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Key Points

• Drug development is risky and costly

• Regulatory approval is necessary, but no longer 
sufficient

• Increasing demand to provide compelling evidence 
of differentiation and value

• Trend towards “limited” or more rigorously 
managed health care budgets

• Drug development paradigm is shifting in 
response to these trends
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Despite Significantly Increased Spending, 
R&D Productivity has Declined

Source: Burril & Company, US Food and Drug Administration
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Attrition Rates Have Increased at Each Stage 
of Development

Pammolli F, Magazzini L, Riccaboni M. The productivity crisis in pharmaceutical R&D. Nat Rev Drug Discov. 2011 Jun;10(6):428-38.



The Industry has been Targeting Investment 
in More Challenging Disease Areas

• Regression analysis:
– Overall productivity: 0.48

• Every year, the number of expected NMEs generated by the 
projects started between 2000–2004 is less than one-half of the 
number of expected NMEs per year generated by R&D projects 
started between 1990 and 1999

– When “ATC” is taken into account, productivity is 0.92: 
• Within each disease category, productivity is constant

• The reduced output of pharmaceutical 
development appears to be driven by a change in 
the disease areas investigated

Pammolli F, Magazzini L, Riccaboni M. The productivity crisis in pharmaceutical R&D. Nat Rev Drug Discov. 2011 Jun;10(6):428-38.



Investment has Shifted to More Challenging 
Areas: Example, Oncology and CNS Disorders 

Pammolli F, Magazzini L, Riccaboni M. The productivity crisis in pharmaceutical R&D. Nat Rev Drug Discov. 2011 Jun;10(6):428-38.



HTA has been a Key Driver of this Shift

• Need to focus, in general, on areas of greatest 
unmet need

• Need to invest in programs that strengthen the 
demonstration/evidence of enhanced therapeutic 
value over standard of care (including head-to- 
head CTs)

• While a new treatment modality may have been 
sufficient for commercial success in the past, 
customers now looking for more substantial impact 
on patients/outcomes



What Data Do Payers Want to See?



 

Example, head-to-head trials (at least active controls)


 

In exceptional cases, indirect or historical 
comparisons may be considered

Comparative 
efficacy



 

Morbidity, mortality, patient quality of life


 

Validated surrogate endpoints vs biomarkers and 
intermediate outcomes

Final 
outcomes



 

Effectiveness vs. efficacy


 

Data in patient populations in which drugs are used in 
practice, rather than populations studied in clinical 
development

Real world 
conditions



 

May consider delaying access until greater experience 
accumulates elsewhere


 

May assume other countries (eg US) will introduce 
drug, so might “wait and see” how it performs in 
routine care

At the time of 
launch



At Pfizer, HTA Considerations are an Integral 
Concern across the Product Life Cycle

Life Cycle 
Management

• Optimize payer value proposition and evidence 
support throughout product life cycle

POC/Phase II • Incorporate HTA/payer insights into product “buy- 
up” and development strategies

Phase III, 
Registration, 

Launch

• Deliver compelling evidence package (Global 
Value Dossier) to satisfy the needs of regulators 
and payers



While HTA Was Primarily an Ex-US 
Phenomenon, the Market Place is Changing

• WellPoint Releases CER / 
OR guidance w/in a few 
months of PCORI notice

• Medco acquisition of  
United Biosource 
Corporation 

• Wallgreens and Aetna 
build new internal 
outcomes research 
capabilities

• United Health has long 
standing outcomes 
research capability 
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And US Payers are Implementing Similar 
Mechanisms for Formulary Decisions

12

Lipitor versus 
Simvistatin
analyses retains 
preferred 2nd Tier 
status
Spiriva Vs. 

Combivent Vs. 
Others in COPD 
grants Spiriva
favorable access
Geodon Vs. Other 

Atypical 
Antipsychotics. 
Geodon remains at 
parity
Lyrica Vs. Gaba Vs. 

Duoloxetine



How do We Ensure Input from HTA into Our 
Development Programs?

• In depth analysis of P&R systems and guidelines

• Systematic review of payer decision making and 
precedents

• Regulator and payer engagement for scientific and 
technical advice
– Input incorporated into a medicine’s development plan

• Standing payer advisory board
– External validation of key assumptions and deliverables

• Payer & Pricing Research
– Anonymous research conducted by an external agency



Adapting Our Model to Meet HTA Demands 
Requires a Predictable Environment that Rewards 
Innovation

• Pharmaceutical R&D remains a long term investment: We cannot adapt our 
clinical evidence programs to short-term changes in the HTA 
environment, eg in reaction to financial pressures

• HTA continues to focus on new medicines: We need HTA to also focus on 
disinvestment of obsolete technologies to create headroom for 
innovation

• We need a broad perspective on value: A mechanistic application of cost- 
effectiveness thresholds focused on direct medical cost is insufficient

• Increasing price referencing of innovative products against generics creates 
market failure: We will increasingly acknowledge disease areas where the 
prices that can be achieved for new medicines will not justify the 
investment (infectious disease, hypertension, depression, even diabetes)

• International price referencing undermines the global responsibility to finance 
R&D: We need a true value based pricing environment, based on evidence 
reviewed through HTA, where prices reflect the economic situation in the 
respective country
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