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What payers want

Payer needs vary but generally focus on areas
of uncertainty
Pre-launch

Approval

How many patients are
really out there?
What happens with these
patients on current SoC?
Are the characteristics of
these patients different
from others?
Are these patients
more/less costly to
manage?
Is testing part of routine
practice?
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Use
Are the appropriate
patients getting the Tx?
Is the real world safety
like it was in the trials?

How strong is the clinical
support for actually
testing?
How strong is the clinical
support for actually
testing?

Verification
Are long-term outcomes
proving value?
Should I continue to
reimburse for this Rx?
Does the surrogate
correlate with hard
outcomes?
How much did it cost
me? Did other costs go
down?

Counterintuitively, a precision medicine may
add to areas of uncertainty
HTAs & CDx Value
% of HTAs that consider the role
of the biomarker on treatment
outcomes

% of positive recommendations
that recommend/require
biomarker testing

35%

28%

Yes
No

73%
N = 40 HTAs/coverage policies on
drug-diagnostic combinations
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65%
N = 31 HTAs/coverage policies on
drug-diagnostic combinations

Source: What can we learn from successes and Failures in personalized medicine?, Eric Faulkner, MPH, ISPOR, May 23rd 2011

Uncertainties with Precision
Medicine…
q Weaknesses in study design
q Study powering for subgroup
analysis
q Uncertainty regarding
test/treatment association
q Limited prevalence data on
biomarker
q Test performance and
predictive value

RWE is already commonly used to help reduce
uncertainty
Use of RWE within payer assessments…
Relative effectiveness assessment (REA)

Cost-effectiveness assessment (REA)
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RWE used for…
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Source: Real-world evidence for decision-making in healthcare, A Makady, ZIN Netherlands, ISPOR, Barcelona, 2018

SMC (CEA)

ZIN (CEA)

Without assistance, payers may also act to
address uncertainty on their own…
Use

•
•

•
•
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Verification

Harvard Pilgrim Health Care has been signing a series of
contracts aimed at value-based care; including pre-natal genetic
testing
Under a contract with Illumina, Harvard Pilgrim will cover the
costs of non-invasive pre-natal genetic testing for younger
women with average-risk pregnancies
If Harvard Pilgrim’s spending exceed current benchmarks,
Illumina will cover the difference
Foundation for a two-year study on whether or not expanded
genetic testing availability will change spending rates or provide
more clinical value than traditional screening practices

https://healthitanalytics.com/news/payers-starting-to-tie-precision-medicine-to-value-based-care

… it really depends on who the payer is
Paying for Personalized Medicine
Q: Who should pay for the testing for personalized medicine? (% responses)
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GfK survey (N=4,341) on the perceptions of who should pay for personalized medicine

Source: Ramers-Verhoeven, C., Geipel, G., Howie, M. (2013) New Insights into Public Perceptions of Cancer. Ecancer 7. doi:
10.3332/ecancer.2013.349

Health system/insurer
Both
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Common gaps

At various stages of commercialization, gaps
can be addressed
Pre-launch

Approval

Development Phase
q Better characterize the disease,
patient population
q Understand unmet needs
q Size and existence of population
q Identify and recruit patients
q Influence design of RCTs
q Identify standard practice and
management
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Use

Market Access Phase
q Understand the patient
management strategy
q Experience with current treatments
q Comparisons to new treatment
q Real outcomes (safety,
effectiveness)

Verification
Post-Launch Phase
q Data on use in real practice
q Patient characteristics of treated
patients
q Real outcomes in long-term
q Validation of managed entry
agreements (proof of value)
q Confirmation of benefit
q Development of clinical decision
support systems
q Re-assessment and re-review

Some gaps are more common than others in
personalized medicine
Pre-launch

Approval

Development Phase
q Better characterize the disease,
patient population
q Understand unmet needs
q Size and existence of population
q Identify and recruit patients
q Influence design of RCTs
q Identify standard practice and
management
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Use

Market Access Phase
q Understand the patient
management strategy
q Experience with current
treatments
q Comparisons to new treatment
q Real outcomes (safety, effectiveness)
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Verification
Post-Launch Phase
q Data on use in real practice
q Patient characteristics of treated
patients
q Real outcomes in long-term
q Validation of managed entry
agreements (proof of value)
q Confirmation of benefit
q Development of clinical decision
support systems
q Re-assessment and re-review

The type of available information also varies,
tremendously
Available…
Clinical Activity
Information
ü
ü
ü
ü
ü
ü

Diagnosis
Lifestyle
Morbidity
Risk-factors
Procedures
Mortality

Specific information
ü
ü
ü
ü
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Source: Classification, Ontology, and Precision Medicine, M Haendel et al, NEJM, 2018;
A Garcia-Altes, Addressing challenges to open science, ISPOR, Barcelona 2018

Outpatient activity
Inpatient activity
Imaging
Lab tests

Pharmaceutical
information
ü
ü
ü
ü
ü

Drug prescription
Drug dispensation
Dose & modification
Concomitant drug use
Drug sequencing

High-Throughput Data
ü
ü
ü
ü
ü
ü
ü

Genomes
Exomes
Biomonitoring
Adherence
Microbiome
Epigenomics
…

There are barriers that make precision
medicine and use of RWE a challenge
Perceived barriers to use of RWE…

US payers express
concern and uncertainty
about precision medicine
•
•
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The UK, Canada, and Australia are
leaders in the assessment of
companion diagnostics
ISPOR formed a specialized interest
group for personalized medicine in
2011

Source: Real-World Evidence: Useful in the Real World of US Payer Decision Making? How? When? And
What Studies, D.C.Malone et al, Value in Health, Volume 21, Issue 3, March 2018, Pages 326-333

Approaches to RWE in precision medicine

The approach to RWE has to fit the need

Pre-launch

Approval

Development Phase
q Better characterize the disease,
patient population
q Size and existence of population

Use

Market Access Phase
q Understand the patient
management strategy
q Experience with current
treatments

+
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Verification
Post-Launch Phase
q Validation of managed entry
agreements (proof of value)
q Re-assessment and re-review

ALK+NSCLC

In lung cancer payers have routinely
recognized RWE
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Source: What is the value of RWE in oncology in HTA appraisals in England, France,
Canada, and Australia, TN Franklin et al, ICON (from ISPOR 2018)

The sources and structure varies
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Source: What is the value of RWE in oncology in HTA appraisals in England, France,
Canada, and Australia, TN Franklin et al, ICON (from ISPOR 2018)

Crizotinib & ceritinib in ALK+ NSCLC in
England

Ceritinib (2015)
• 2 observational
studies
• Retrospective
analysis for Naïve
comparison to
BSC

Crizotinib (2015)
• UK audit data

ü Demonstration of ü Validation of OS
clinical efficacy for
modeling
BSC
ü Verification of
benefit
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Source: What is the value of RWE in oncology in HTA appraisals in England, France,
Canada, and Australia, TN Franklin et al, ICON (from ISPOR 2018)

Crizotinib & ceritinib in ALK+ NSCLC in
Canada
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Source: What is the value of RWE in oncology in HTA appraisals in England, France,
Canada, and Australia, TN Franklin et al, ICON (from ISPOR 2018)

Ceritinib (2015)
• Retrospective
chart audit

Crizotinib (2015)
• Independent
retrospective
analysis

ü Treatment
patterns
ü Outcomes in RW
ü Resource use for
economic
evaluation

ü Verification of
benefit

Crizotinib & ceritinib in ALK+ NSCLC in
Australia
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Source: What is the value of RWE in oncology in HTA appraisals in England, France,
Canada, and Australia, TN Franklin et al, ICON (from ISPOR 2018)

Ceritinib (2016)
• RWE not
submitted

Crizotinib (2017)
• Registry collection
of survival data
for first 50
patients treated

ü n/a

ü Verification of
benefit

Biobanks – a cautionary tale

Size
Matters!
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Poolability
Matters

IP & Privacy
Matters

Data
Elements
Matter

Ego
Matters

A number of international initiatives are
ongoing
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