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(compilation of Richard’s and Jamie’s notes)

AM Session 1 - Development

· Should the CTO development be use case driven or use case tested?

· Shouldn’t do both.

· If is parallels use cases too closely, it may not be extensible.

· Perhaps development should be use case “informed” rather than use case “driven”

· History of CTO

· Minimum information checklists to standardize data reporting started by the microarray field (MIBBI & MIBBI foundry)

· Checklists need controlled vocabularies to be interoperable

· FuGO designed to support high-throughput experimentation in functional genomics era using controlled vocabularies

· FuGO realized that their terms applied to multiple domains, including clinical trials

· FuGO evolved into OBI 

· Within OBI, decided we needed CTO

· How do we produce something useful in the near term?

· Start with the low hanging fruit?

· Start with high priority terms?

· Need to move forward in pragmatic ways – how do we balance 

· create a mission statement – identifying and applying principles for the creating of a good clinical research ontology, that would include all relevant elements of a clinical investigation including plan, etc. and applying objective evaluation criteria to assess its value; curation of central ontology using all of the related efforts; build based on existing minimum information sets; demonstrating its utility is essential; include scope, initial uses and users

· Who should build it?

· Who should fund it?

· Why should we do a new ontology?  What problems would this solve?

· minimum information sets need structured vocabularies (MIAME-FuGO/OBI)

· CONSORT minimum information standard and existing vocabularies as a starting point; build using principled structure

· marry existing clinical trial ontology projects; alternative – mapping between ontologies covering related domains ala UMLS

· why participate 
· why use – efficiency, clinical trials annotation (because clinical trials are increasingly becoming high-throughput)
· perhaps a feasible goal is to take the terms that people have already agreed upon in these various glossaries and put them into an ontological structure to add value; this is also an effective way to engage stakeholders for providing input

· need buy-in from people working on terms lists (CDISC, etc)
· If we accept that there is some merit in building the CTO based on the BFO/OBI structure, how do we leverage the existing ontology-related projects – RCT schema, Epoch, Bridg, CDISC, HL7, others?

· relationship with other ontologies

· Six axes of ontology – what kind of otology do we want to build

· Overview of current design principles

· Review high-level BFO/OBI structure.

· Review single is_a parentage principle.  Expressivity.

· Discuss distinction between instance, type, quality and role.

· Development example

· Population

· Study design

· Review top down/bottom up approach as outlined in talk; critique and revise approach.

· Other relevant terms lists.

· How do we merge term lists?

· How do we handle synonyms?

· How do we disambiguate terms like protocol?

· Assemble use cases.

· annotate current NIH trials/studies

· meta-analysis

· biomarkers in personalized medicine guidelines

· scientific use cases and administrative use cases – design, implementation, monitoring and analysis     

Session 2 – CTO Use

Norbert Graf – ontology-based clinical trial builder
Clinicians need user-friendly clinical view of ontology; don’t want to see Protégé representation
Trial Builder – enables trial chairmen to create reusable CFRs to allow collection of standardized data
Tools need to function with and without ontologies on the back end

Supports semantic interoperability

Dave Parrish – ITN visualization tool for clinical trials: CoMotion
CoMotion for trial state and status visualization
Cross-studies, individual studies, results from cross-studies, results from individual studies, enrollment status, milestone dates, contract values, management, geographic location, etc.
Built upon ontologies so that the visual representation is driven by the ontology, rather than being hard-coded in the application
Views are generated based on what is currently in the database
Chris Mungal –Phenote for annotation of genotype/phenotype data
Phenote – tool for curating associations between genotype and phenotype information from literature
Allows construction of composite terms from constituent ontologies

Alan Ruttenberg – harnessing the power of semantic web to answer scientific questions
Semantic web allows use of ontologies
Owl and RDF substrate
Using a reasoner to infer triples

Query with SPARQL

Integration and analysis of heterogenous data sets (Reactome, GO, MeSH, BAMS, SWAN, mammalian phenotype, and many more)
Session 3 - Where do we go from here?

· Scope and mission – scope should include clinical science: CIO – Clinical Investigation Ontology.  Should allow people to understand differences between trial and study.
· The CIO experiment #1

· Hypothesis, approach, results, assessment

· ACGT, RCT Schema, CDISC, BRIDG, Epoch (building blocks) to build vocabulary that supports minimum information standards
· select a random set of trials
· describe using existing terminology and CIO separately (1/2)

· meta-analysis of trial modeling using the CIO vs. X

Action Item - ITN/Epoch representation; Formulate uses cases together with the ITN, better support for use cases (will then ITN agree to use the CIO in the future); support for software application

Action Item – identify coverage and gaps of existing vocabularies

Action Item – overlay ontology structure on existing vocabulary; we are not re-inventing the wheel

· CIO experiment #2 – prospective experiment, modeling GAP

mapping to other useful vocabularies, e.g. MESH

· White paper publication

· Sign up sheet for future participants

· CTO wiki (slides on wiki as part of the agenda)

· Do we want to mirror the OBI organizational structure of advisors, coordinators and developers?
· Levels of participation
· Conference calls?  every 2 weeks

· Workshop?  

· (Drug and Drug Trial Workshop in a year)

· Clinical trialist perspective (DIA Conferences, including data management workshop)

· AMIA Annual Meeting 2008 – workshop

· Statistics community

· Data coordinating centers

· Timelines and milestones.

· Probably too early, but……..

· Funding sources

· NIH has workshop funding mechanisms (focused on the users) – R13

· Leverage the CTSA Program

· Matching funds from Pharma (make sure the FDA is there!)

· Society meetings

· NIH Program Network Meeting

· Protege collaborative development plug-in (3.3 beta) for commenting on terms in owl file
· Stakeholders
· CDISC will contribute to CIO project if scope and mission are clearly defined

· AMIA spring congress in 2008 with discussion on clinical research

· Connect with biostatistics people (BioConductor, R)
