Pathways Toward Progress:
Themes from the Day



Goals of CoDevelopment

Goal is to accurately identify patients who will
benefit from therapy in all markets

FDA changed drug development strategies to
account for genetic variations

Test performance characteristics critical to drug
performance

Improve effectiveness of drugs by selecting patient
population that will respond or not have adverse
event



Problems

Drug and test timelines do not align, resources mismatched,
market protection/IP different, market size/profit different
(IVD 1-2% of drug) = Relationship between unequal partners

IVD(s) not taken to FDA because ROl not good enough to
warrant investment (Roche & HLA-B 5701)

Do LDTs have same assurance of performance characteristics
as IVD approved by FDA?

Approved IVD may not work for all labs based on method,
volumes, etc.

Multiple individual CoDx on different platforms for same
disease difficult/impossible to perform due to small tissue
specimens and need for multiple platforms



Current Landscape

Regulatory uncertainty:
— CLIA: AV and QA (LDTs); should not do post-market monitoring

— FDA: AV & CV (IVDs); regulate diagnostic medical devices, not
determined by business model to bring IVD to market

— Payers: Clinical utility; evidence-based decisions for cost-effectiveness

MUST reduce healthcare costs, hopefully based on evidence, with
move to accountable care and healthcare delivery reform

Payers focus on clinical utility and comparative effectiveness for
payment decisions, but includes not paying for what does not work
and need a coding system that allows payers to distinguish use of
test in setting with good evidence from setting without evidence

Emergence of new NGS testing methods that can analyze multiple
loci at lower cost that many individual tests

Need more discussion about the science and generating good
evidence (right drug, right patient, right time, right evidence)

Need leadership for study design and evidence generation



“Not As Good” Solutions

Using literature for clinical validity for LDTs under CLIA;
need better assurance of clinical validity

“Companion Analytes” not good because need specific
assay performance characteristics defined

FDA OR “CLIA on Steroids” oversight of LDTs & IVDs:

— Need to pick one or the other regulatory system for tests,
but not so that oversight stifles innovation

— BUT, distribution and payment models are VERY different
for IVDs and LDTs

— Would be difficult for labs to comply with FDA AND CLIA
since are different regulatory frameworks

Value-based (Rx+Dx) pricing not possible under current
healthcare delivery and payment systems



“Good” Solutions (1)

Focus on clinical care needs; CoDx often not comprehensive for
clinical care needs

Regulatory oversight of LDTs should be formalized through CLIA
laboratory accreditation process

Base oversight on risk: Don’t have FDA regulate the low risk tests,
just the high risk tests; unify regulatory oversight; CoDx are high risk
tests

Rather than specific test, define CoDx analyte AND performance
characteristics that predict response AND biological plausibility (i.e.
transparency), e.g. HLAB-5701 & abacovir; different for binary vs
continuous analyte

Use molecular classification of disease/patient for drug clinical trial
patient selection, like CoDx based on diagnosis of CF; define gene
panel/exome/genome at specific depth of coverage, percent
variant, etc.

Higher standards of evidence

Require demonstration of equivalence of LDTs & CoDx OR LDT
performance with rigorous PT



Where Do We Want to End Up

CoDx model is interim step toward understanding disease so that testing
done at diagnosis defines drug, adverse reaction risk, etc.

Value-based payment for CoDx (and NGS-based testing) through ACO &
healthcare delivery reform for global health management based on
evidence — move from payment for test and drug to payment for overall
care for patient with specific disease

Learning healthcare system that includes genomics to generate evidence
and improve outcomes over time with appropriate research and healthcare
payer support

National testing and outcomes database for analysis (local and/or national)
LDT oversight with updated CLIA since current CLIA is out of date

Develop regulatory pathway/guidance for NGS-based testing and
bioinformatics (genes, exome, genome for somatic or inherited) for
combined diagnosis, prognosis, toxicity & prediction for multiple drugs and
patient care, that also could be used for drug trials

Develop FDA process to clear/approve and add new test for existing or new
biomarker(s) with drug label change

Paradigm shift for payers to think about payment for NGS-based testing
providing more data at same/lower price than multiple CoDx tests



Issues for Future Work

Process to agree on comprehensive (NGS-based) tests used at time
of diagnosis for diseases to direct therapy & patient care with
combined healthcare and research payment

Investigate role of genomics in accountable care & healthcare
delivery reform with change from payment for test and drug to
paying for overall care of population

Develop strategy for unified risk-based oversight of (CoDx) IVDs and
LDTs, including NGS-based tests; consider FDA registry of tests with
triaging based on risk for type of review

Develop system or methods for clinical utility evidence generation,
including level of certainty, use of learning health system,
test/outcomes registry/database

Facilitate or monitor initiatives for national (genomic) testing and
outcomes databases for constitutional disorders and cancer to
facilitate clinical interpretation and discovery
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