2015, we have enrolled 20 pediatric oncologists and 

230 participants with childhood cancer (as well as parents when available) into the 

BASIC3 (Baylor Advancing Sequencing in Childhood Cancer Care) trial and 20 pediatric 

oncologists. We have reported on our consent methodology,41 which demonstrated high 

interest of parents and equitable enrollment of families of different population groups 

from our diverse patient participant population. We have reported key findings at national 

meetings recently published on the findings from the trial including demonstrating that 

nearly 40% of pediatric solid tumor participants have potentially actionable mutations 

when combining results of tumor and germline exome sequencing.42 The analysis of the 

baseline interviews of physicians and parents demonstrates that both groups (for 

different reasons) do not expect integration of WES to be disruptive in the setting of 

childhood cancer care.43 The analyses of the physician communication of exome results 

and their interpretation of their participants’ exome results for treatment decisions are in 

progress. Based on these results we have recently revised our exome disclosure 



practice to focus on clinically meaningful results (whether from tumor or germline) and 

decrease time spent on other findings such as variants of uncertain significance.  

BCM investigators have given major presentations and education sessions at 

national cancer and genetics meetings including the American Society of Clinical 

Oncology and ACMG, in addition to publishing on the timeliness of implementing clinical 

genomics44 and the appropriateness of the ACMG incidental finding recommendations in 

the setting of cancer testing.45 The clinical sequencing experience of the Project 2 team 

has led to BCM becoming a clinical sequencing center for the Undiagnosed Disease 

Network  (UDN) and the eMERGE III consortia as well as being a clinical study site for 

UDN and a ClinGen site.10 The National Cancer Institute and Children’s Oncology Group 

have committed to a nationwide prospective precision medicine trial using genetic 

analyses of tumors at relapse with BASIC3 investigators co-chairing of the germline 

reporting committee.  

 

Kaiser-Permanente/Seattle Children’s Hospital (NEXTGEN) 

The NextGen study is investigating the clinical implementation of carrier 

screening using genome sequencing (GS) to aid reproductive decision-making in healthy 

adults. The study population includes individuals whose regular provider has already 

facilitated pre-conception carrier screening for any condition. This is a randomized trial to 

evaluate outcomes of adding GS versus usual care. Carrier screening is potentially 

relevant whenever genomic sequencing is used in reproductive aged adults, regardless 

of the indication for sequencing. This study’s focus on individuals with an interest in 

learning their carrier results will allow us to rapidly assess the potential impact and 

outcomes of using GS for carrier screening. 

 We have established an analytic pipeline that includes initial sequencing, tools 

for sequence alignment and variant calls, variant interpretation, confirmation using 



Sanger sequencing, and laboratory report generation. This work contributed to the 

development of guidelines by the ACMG for variant classification.33 We have 

implemented clinical components including genetic counseling, integrating the clinical 

report into the electronic medical record, and are developing patient-focused materials 

including key messages to report positive findings and notification of negative findings. 

Overall, 71% of participants have at least one carrier result, with a range of 1 to 5 results 

per person, and a median of 1 result. 

 Our study team has explored patient participant and clinician perspectives on 

which carrier results to report. Through focus groups, we identified two types of potential 

participants, “hesitant” and “certain”, who have different perspectives.46 This has guided 

our approach to disclose results by providing choices at every point, including the choice 

to change their mind and not receive results. We also classified conditions into broad 

categories, which are then used as a tool to understand participant preferences for 

receiving results. Initial work, guided by expert and focus group participant input, led to 

the development of a taxonomy with five categories: lifespan limiting, serious, mild, adult 

onset, and unpredictable. We then conducted a survey to assess whether participants 

perceive distinctions among these categories and found empirical support for treating 

these as separate categories, with the possible exception that serious and mild are the 

most difficult to distinguish.47 An expert panel has now classified 790 conditions 

according to this taxonomy. There were a few gene/condition pairs that we decided we 

will not disclose, due to lack of information in the literature to support the association 

between the gene and condition. In practice, 91% of participants choose to receive 

results in all categories, with the adult onset and unpredictable categories most 

commonly not selected. 

 A major challenge has been conveying to participants uncertainty associated with 

variant classifications and their association with clinical disease. Primary questions that 



our study was designed to address that remain unanswered include: 1) reactions (e.g., 

anxiety) to GS, 2) the impact of GS on downstream utilization of care, 3) satisfaction with 

how the results are delivered, 4) patient participant understanding and comprehension of 

the results and genetic concepts, and 5) reasons why potential participants might refuse 

participation in the study. 

 

Dana-Farber Cancer Institute (CanSeq)  

The CanSeq Project is a study of prospective germline and somatic WES in 

participants with advanced lung and colon cancer with return of clinically actionable and 

potentially actionable results to the patient participant and physician. CanSeq also 

studies the impact of information derived through WES on cancer patient participants as 

well as experiences of oncology providers as they implement WES into cancer care 

delivery.  

The CanSeq Project has developed a production-scale platform for WES from 

archival formalin fixed paraffin-embedded (FFPE) material and implemented these 

analytic practices in the CLIA sequencing lab at the Broad Institute. It has designed and 

implemented a post-analytical pipeline for an effective and reproducible approach for the 

assessment and curation of genome variants and for interpretation and report of genome 

results. As part of the pipeline, the CanSeq Project developed an evidence-based list of 

clinically “actionable” alterations and has identified a broad range of biologically and 

clinically consequential somatic and germline alterations in our participants. As of 

September 2015, CanSeq has enrolled 211 patient participants and 27 treating 

oncologists. All patient participants and oncologists are asked to complete a baseline 

survey and subset of patient participants  and oncologists are invited to participate in in-

depth qualitative interview shortly after consent. The CanSeq Project has provided 

detailed sequencing genome reports to the treating oncologists of 155 patient 



participants, and has asked all patient participants, and their treating oncologist to 

complete post-disclosure surveys after sequencing results have been discussed. One of 

the aims of the ELSI Project (Project 3) was to evaluate the process by which key 

decision-makers, working collaboratively, evaluate sequencing data and guide the 

integration of those data into clinical cancer care. In service to this aim, we are also 

conducting an ethnographic analysis of CanSeq’s Cancer Genomics Evaluation 

Committee. 

 

National Human Genome Research Institute (ClinSeq) 

The ClinSeq® Project began in 2006 and joined the CSER Consortium in 2013 

(but is reviewed and funded through a distinct mechanism). As a CSER precursor, 

ClinSeq® piloted several approaches and questions that are being more thoroughly 

explored across the consortium. Our main focus includes hypothesis-generating clinical 

research (including secondary findings and predictive medicine), novel modes of 

returning exome sequencing results, and empirical studies of participant views of 

sequencing.  

The early results on secondary findings from ClinSeq48 were the primary data 

that supported the policy development for the American College of Medical Genetics and 

Genomics (ACMG) report on returning secondary findings.22 While some elements were 

controversial, that has now settled, and we believe that ClinSeq and CSER, through 

these recommendations, have changed the practice of genomic medicine.  

Our novel approach has led to new insights on secondary findings including heart 

disease,49 malignant hyperthermia,50 diabetes,51 a novel form of arrhythmia52 and 

discovery of a late onset neurometabolic disorder.53 Finally, we have generalized this 

approach to a genome-wide approach, identifying loss of function variants in 

haploinsufficiency genes, followed by phenotyping54 Roughly half were positive, which 



shows that 3% of the population have an autosomal dominant disorder resulting from 

these variants, and are unaware of it. We have shown that high penetrance alleles that 

can be used to predict diseases that are more common than previously known, and the 

yield for this type of screen is high. Also, it provides a pathway toward larger scale 

discovery, which we are proposing to pursue through a CSER collaboration to pool our 

data to allow for further hypothesis-generating research. This will provide CSER with the 

capability to not only pilot predictive medicine, but to perform discovery as well. CSER is 

the ideal setting for this effort as it combines the datasets and clinicians who are expert 

at deep phenotyping of rare diseases, which our efforts have shown are collectively, not 

rare after all.   

The ClinSeq social and behavioral team has described altruistic and personal 

motivations for undergoing sequencing,55 high interest in learning results,56 promising 

communication and clinical use of returned variants and high perceptions of uncertainty 

about future results.56 We have also explored novel constructs to evaluate preferences 

for the return of results. Our efforts have revealed participants with avoidance of 

information or forecasting high negative affects avoided learning variant results for both 

preventable and non-preventable disease risk.57 Participants perceiving high ambiguity 

in results are less interested in variants for non-preventable disease and carrier status58 

and those seeking high injunctive and descriptive norms are more interested in receiving 

all types of results (unpublished data). We are currently completing a randomized 

controlled trial of return results comparing two delivery modes. Future studies are 

planned in an African American cohort that is under recruitment.   

The ClinSeq investigators initiated a CSER project to develop a taxonomy of 

uncertainty for genomics information that will be made available as an interactive 

website for investigators. The taxonomy categorizes the dimensions of uncertainty 

throughout the sequencing process to promote consistent descriptors of uncertainty to 



guide research and clinical care.  

 

HudsonAlpha Institute for Biotechnology 

The HudsonAlpha CSER project, conducted with investigators at the University 

of Alabama at Birmingham and the University of Louisville, and is providing genomic 

diagnoses to children with intellectual disability, developmental delay, and related 

phenotypes.  We aim to not only diagnosis children with overtly pathogenic variants in 

well-studied genes, but also to discover novel genetic contributions and the mutational 

mechanisms, including pathogenic non-coding variants that lead to these 

phenotypes.  We are also examining several more general issues related to the 

implementation of clinical genomic testing, including: partnering with community-based 

clinics outside of large academic medical centers to evaluate the psychological effects of 

genetic results, especially those that are uncertain; and determining how timing of 

soliciting preferences with respect to secondary genetic results influences the effects of 

those results.  

In pursuit of the above goals, we enroll children with unexplained physical and 

cognitive disabilities via a pediatric neurology clinic. When available, one or both 

biological parents are also enrolled. To date, we have enrolled 293 affected probands 

from 265 families (776 participants) and with overall goal of 450 probands (1,350 

participants).  While originally based on exome sequencing, we now applying whole-

genome sequencing (30x). Results to date indicate the considerable clinical utility of 

genomic testing in this population, including examples of improvements not only to 

management of symptoms in probands but also to the psychological well-being of 

parents. Our results, infrastructure, and experiences with CSER are facilitating dramatic 

expansions of clinical sequencing at HudsonAlpha along with clinical partners across 

Alabama and beyond.  



 

 

University of Michigan (MI-ONCOSEQ) 

Initiated in April of 2011, the Michigan Oncology Sequencing Center (MI-

ONCOSEQ) project set out to translate and exploit advances in high throughput 

sequencing towards the development of a “personalized” strategy for cancer. A pilot 

“proof-of-principle” study was conducted which prospectively enrolled participants with 

advanced cancers for comprehensive mutational analysis.59 Subsequently, a number of 

important discoveries resulted from this analysis including the discovery of a novel gene 

fusion, NAB2-STAT6 in a rare cancer, solitary fibrous tumor (SFT).60 We also identified 

gene fusions involving the FGFR gene in diverse cancers, including breast and prostate 

cancer,61 several of which are potentially targetable by available therapies. 

Under the CSER mechanism, we carried out integrated sequencing (whole 

exome sequencing of tumor/normal and transcriptome sequencing) to obtain a view of 

the landscape across of the genetic alterations in individual tumor specimens that can 

identify informative and/or actionable mutations. Thus far, we have enrolled a total of 

333 adult and 99 pediatric participants in the study. Of the 432 enrolled participants, 

370 participants have undergone full sequence analysis, for whom a molecular report 

was returned to the treating physician. Overall, the average turnaround time from sample 

collection/receipt to return of results to physicians was 62 days. Clinically relevant results 

were identified in approximately 60% of participants and clinically significant germline 

aberrations were identified in 26 adults and 10 pediatric participants. 

The MI-ONCOSEQ study has resulted in a number of significant research 

findings. Early on, we reported the activating mutations in ESR1 that are an important 

mechanism of acquired endocrine resistance in breast cancer therapy.62 Our UM team in 



collaboration with investigators across the Prostate Cancer Foundation-Stand Up 2 

Cancer (PCF-SU2C) Dream Team sites, led a study to develop a precision medicine 

framework for metastatic, castration-resistant prostate cancer (mCRPC) by obtaining a 

comprehensive picture of cancer-related mutations and to incorporate this information 

into therapeutic strategies and/or enrolling subjects into appropriate clinical trials.63 

Recently, we reported the results from 102 pediatric participants enrolled in the PEDS-

ONCOSEQ study,64 the first real-time, integrated genomic sequencing study in children 

with relapsed cancers. Surprisingly, we found that 10 percent of the participants had an 

inherited cancer risk potentially impacting multiple family members and these families 

were referred for genetic counseling. Finally, in order to improve the extractable data 

from low-quality samples such as FFPE, we developed an exome-capture transcriptome 

protocol showing greatly improved performance on degraded RNA65 that enables 

measurement of absolute and differential gene expression, and of calling genetic 

variants and detecting gene fusions. 

Our long-term goal is to achieve a more clinically feasible turnaround time for 

sequencing. To close the gap in this area, we have developed a targeted panel that 

significantly reduces the sequencing timeframe and we are exploring other approaches 

to narrow the analysis pipelines. 

MI-ONCOSEQ included a multifaceted project to consider ethical and 

psychosocial aspects of patient participants with advanced and refractory cancers 

undergoing clinical sequencing. A mixed-methods approach - including observations of 

tumor board proceedings, qualitative interviews with key stakeholders, deliberative 

sessions, and quantitative surveys of patient participants and referring oncologists - has 

examined issues involved in the interpretation and disclosure of sequencing results to 

clinicians and patient participants. Findings to date suggest notable challenges for 



informed consent and communication of genomic results, given high expectations of the 

clinical utility of next-generation sequencing and patient participant preferences for the 

disclosure of a wide range of secondary findings.66 Future plans include the 

development and evaluation of different techniques for educating  participants and 

clinicians about NGS in a cancer context, with a focus on a) effectively managing the 

high volume of information generated by sequencing and b) conveying both the clinical 

implications and limitations of test results. 

 

University of Washington\ (NEXT Medicine) 

The New Exome Technology in (NEXT) Medicine study is exploring the 

incorporation of exome sequencing into the clinical care of participants  being evaluated 

for hereditary colorectal cancer and/or polyps.67 The project’s primary goal is to use a 

randomized controlled trial to evaluate the challenges and potential benefits of using this 

technology compared to usual care in the clinical genetics setting,67 with an emphasis 

on diverse measured outcomes.68, 69 NEXT Medicine personnel are developing a 

framework for the return of secondary findings and incorporating these results into the 

electronic health records (EHRs) of participants, piloting active clinical decisions support, 

as well as assessing downstream health and economic outcomes.  

NEXT Medicine study personnel have established a CLIA laboratory pipeline that 

provides sequencing and annotation for study participant exomes. A secondary finding 

gene list has been developed70 and continues to be revised by the NEXT Medicine 

Return of Results committee. Variants in these secondary finding genes are interpreted 

based on a framework established as part of the project, which requires a high threshold 

of pathogenicity evidence to return a secondary finding variant.71 Two separate reports 

are given to participants and placed in their EHR;72 one for diagnostic findings and one 



for secondary findings. To date, 8.4% (7/83) of participants have had an additional 

diagnostic finding returned by exome sequencing that was not identified by their clinical 

test. In addition, 2.4% (2/83) of participants have had an actionable secondary finding 

variant. We have designed and implemented a tool to measure participant 

preferences.73, 74 and have shown value in returning actionable secondary findings68 and 

using panel testing for colorectal cancer.68 We have studied and optimized active 

decision support rules using user centered design principles and working prototypes. We 

have also developed a process to enter results in a discrete choice format which has 

enabled piloting and evaluation of active decision support alerts in the EHR for this 

ongoing study.75  

The work of the NEXT Medicine study has informed the medical genetics 

community regarding the likelihood of identifying a pathogenic, medically actionable 

secondary finding in a genomic test.71 The NEXT Medicine incidental finding gene list 

has been shared with the ACMG committee tasked with developing an actionable gene 

list22 and other researchers and laboratories providing a reference point for those 

addressing similar issues incorporating genomic sequencing into clinical practice. These 

investigators also lead a multi-site consensus paper on return of genomic results to 

research participants.5 Their work with EHR vendors and other companies has aided in 

the prioritization of incorporating genomic information into the medical record in a 

scalable, usable way.31, 76 A robust program in legal and regulatory issues77, 78 related to 

next generation sequencing has supported the legality of returning certain non-CLIA 

research results79 and suggested specific post-market FDA regulations to improve 

patient safety.80 

Ongoing work of the NEXT Medicine study includes the discovery of new 

colorectal cancer and polyp risk genes and variants. Study personnel also explore 



participant experiences with receiving exome sequencing results and non-genetics 

providers’ views on integrating genomic sequencing into their clinical practice. The 

investigators will continue to respond to the dynamic legal and regulatory climate. 

 

  



Supplemental Note: Focus and Progress of the Individual R-Awards 

 

Boston Children’s Hospital 

Our R01 grant “Returning Research Results in Children: Parental Preferences 

and Expert Oversight” empirically explores the extent to which participant preferences 

can reliably guide the return of individual genomic research results in a pediatric 

setting.  

Through an iterative series of interviews with parents, we developed a 

preference-setting tool that allows participants to choose which results to receive based 

on the severity and preventability of conditions.81 The model also allows participant to 

opt out of receiving results for categories of conditions perceived by parents in our 

interviews to be highly sensitive – mental illness, developmental disorders, and 

childhood-onset degenerative conditions – as well as adult-onset conditions not treatable 

during childhood. 

The goals of our study were to test participants’ response to biobanks with 

different return of results policies and a preference setting model, and to use 

hypothetical research results to determine whether participants fully understand the 

implications of their stated preferences. We conducted an online survey of parents of 

children at BCH. Participants were randomized into one of four hypothetical biobanks 

with different result return policies: “All” results returned; “None” - no results returned; 

“Binary” - choice to receive all or none; or “Granular” – use preference setting tool to 

designate types of results to receive. Groups were shown a “Hypothetical Result Report” 

with results that they may/may not receive based on the group they were randomized to, 

and on their choices (Binary and Granular only). The Binary and Granular groups were 

then given the option to reset their preferences. Our initial data suggest that the ability to 



designate preferences leads to greater satisfaction and may increase biobank 

participation,82 and other manuscripts have been submitted or are in progress. 

Finally, we conducted a series of interviews of parents who had received 

genomic research results on their child to assess the impact of return of research results 

on families and several key findings are under preparation for publication.  

 

Cleveland Clinic 

This 3-year R01 grant aims to develop best practices for “Presenting Diagnostic 

Results from Large-scale Clinical Mutation Testing”. Its goals are to examine patients 

participants’ and genetic professionals’ perspectives on the presentation of diagnostic 

findings from clinical genomic testing. Using a combination of empirical methods, the 

project seeks to characterize patient participant and provider expectations of clinical 

genomic testing. In addition, the project will develop a short, 20-item instrument for 

measuring patient participants knowledge of clinical genetic testing. 

The empirical studies proposed for this project were completed in 2013. These 

included participants’ interviews and surveys, focus groups with genetic professionals, 

and development of an instrument for measuring participants’ knowledge. Multiple 

peer-reviewed publications were produced by members of our study team.83-87 These 

publications highlight the complexity of managing diagnostic results produced through 

highly multiplexed forms of genetic analysis, such as whole-exome sequencing. These 

studies also highlight a high level of interest in genomic risk profiling among participants 

seeking preventive health and wellness services. Additional publications are in 

preparation for publication. In addition to these empirical studies, members of the project 

team conducted conceptual studies of relevant issues in the adoption of clinical 

genomics. These studies resulted in multiple keynote presentations at national 



conferences and peer-reviewed papers in prominent medical journals.88, 89 Lastly, in 

partnership with other CSER Consortium sites, project leaders contributed to jointly 

authored papers that sought to define best practices for implementing new forms of 

genomic testing.5, 90 

 

Johns Hopkins School of Medicine 

The overarching goal of this project is to facilitate the development of the 

normative and legal framework necessary to return results of genomics research 

conducted using residual newborn screening dried blood samples (DBS) to the parents 

of individual research participants.  Specifically, the project goals are to identify key gaps 

in the regulatory framework in which legal considerations related to the return of results 

of genomics research using DBS have not been fully considered and to develop specific 

recommendations regarding key elements that need to be addressed by state policy 

makers in order to implement a system in which results from genomics research with 

DBS are returned to parents. Careful consideration of these issues is important because 

newborn screening is a coordinated system of education, screening, follow up, 

diagnosis, and treatment that requires collaboration between state newborn screening 

programs and clinical care providers. 

A manuscript that explores the circumstances under which returning a subset of 

results of genomics research conducted using DBS to parents may be beneficial to 

research participants, state newborn screening programs, and the research enterprise 

has been published.91 Significant changes to the newborn screening program 

infrastructure would be needed to return results of research conducted using DBS to 

participants’ parents. This manuscript explores whether research results should be 

returned in this context, what types of results should be returned, and by what 



mechanism results should be returned. Manuscripts that discuss the lessons learned 

regarding the development of state policies in the context of historical experience with 

the expansion of newborn screening and the development of biorepositories using DBS 

and the ethical obligations of researchers to return unanticipated research results to 

infants’ parents currently are in preparation. 

 

Columbia University 

The Columbia R01 Award has been examining research participants’ 

preferences for learning secondary findings from genomic research studies. Two 

hundred and nineteen genetic research participants (38% response rate) completed a 

questionnaire on their preferences to learn about 11 categories of secondary findings 

including ancestry, pharmacogenetics, carrier status, and secondary findings associated 

with a personal disease risk of variable severity and penetrance. The majority (73%) of 

respondents indicated that they wanted to learn all results. There were only four types of 

secondary findings (depression, Alzheimer’s disease, Huntington’s disease and 

pancreatic cancer) for which more than 10% of respondents indicated they would not 

want to receive results. Respondents who reported higher levels of concern about 

genetic secrecy or had no college education were less inclined to request all results. 

There was a modest correlation between respondents who had children affected with a 

medical condition and not wanting to learn all results. In our interim analysis we have 

found no difference in the psychosocial and behavior measures administered pre-test 

and one month post disclosure including no difference in depression or anxiety. The 

genetic counselor for the study, reflected on her experience of obtaining consent and 

disclosing genomic results as part of this study, including the importance of an 



interactive, patient participant -centered counseling model to facilitate informed patient 

participants choices.92 

We have also assessed genomic researchers’ perspectives on the return of 

secondary findings to research subjects. We found that researchers in general support 

the return of secondary findings but had concerns about the potential burdens it may 

have on research.93 Support for returning certain types of results was correlated with the 

clinical experience of the researcher.94 

 

Mayo Clinic/University of California- San Francisco/University of Minnesota 

This 5-year R01 on “Disclosing Genomic Incidental Findings in a Cancer 

Biobank: An ELSI Experiment”,95 funded by NCI and NHGRI, combines empirical and 

normative bioethics methods to address the question of what genomic research results 

and secondary findings should be offered to a participant’s family members, including 

after the participant’s death. This is a pressing question for genomics projects involving 

participants with life-limiting diseases and projects archiving data for long-term research 

use. Balancing participant privacy and preferences regarding release of genomic data 

with family health and reproductive concerns is challenging. Data and policy guidance 

have been lacking on return to family in genomics research. Leveraging unique 

resources at the Mayo Clinic, University of Minnesota, and UCSF, this project is filling 

that gap. 

Aim 1 has assessed individual and family member attitudes and preferences 

using in-depth qualitative interviews and a structured survey.96 Aim 2 convened a 

multidisciplinary national working group to conduct an in-depth ELSI analysis of return of 

genomic results to family members, generating consensus recommendations published 

in J Law Med Ethics as part of a special issue produced by the project.36, 97 We have 



convened a national conference whose proceedings are archived online for free public 

access,98 co-directed an international comparative workshop at the Brocher Foundation, 

and generated web-based resources, including an extensive bibliography. Aim 3 is 

prototyping and evaluating a procedure for offering probands’ genomic results to family 

members. Aim 4 is developing tools for education on these issues, consent, and “best 

practice” governance by genomic biobanks. 

 

Seattle Children’s Hospital 

The main goal of our project was to evaluate the use of a web-based tool, My4699 

for the management and return of secondary results from exome sequencing. We 

recruited 144 research participants or parents of minor research participants whose 

exomes were already sequenced as part of existing research studies on a range of 

Mendelian and complex phenotypes. Participants selected secondary result preferences 

using My46 by category: no primary results were offered for return. We offered a wide 

range of results for return, including results from the “ACMG list” and a range of 

secondary risk and carrier status results. Participants were randomized to receive results 

either by phone from a genetic counselor or through My46, with the option to talk to a 

genetic counselor after receiving results. 

We assessed outcomes through online surveys (anxiety, depression, 

satisfaction, impact of results scales) and through interviews at three time points with a 

subset of participants. We evaluated use of My46, including result preference changing, 

reasons for preference changing, and site usage (e.g., review of educational material, 

time to set preferences and review results). We collected data about sharing of result 

information with family and health care providers. Analyses are ongoing, but suggest 

that there are no adverse impacts from use of My46 for return of results, when compared 

to return through a genetic counselor. We have published several papers on: 1) self-



guided management of CGES results,100, 2) genetics professionals’ attitudes towards 

return of CGES results101 and 3) the practices and policies of existing ES clinical service 

providers.102 Several manuscripts are in preparation about secondary results 

preferences, expectations and responses, parental decisions about secondary results for 

their children, and detailed comparison of endpoints between those receiving results 

from My46 and those receiving results from a genetic counselor. 

 

Children’s Mercy Hospital  

This individual R21 project critically examines the conceptual and normative 

foundations of the claim that it is permissible, and perhaps even obligatory, to return 

certain individual research results in genomic research.  It is, thus, philosophical in 

nature with an emphasis on clarifying important terms, concepts, and principles, drawing 

important distinctions, and analyzing and evaluating normative arguments related to 

ethical duties in genomic research.  As such, the “results” of the research differ 

significantly in nature from standard empirical methodologies.  That noted, in terms of 

measurable results, the project has thus far produced 5 publications in peer-reviewed 

medical and bioethics journals and 8 presentations at national meetings.  The 

publications are as follows.103-107 

Though funding for this project ended in August 2014, several journal articles remain 

under work with submission expected in the fall of 2015.  These include a paper offering 

a historical and conceptual analysis of “actionability” as a fundamental criterion 

associated with the ethical duty to disclose individual research findings, as well as a 

paper examining how the purported right of children to an “open future” bears on ethical 

issues in pediatric genomics and pediatric genomic research (which will be presented 

and discussed within the CSER Pediatrics Working Group this fall). 

 



Columbia University Medical Center 

The aims of this study focused on the development of potential approaches for 

dealing with the key challenges regarding informed consent—especially for secondary 

findings—related to return of genomic data. Based on a systematic literature review, the 

investigators developed options for inclusion of information in the consent process, 

which were embodied in semi-structured interviews for genomic investigators (n=28) and 

research participants (n=20), and a survey for genomic researchers (n=254). (Interviews 

and survey were conducted jointly with the other Columbia R award described in this 

section.)  

Ninety five percent of researchers surveyed believed that research participants 

should be offered secondary findings for highly penetrant disorders with immediate 

medical implications. However, there was no consensus on returning incidental results 

for other conditions. Regarding informed consent, most researchers and participants 

endorsed disclosure of extensive information about return of secondary findings. 

However, most researchers were willing to devote 30 minutes or less to this process.108-

110 Because of the disjunction between views about the information that should be 

disclosed and the time available, the findings strongly suggested a need for innovative 

approaches to informed consent. Based on the survey results and interviews, 4 models 

of consent were identified: traditional consent, staged consent, mandatory return, and 

outsourced consent.111 

To ascertain how genomic investigators would respond to these models, we went 

back to our original subject pool. Responses from 198 genomic investigators indicated 

that, without resource constraints, approximately 1/3 would endorse either staged 

consent or traditional consent; outsourced consent and mandatory return were favored 

by only a small minority. However, taking resource constraints into account, roughly 50% 

would favor traditional consent, with support for staged consent only 13%. Thus, 



traditional approaches are seen as most viable under current circumstances. However, 

there is considerable interest in staged consent, assuming the infrastructure to support it 

can be provided.108 

 

 

Vanderbilt University 

In our project, entitled “Returning Research Results of Pediatric Genomic Research 

to Participants,” we proposed to focus primarily on the legal landscape in which these 

decisions are made.  Put simply, our project could not have been more timely, given the 

enormous attention to pediatric genetic testing in recent years. Our group was quite 

productive, publishing four different papers that address legal and ethical issues in 

detail.112-115 We have also contributed in important ways to the work of CSER regarding 

these issues.7, 116, 117 Finally, several of us have been heavily engaged in discussions 

about pediatric genetic testing beyond the scope of this grant and the CSER Consortium 

in scholarly and in practical domains.   



Supplemental Note: Focus and Progress of the CSER Working Groups 

 

Electronic Health Records Working Group 

This working group has a mission to “understand and facilitate cross site 

collaboration nationally around informatics work as related to a) integration into 

electronic health record (EHR), b) integration into decision support, and c) linkage to 

variant databases/knowledge bases (VDBKB). The group first focused on characterizing 

the current state of the art across the initial six CSER sites in terms of incorporating 

whole exome and genome sequencing data into the EHR for results review and for 

clinical decision support.118 Key findings included heterogeneity in workflow and 

informatics tools with predominant mode of delivery of results being non-computable 

PDF documents with only two sites working on computerized decision support systems. 

Then in collaboration with the now eight CSER sites (the 9th not having an EHR) and 

eMERGE sites, the working group focused on identifying current approaches to the 

display of genetic information in the EHR (where in the record and how displayed) as 

well as making cross CSER/eMERGE recommendations for best practices.31 Key 

findings included validating heterogeneity of information flow and importantly 

heterogeneity of results display even within a single institution depending on for example 

source of test results. Recommendations included improving consistency and 

interoperability among EHR systems that receive and display genetic information.31 The 

working group is currently developing cross-institutional projects focused on genomic 

clinical decision implementation.76 

 

Sequencing Standards Working Group  

The mission of the Sequencing Standards working group is to develop a set of 



technical standards for clinical sequencing, develop best practices for variant 

confirmation, and establish mechanisms for communicating uncertainty in clinical 

sequencing data. Key areas of focus include minimum coverage and quality metrics, 

turnaround time, data formats, and new approaches to sequence challenging genomic 

regions.  The working group also helps establish tools to share sequence data between 

projects, and collaborates with other working groups and sites to share uniform quality 

standards. One of the main studies from the working group seeks to identify clinically 

relevant genomic regions that are poorly covered in whole genome and whole exome 

sequencing across all ten CSER sites.  Briefly, the analysis of the working group 

identified poorly covered regions that are common to all sites, those that are dependent 

on specific methodology, and those that are unique to a single site.  The study discusses 

factors that contribute to poorly covered regions, and examines the potential clinical 

impact of these poorly covered regions. In addition to highlighting clinically relevant 

poorly covered regions, the study provides a roadmap and tools for other sequencing 

centers to conduct similar analyses with their own data. 

 

Genetic Counseling Working Group 

This working group is investigating current genetic counseling topics related to 

clinical genome and exome sequencing (CGES), including but not limited to recruitment 

and enrollment, obtaining informed consent, returning sequencing results and 

interactions with patient participants and families in both research and clinical settings. 

The group has published the results of a qualitative interview study on experiences in 

informed consent for CGES.3 These findings will contribute to the development of a 

guidance paper on informed consent in collaboration with the Informed Consent and 

Governance Working Group. In addition, the group has published case studies on 

challenging cases in informed consent and lessons learned in return of results.4, 119 



Members of the working group have participated in the education of genetic counselors 

on the topic of informed consent at several national conferences including a plenary 

session at the National Society of Genetic Counselors (NSGC) Annual Education 

Conference in 2014. In addition, a two-part series was published in Perspectives in 

Genetic Counseling, a quarterly magazine published by the NSGC, on genetic 

counselors’ roles within the CSER Consortium and balancing research and clinical 

roles.120, 121 The group is in the planning stages for a second study analyzing 

experiences in return of results. 

 

Actionability and Return of Results Working Group 

 This working group is defining the principles and processes guiding the definition 

of an “actionable” gene across the Consortium, highlighting common outcomes and 

seeking to understand the rationale underlying differences, to develop a consensus 

regarding the classification processes, and to develop resources to support decisions 

with respect to pathogenicity and actionability. The working group has published an in-

depth report on the approach to secondary findings within each CSER project, the 

respective definitions of actionable genes, and examples of challenging cases,70 as well 

as a collaborative paper with the eMERGE Consortium in which obligations and 

opportunities around the return of secondary results were further defined.5 The working 

group is currently preparing a manuscript on best practices across the Consortium for 

variant sign out, as well as a manuscript summarizing the various CSER approaches to 

characterizing and returning recessive carrier traits, and undertaking initiatives around 

data sharing as well as the interface between clinical care and research. 

 

Informed Consent Working Group 

The Informed Consent & Governance (ICG) working group addresses the 



pragmatics of the informed consent process and governance of genome sequencing by 

supporting the development of new and creative approaches to consent including 

standardized language and protocols; compiling CSER experiences with institutional 

governance of genomic data in research and clinical settings; and where appropriate, 

integrating governance recommendations with best practice and/or model language for 

consent. The working group has published a review of CSER project consent forms90 

and contributed to additional products led by the Pediatrics working group. The working 

group is currently preparing three manuscripts: one that provides guidance on consent 

for clinical sequencing, another commentary on the governance of returning results from 

genome sequencing, and a review of state disclosure laws and their impact on informed 

consent for CGES. 

 

Outcomes and Measures Working Group 

The goals of the Outcomes and Measures (OM) working group are to: (1) identify 

priority areas in psychosocial, behavioral, and outcomes research related to genome 

sequencing and return of results,6 (2) facilitate the exchange of knowledge about 

psychosocial and behavioral outcome measurement across consortium projects, (3) 

develop research strategies to generate evidence that inform healthcare policies, and (4) 

develop new measures as needed. Early OM working group efforts centered on the 

coordination of measures across consortium sites for key outcomes such as anxiety, 

depression, multidimensional impact, and decision satisfaction. The OM working group 

is currently conducting preliminary cross-site analyses of psychosocial and healthcare 

resource utilization data in an effort to understand the heterogeneity of these outcomes 

across different populations and identify effective and pragmatic data collection 

approaches for future prospective studies. Additional ongoing projects include a cross-

site investigation of participants’ motivations for having sequencing and an evaluation of 



the diverse range of qualitative methods used within the consortium research studies. 

The ultimate goal of the OM working group is to advance our understanding of the 

potential efficacy and harms of sequencing, as well as our understanding of the costs 

and impacts of genome sequencing on the healthcare system 

 

Pediatrics Working Group 

This working group seeks to (1) identify the unique ethical, legal, and practical 

challenges relating to clinical and translational genomics involving pediatric populations 

and (2) develop workable, appropriate solutions for addressing these challenges. The 

first product of the working group was a paper examining points of agreement and 

disagreement between two recommendation documents published in 2013,7 the first 

issued jointly by the American Academy of Pediatrics (AAP) and American College of 

Medical Genetics and Genomics (ACMG) targeting genetic testing,122 and the second 

issued by the ACMG focused on secondary genomic results.22 A second product 

explores the responsibilities of parents and pediatric providers in making decisions 

related to genomic sequencing of children.123. A third paper, in press, proposes a 

framework for addressing consent for pediatric participants in genomic research as they 

reach the age of majority.116 In the coming year, the working group is planning two 

projects: the first exploring how the concept of the child’s right to an “open future” should 

be applied to pediatric genomic testing, and the second examining emerging methods 

used by investigators to keep pediatric research participants engaged with genomic 

research studies. 

 

Tumor Working Group 

The mission of the Tumor working group is to explore the unique technical, 

interpretive and ethical challenges and considerations involved in clinical tumor 



sequencing and to contribute to the development of best practices for these tests. These 

collaborative efforts involve investigators from the three CSER sites performing clinical 

tumor sequencing as well as others focusing on germline studies of cancer phenotypes, 

given the critical shared challenges of tumor and germline sequencing. Working group 

efforts initially focused on education of the oncology community regarding the spectrum 

of potential results that can be revealed by clinical tumor and germline sequencing and 

their implications for laboratories, clinicians, and cancer patient participants. A 

manuscript on this topic related to the ACMG guidelines for reporting of germline 

secondary findings was published in the Journal of Clinical Oncology and a second 

manuscript focusing on the potential for discovery of clinically significant germline 

variants from tumor-only sequencing has recently been published in the Journal of the 

National Cancer Institute.45, 124 Ongoing working group efforts have centered on 

annotation of tumor variants and the critical issue of determining “actionability”. The 

working group and NIH staff organized a symposium on this topic at the 2015 AACR 

meeting and are currently partnering with the ClinGen Somatic working group to develop 

standards for tumor variant classification. 

 

Practitioner Education 

A core goal of the CSER Consortium is clinical implementation of genomics and 

there are a large number of practitioners participating in the ongoing trial. Given the 

accumulating experience with practitioner education within our consortium the CSER 

Steering Committee formed the Practitioner Education working group in Summer 2015 to 

explore the unique educational needs of healthcare providers. The term “practitioner” is 

broad and is meant to include physicians, nurses and other non-genetics specialist 

providers. We are currently compiling and assessing available resources and looking for 

gaps and avenues for using our expertise and shared experiences within CSER to help 



practitioners better understand genomics and how to apply it in a clinical setting. Topics 

such as determining the most appropriate genetic test to order, how to interpret a 

genome sequence, dealing with uncertainty and discussing genomics with a patient/ 

patient participant will be important aspects to educational materials that are created and 

disseminated. Available educational resources for healthcare practitioners have been 

compiled and shared in a repository on the CSER Coordinating Center website.  
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