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In addition to the increasing challenges of 
gaining regulatory approval for new drugs, 
biopharmaceutical companies are confronting 
growing commercial barriers to markets after  
their treatments have been judged safe and 
efficacious and regulatory approval has  
been received.

For example, 70 percent of the drugs reviewed by 
Germany’s Institute for Quality and Efficiency in 
Healthcare (IQWiG) since 2004 have been classified 
as “benefit not proven.”1 Of 313 appraisals 
conducted by the UK’s national Institute for Health 
and Care Excellence (nICE) between 2000 and 2014, 
only 61 percent were recommended.2 And in the 
U.S., payers are also becoming more tough-minded. 
Express Scripts has declined to cover 48 drugs in 
2014,3 including Pfizer’s rheumatoid arthritis drug 
Xeljanz, and GlaxoSmithKline’s respiratory drug  
Breo Ellipta. CVS Caremark has also declined to 
cover 34 drugs.

Why Drugs Fail the Money Test 
According to research PArEXEl Consulting 
conducted in early 2014,4 drugs fail to be 
recommended for market access for the following 
five reasons (in descending order of frequency): 

It makes sense that safety concerns appear on 
the bottom of this list, as all of the drugs not 
recommended for market access had already 
been approved by regulators. But the number one 
reason the health technology assessment (HTA) 
agencies objected to them was that they deemed 
the economic analysis underlying their cost/benefit 
arguments inadequate. The top three reasons the 
HTA agencies give for denying support to a new 
drug collectively point to a development process 
that addresses the concerns of regulators but fails 
to take into account the interests of the payers. In 
such cases, by the time a drug is ready for launch, 
it is usually too late to do anything but abandon its 
development or commit to the additional cost and 
delay of conducting more trials to provide the data 
that payers want.

The facts about why drugs fail to receive market 
access approval signify the importance of 
generating an evidence-based strategy early in the 
development process. This highlights the benefits 
of early collection of data on unmet patient needs, 
competitor pipelines, patient populations, and 
existing efficacy and safety data. This information set 
can (and should) be used to assess the commercial 
potential for each combination of product and 
indication, allowing manufacturers to isolate and 
prioritize those likely to be attractive to payers. 
lastly, the evidence can be used to construct a plan 
that includes comparators to prove the case against, 
endpoints to pursue, and patient populations to 
target – all with an eye toward making a strong case 

NOTHING COSTS MORE THAN FAILURE:  
The BenefiTs of eArly CommerCiAl 
sTrATegy DevelopmenT.
For drug developers, the road to market is long, winding, and full  
of potholes. That’s why you need a path to profitability before you’ve  
traveled too far and spent too much.
By Barry farrimond, vice president, pricing & market Access  
and manu sehgal, vice president, evidence evaluation
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to the HTA agencies as well as to the regulators.

Much of this can be done prior to later-phase 
clinical trials. And all of this can be done for a 
relatively small cost, certainly when compared to 
the cost of failing to clear the last hurdle before 
reaching the market. 

1. Evaluate the product versus indications 
Most Phase III withdrawals occur due to 
insufficient efficacy, and many drugs that have 
been approved by regulators are rejected by 
payers because they do not show a sufficient 
improvement – for the price – over the relevant 
comparator drugs.

Many of these late-stage failures could have 
potentially been foretold at a much earlier stage by 
a review of the evidence for available drugs in that 
class against the targeted indications. For VEGF 
inhibitors (agents that restrict cell proliferation in 
tumors), which are already on the market, data 
are readily available. But even for drugs still in 
development, a systematic review of the literature 
can uncover data about the compound, the 
market, and other factors that can help identify 
where value might be demonstrated and a return 
might be gained. In this way, manufacturers can 
gauge how successful they are likely to be even 
before they go on to assess safety and efficacy in 
clinical trials.

One of our clients recently came to us with 
a biologic to treat one or more autoimmune 
diseases. The client did not know whether 
immunogenicity would be a problem, or to 
what extent, and they wanted to know before 
committing to a trial. Through a systematic 
literature review we were able to show that the 
client’s biologic was less immunogenic than 
existing biologics, and that it was associated with 
the formation of non-neutralizing antibodies. 
Therefore, its efficacy would not be significantly 
affected by immunogenicity. This enabled the 

client to proceed to randomized controlled trials 
knowing that immunogenicity was unlikely to be  
a problem.

Manufacturers can also increase their chances  
of demonstrating efficacy by sizing their  
trials correctly. Too often, trials are sized to 
detect a difference in effect larger than what 
should be expected. By doing a power (i.e.,  
trial size) analysis for indirect effects or 
formulating an early economic model, trials 
can be designed that are no larger than they 
need be but which, through indirect and 
network meta-analysis, can show sufficient 
differentiation from comparators. 

2. Size the potential market 
An early epidemiological review can reveal  
the overall market potential, its distribution 
around the world, and what it should look like 
at the expected time of launch. Epidemiological 
studies can also find potential subset 
populations with unmet needs.

For instance, one client recently asked us to 
do a series of discrete, targeted epidemiology 
reviews across a range of immune conditions 
to determine the size of the eligible patient 
population, current standards of care, and the 
approximate response to current care regimens.

The disease in question tends to be difficult 
to treat, and the treatments that are currently 
available can have potentially adverse side 
effects. But a treatment for one condition may be 
useful in a range of others. The epidemiological 
data we uncovered showed where there was 
room for improvement. That helped the company 
decide which conditions to target first with a view 
to expanding later to other, related indications.

3. Gauge the competition 
Some drugs make it to market only to find a 
crowd waiting for them.

This was the case with beta-interferons for 
relapsing-remitting multiple sclerosis. When 
these compounds first appeared, data on disease 
progression was sparse and poorly understood. 
Many competing products were launched around 
the same time. They were poorly differentiated,
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expensive, and ran into many barriers to market 
access imposed by HTA groups. This hurdle 
could have been anticipated during clinical 
development. As it is difficult to make fine-scale 
measurements in diseases that we do not yet 
understand very well, the opportunities for the 
success of beta-interferon therapies for multiple 
sclerosis were always limited. 

In the early stages of a drug’s development, 
it is impossible to say definitively what the 
competition will be at the time of launch. 
However, it is possible to review other 
companies’ pipelines and make informed 
projections based on the competitive landscape. 
Treatment manufacturers can increase their 
chances of success by identifying where there 
are medical needs with limited treatment 
options and a thin pipeline, and then drive 
development efforts in that direction. Conversely, 
a manufacturer could target a crowded 
future market knowing that the standards for 
successful differentiation will be high.

4. Model the commercial opportunity 
Once a company has a fair idea of what the 
market and competition are likely to be 
five years out, it can model the commercial 
opportunities for each potential combination 
of compounds and indications. Nothing 
can be forecast with absolute certainty, but 
manufacturers can mitigate risk by modeling 
different scenarios; for instance, with or without 
the entry of a competing product. This can 
help them make more informed decisions that 
can minimize downside risk for a particular 
program. Sometimes the results can  
be surprising.

PAREXEL Consulting recently conducted a 
study for a national government to determine 
where it should encourage R&D investment 
to attract pharmaceutical companies. The 
client initially thought oncology would be the 
most attractive opportunity. We conducted an 
epidemiological assessment and looked at 
global prevalence, mortality, morbidity, pipeline 
saturation (type of product, molecular target, 
etc.), current sales, potential price levels, and 
development pipelines. Projecting out 15 years, 

we determined that the larger market was apt to 
be in diarrheal diseases and malaria rather than 
in cancer therapies. The affected population was 
larger, the field was not likely to become overly 
crowded, and the projected potential returns 
were much higher. This kind of counterintuitive 
insight comes only from objective assessments 
that begin with an open mind and a clean sheet 
of paper.

5. Determine what will convince  
regulators and payers 
One of the major reasons drugs fail to achieve 
regulatory approval is the selection of 
inappropriate endpoints,5 and one of the major 
reasons payers reject them is the use of 
inappropriate comparators,4 so it makes sense 
to determine early on which endpoints and 
which comparators are most likely to yield 
success. If other therapies in the same class 
have already been evaluated by regulators and 
payer agencies, it is possible to see what was 
reviewed, which therapies were approved, and 
what outcomes need improvement. Combining 
that knowledge with an understanding of 
competitor pipelines makes it possible to better 
estimate what is needed to obtain payer approval 
when a new product is ready for market. This 
information serves as a strong foundation to 
support substantive discussions with regulators 
regarding the evidence requirements of market-
facing stakeholders, and how trials need to be 
designed to produce data that satisfies both 
regulatory and payer requirements.

PAREXEL recently supported reimbursement 
evaluations for a client within a certain class of 
cancer drugs. We were able to advise our client 
that progression-free survival (PFS), as they 
had defined it, was unlikely to be an adequate 
endpoint for some agencies, unless it was for 
an orphan indication. This finding enabled the 
company to redesign its clinical trials to support 
the development of the data required by those 
agencies at the end of the process.

PFS for cancer drugs provides a good example 
of how endpoint data can be strengthened to 
meet payer thresholds at an early stage. By 
reviewing prior HTA findings, we can understand 

Early-stage 
evidence reviews, 
economic 
modeling, and 
market access 
planning can help 
avoid expensive 
mistakes.
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the reasons for agency objections and determine 
what data they are likely to require of subsequent 
products. For instance, if we identify the evidence 
linking PFS to overall survival in that indication, 
we can use it to build an economic model and 
identify any gaps in the evidence argument. Then, 
if necessary, we can collect data from long-term 
studies of patients to assess the relationship 
between PFS and overall survival in the target 
patient group. In that way we can identify and 
correct problems early on with targeted diligence 
and researcher investment.

For a new molecule such as a BART (binder of  
Arl two) inhibitor, it would be best to conduct a  
full systematic review before making development 
decisions. But early-stage reviews can be less 
elaborate. If other members of a class are in 
the market already (for example, the several 
endogenous inhibitors of angiogenesis), there  
is a wealth of data readily available and an 
expedited review would be sufficient to inform 
development decisions.

The benefit of an expedited review does not 
end there. The findings can be built upon as 
development proceeds and serve ultimately  
as the foundation for a full systematic review for 
HTA submission. Continually updating evidence-
based reviews is one way to help cope with the 
significant challenge of different and shifting 
requirements across regions and countries as 
development progresses.

A fully integrated, early product development 
strategy that takes clinical, regulatory, and 
commercial requirements into account can help 
a company avoid costly withdrawals and failures 
further down the road. For instance, it can help 
identify safety and efficacy issues (perhaps 
related to a class of drugs) that might prevent 
the necessity for withdrawal in Phase III. In other 
words, it can help ensure early on that the drug 

is safe and will work, which is what regulators 
and clinicians care about. But payers need more 
than that. They also need to know that a new class 
of therapy is sufficiently differentiated from the 
currently available standard of care and is cost 
effective. As we have shown, there are several 
proactive steps a company can take to increase 
the ultimate success of its novel therapies, before 
incurring the liability of costly clinical trials.

Very often in life as in business, we do not have 
the luxury of accessing all available relevant data 
to make the most informed decision, so we must 
make it with the limited information we have. 
However, evidence-based assessments and 
economic models that underpin a sound strategy 
are cost effective to conduct when compared to 
the costs of failure occurring further down the 
road. Any company that doesn’t understand the 
landscape before it commits to clinical trials is 
missing an opportunity to improve its likelihood of 
commercial success and return on investment.

1  “Value-driven drug development—unlocking the  
value of your pipeline,” McKinsey, 2011.

2 NICE statistics.
3 Pink Sheet, January 13, 2013.
4  “Exploring the Variability Between Disease Type and  

the Proportion of Submissions with ICERS Lower  
Than the Threshold That Are Rejected by HTA 
Agencies,” PAREXEL, 2014.

5  “Scientific and Regulatory Reasons for Delay and 
Denial of FDA Approval of Initial Applications for  
New Drugs, 2000-2012,” JAMA, 2014.

For more inFormation, please contact:

Elizabeth Thomae 
+1 720 935 4089
elizabeth.thomae@PAREXEL.com

You can view more commercialization 
resources online at:

Commercialization.PAREXEL.com

TAPPING THE POWER OF 
EXPEDITED REVIEW

WHAT WORKS FOR EVERYBODY

The benefit of  
the expedited 
review does  
not end once  
it has informed 
early-stage 
decisions.
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