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PrioritizationPrioritization
In principle, RMs are required for every mutation in every In principle, RMs are required for every mutation in every 
genegene

This is not realistic at present, so we must decide which This is not realistic at present, so we must decide which 
RMs to produce first.RMs to produce first.

We are looking for MAXIMUM IMPACT for the limited We are looking for MAXIMUM IMPACT for the limited 
resources available for RM productionresources available for RM production



Prioritization of RM Development 1Prioritization of RM Development 1

The number of potential users of the RMThe number of potential users of the RM
User surveys: Labs, developers, regulatorsUser surveys: Labs, developers, regulators
Current usage patternsCurrent usage patterns
Predicting the future Predicting the future –– expert inputexpert input

The geographical distribution of potential users of the RMThe geographical distribution of potential users of the RM
Ethnic panelsEthnic panels
Local issuesLocal issues

The availability or nonThe availability or non--availability of RMs for the target at presentavailability of RMs for the target at present
Expert knowledgeExpert knowledge
Regular contacts between expertsRegular contacts between experts
CataloguesCatalogues
Web portalsWeb portals



Prioritization of RM Development 2Prioritization of RM Development 2

The existence of national or international guidelines on The existence of national or international guidelines on 
screening/testing for the target mutation(s)screening/testing for the target mutation(s)

Guidelines drive panel compositionGuidelines drive panel composition
Differences between guidelinesDifferences between guidelines

The nature of the target mutation(s)The nature of the target mutation(s)
Affects format, costAffects format, cost

The range of assays used to detect the targetThe range of assays used to detect the target
Affects format, cost:  commutabilityAffects format, cost:  commutability



Prioritization of RM Development 3Prioritization of RM Development 3

Problems identified in EQA for the target which could be Problems identified in EQA for the target which could be 
solved by RMssolved by RMs

Immediate danger to patientsImmediate danger to patients
Links to EQA providersLinks to EQA providers

The availability of source materials for RM developmentThe availability of source materials for RM development
Existing materials (consent?)Existing materials (consent?)
Links to labs, clinics, patient organisationsLinks to labs, clinics, patient organisations

IPR issues; the existence of a patent on the target IPR issues; the existence of a patent on the target 
sequencesequence

Potential to block RM production Potential to block RM production –– real risk?real risk?
Cost of licensingCost of licensing
High cost of legal assessmentHigh cost of legal assessment



The CRMGEN project The CRMGEN project -- RMsRMs
DisorderDisorder RMs to be developedRMs to be developed RM Type*RM Type*

Cystic FibrosisCystic Fibrosis ∆∆F508, G542X, G551D, N1303KF508, G542X, G551D, N1303K CLCL

HaemochromatosisHaemochromatosis C282Y, C282Y, H63D, H63D, S65CS65C PCRPCR

Fragile X syndromeFragile X syndrome Normal, premutation, expansionNormal, premutation, expansion CL, gDNACL, gDNA

Sickle cell anaemiaSickle cell anaemia HbSHbS PCRPCR

Beta thalassaemiaBeta thalassaemia Codon 39 (CCodon 39 (C-->T), IVSI>T), IVSI-- 110 (G110 (G-->A)>A) PCRPCR

Factor V DefectFactor V Defect R506Q, Factor V R506Q, Factor V ““Leiden"Leiden" rDNArDNA

HNPCCHNPCC Representative nonsense mutationsRepresentative nonsense mutations gDNAgDNA

DMDDMD Deletions, duplicationsDeletions, duplications rDNArDNA

*KEY: CL, cell line; PCR, polymerase chain reaction product; gDN*KEY: CL, cell line; PCR, polymerase chain reaction product; gDNA, genomic DNA; rDNA, recombinant DNA A, genomic DNA; rDNA, recombinant DNA 
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