The caBIG Silver Level Review Interim Report for caMOD 2.1

- final Reviewer’s Decisions

The reviewers’ decisions are highlighted in red as listed below.
The developers/model owners have 30 days to fix the abbreviated list of requested items (see below). 

It is expected that the other items from the full interim report will be properly modified in the next release of caMOD.

-The caMOD review team.

TargetedModification:


Attribute and association:

· It seems TargetedModification.geneId refers to a Gene Genomic Identifier. If this is the case, this project failed to use Genomic Identifiers Standard. To be able to use this standard, developers need to have a separate Gene class with the attributes that correspond to TargetedModification.geneId and associate this class with TargetedModification. 

At the time of registration, the Genomic Identifier standard did not exist. We will explore its use in the future revision of caMOD UML model.

· In case there is a valid reason of not using the standard, the developers can at least improve annotation and description of TargetedModification.geneId , so that any user will be able know whether they are referring to Entrez Gene and/or Ensembl Gene  Identifier. Furthermore they can use one of the Genomic Identifier value domains generated for Genomic Identifier standard.

Two years ago, it was LocusLink. Entrez is the successor for LocusLink. Thanks, we will look into this in the future.

Reviewer’s decision: TargetedModification.geneId needs to be defined as Locus/Entrez gene IDs which are actually used by the project.

To-do: Ulli – change UML definition and make sure standard CDEs are used.
	
	Before
	After

	UML definition of attribute TargetedModification.geneId
	Identifier of a gene following a nomenclature or referring to a standardized collection or database.
	Identifier of a gene in LocusLink and Entrez Gene. The LocusLink identifiers were used until LocusLink was replaced by Entrez Gene. 

Entrez Gene is a National Center for Biotechnology Information (NCBI) database for gene-specific information. The identifier that is assigned (GeneID) is an integer, and is species specific.

	Should be linked to 
	
	Public ID 2322246

Gene Entrez Gene Genomic Identifier


ScreeningResult:

· “Phase” may be a better primary concept than “Experiment”. Currently the CDE for this attribute look like “Experimental Outcome Screening Phase Experiment”

Okay!

Reviewer’s decision: re-annotate primary concept. -ULLI
GenomicSegment:

Attribute and association:

· “Location” may be a better primary concept than “DNA Integration”. Currently CDE for this attribute looks like “Genomic Segment Location DNA Integration”.

Okay!.

Reviewer’s decision: re-annotate primary concept. -ULLI
Nomenclature:

· Class is annotated with “Name” concept while there is Nomenclature concept that better describes it.

We are not sure when this concept was made available; we will look into this in the future.

Reviewer’s decision: re-annotate with “Nomenclature”. -ULLI
YeastModel:

· Class is not annotated with “Model”.

Yes, we agree. This will be addressed in the future.

Reviewer’s decision: add the concept of model in definition. -ULLI
Xenograft (Animal & InVivo Model)

· geneticManipulation: the description for “genetic” should have been less specific in its reliance on sperm and egg. A suggested definition from wikipedia.org such as: “Genetics is the science of genes, heredity, and the variation of organisms” would have been more appropriate. A new concept in EVS would have to be created seeing that only one concept exists.

We will pass the comment on to the EVS team.

Reviewer’s decision: re-annotate. The EVS team could create the concept as requested. -ULLI
I think that a reference to the field of Genetics is not correct here. What it is really asking for is "how was the DNA of the cell line altered". So, let's substitute "DNA" in place of "Genetic".
· growthPeriod: the concepts are not 100% in congruent with the UML definition. While “growth period” is accurately described, concepts describing tumor growth from transplantation to tumor harvest is not adequately captured. To alleviate the situation, additional concepts could be added such as for tumor and harvest. Transplantation is covered by the class concepts. 
Reviewer’s decision: re-annotate. – look at UML definition, make better if necessary, fix CDEs for the attribute - ULLI
InvivoResult (InVivo Model)

· toxicitySurvivors: the code or identifier had no concept definition as found in the UML definition. The sample treatment, assuming from the garbled UML definition, also had no concept definition.

Data for toxicitySurvivors are part of the DTP in-vivo dataset and they describe the number of animals who survived a defined number of days when treated with a particular drug. A data example is 05/06. Five out of six animals survived until the toxicity evaluation day.  The UML definition states “Special code identifying the survival and sample rates for a given test.” We agree with the reviewer that a concept code for ratio would clarify the issue.
Reviewer’s decision: re-annotate. -ULLI
EndpointCode (InVivo Model)

· Code: repetitive concept descriptions for this class and attribute. This class should have been named just Endpoint for proper semantics.

· Description: UML description does not match attribute concept description!

We agree with the reviewer. The UML definitions for code and description have been accidentally reversed.

Reviewer’s decision: need to fix the above. -ULLI
	
	Before
	After

	UML Definition for attribute EndpointCode.code
	Endpoint code description.
	Endpoint code representing a parameter for measuring success of anti-drug screen test.

	UML Definition for attribute

EndpointCode.description
	Endpoint code representing a parameter for measuring success of anti-drug screen test.
	Endpoint code description.


Agent (Animal Model)

· Name: circular definition of name in the UML description. Can’t use name to describe name.

Okay! Can be addressed.
Reviewer’s decision: need to fix the above. –ULLI
	
	Before
	After

	UML Definition for attribute Agent.Name
	name, brand name or chemical name of the therapeutic agent
	The name of the agent used in the treatment/intervention regimen (chemotherapy, immunotherapy, radiation therapy, hormonal therapy, etc.).


· isCMAPAgent: this abbreviation should be defined in the UML definition otherwise the UML definition is fine. Agent is already defined in the CDE in the classname – poor CDE structure.

Agreed. Will be changed in the future;
Reviewer’s decision: need to fix the above. -ULLI
	
	Before
	After

	UML Definition for attribute Agent.isCMAPAgent
	If the object is CMAP agent.
	Flag that indicates if the therapeutic drug is listed in the Cancer Molecular Anatomy Project (CMAP, http://cmap.nci.nih.gov)


Treatment (Animal Model)

· adminRouteUnctrlVocab: the concept for “text” should be removed and replaced with “vocabulary”. Please note that the “order of the concepts” is important for proper formation of the CDE. 
We will pass this comment to the caDSR/EVS team.

Reviewer’s decision: re-annotate. - -ULLI Qualifier concepts 1 and 2 should be switched
InducedMutation

· GeneId: should be defined as one of the caBIG standard genomic identifiers or be more specific about the source or database where the ID’s were originated.

At the time of registration, the Genomic Identifier standard did not exist. We will explore its use in the future revision of caMOD UML model.

Reviewer’s decision: need to clearly specify what gene identifiers are used. -ULLI
	
	Before
	After

	UML definition of attribute InducedMutation.geneId
	Identifier of a gene following a nomenclature or referring to a standardized collection or database.
	Identifier of a gene in LocusLink and Entrez Gene. The LocusLink identifiers were used until LocusLink was replaced by Entrez Gene. 

Entrez Gene is a National Center for Biotechnology Information (NCBI) database for gene-specific information. The identifier that is assigned (GeneID) is an integer, and is species specific.

	Should be linked to 
	
	Public ID 2322246

Gene Entrez Gene Genomic Identifier


GeneticAlteration

· UML definition refers to specific genetic alteration found in neoplastic legions, whereas the corresponding CDE has no concept of neoplasm.

We use GeneticAlteration in InducedMutation, SpontaneousMutation and Histopathology. We will change the UML definition in the future.

Reviewer’s decision: need to have definition changed. –ULLI
	
	Before
	After

	UML definition of object GeneticAlteration 
	Genetic alterations found in the neoplastic lesions of the animal model. These alterations are not made intentionally.
	A change in the genetic material triggered by outside influences (e.g., radiation, chemicals) or arising without apparent external cause.
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