
Satisfying one jurisdiction’s 
requirements doesn’t guarantee 
success in another. 
Across the world, every market access agency weighs 
data differently to make decisions about whether 
to pay for a new drug and how much to pay for it. 
These differences show few signs of converging, and 
developers can’t address them all by using the same 
clinical-trial data and economic models. Nor can 
developers afford to build a unique submission from 
the ground up for every agency around the globe.

So how can a company maximize the chance of  
its drug being approved by multiple payers without 
breaking the bank?

The answer is to find the common threads between 
payers and construct a rationale with a single 
consistent message—then tailor that message in a 
cost-effective manner to each payer as necessary. 

UNDERSTAND HOW EACH 
PAYER DECIDES

Very early in a drug’s lifecycle, developers should 
have a clear picture of what each payer will require 
by way of evidence. Every payer takes into account 
some combination of data regarding clinical effect, 
affordability (budget impact), and cost- effectiveness, 
but they weigh the evidence differently.

For instance, the U.K.’s National Institute for Health 
and Care Excellence  (NICE) includes clinical effect 
and budget impact in its analysis, but its final decision 
is largely driven by cost-effectiveness. Budget 
impact is usually part of the decision as to whether 
it even considers a drug. The German agency (the 
G-BA), on the other hand, looks at clinical benefit and 
affordability separately, and then comes to a decision 
by weighing both. In contrast to these public agencies, 
most private insurance systems make decisions based 
on affordability as reflected in the impact on their 
budgets, rather than on cost-effectiveness.
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Approaches to appraising costs and benefits vary 
widely across countries. Some health technology 
assessment agencies (HTAs), such as Sweden’s (TLV), 
view costs and benefits partly through a societal 
perspective (addressing issues such as hampered 
ability to work / loss of productivity), while other HTAs 
and U.S. health-care organizations may not. HTAs 
also take varying approaches to measuring quality of 
life. NICE relies heavily on EQ-5D estimates of utility, 
while HTA agencies in other countries may accept 
different scientifically validated generic measures 
such as SF-36® Health Survey and disease-specific 
assessment metrics.

Payers also have different views regarding orphan 
drugs. For instance, NICE, TLV, and Ireland’s 
National Centre for Pharmacoeconomics (NCPE) 
tend to evaluate these therapies much as they 
do normal drugs, while G-BA focuses less on the 
high cost of orphan drugs and more on benefits 
to the patients and carers. The way HTA agencies 
consider orphan drugs is evolving. Scotland has 
just introduced a new process, including an orphan 
drugs fund, and NICE has established a Highly 
Specialised Technologies Evaluation Committee.

HTAs also diverge on how they consider pricing.  
Some require that prices be set before they will give  
a recommendation; others negotiate price afterwards. 
And there are still more aspects in which HTAs differ. 
They frame the decision problem in disparate ways, 
particularly when there are locally specific variations 
in standards of care or patient populations. 

CREATE A GLOBAL 
EVIDENCE PACKAGE 

In practice, it is not possible to plan for every country 
in detail early in the development process. However, 

an effective approach is to develop a global evidence 
package that will allow for effective adaptation to 
show the most suitable aspects of clinical value, 
budget impact and cost-effectiveness for each of  
the numerous geographies. 

Based on a core evidence package, a company can  
create an early dossier with a consistent global 
message. This can be tested locally and adjusted 
as needed to different markets. It should be used 
as the basis for asking for advice from HTAs and 
reimbursement organizations. The dossier should  
be as open as possible about areas of uncertainty, 
such as survival estimation, utility value derivation, key 
assumptions in the economic evaluation and so on. 
When it has been modified for each agency, the dossier 
can be the basis for presenting the actual submission.

TEST THE EVIDENCE 
PACKAGE WITH PAYERS 

Drug developers traditionally engage with regulatory 
agencies when they are planning their Phase III trials. 
That’s when they also should engage with European 
HTA agencies and other reimbursement bodies. 

Using the global early dossier—adjusting it only as 
much as the situation requires—companies can ask 
for scientific advice from HTA agencies. In this way, 
companies can share their plans for the economic 
evaluation, clinical trials, and the use of existing 
evidence. In one recent example, a U.S. biotech firm 
shared its early-development plans with Norwegian 
and U.K. agencies. This gave them confidence that its 
clinical development plan was on the right track, and 
provided important feedback on its economic plan.

A drug that receives conditional approval prior to 
Phase III creates special challenges for reimburse-
ment because the relatively small samples and time 
frames of Phase II trials leave too much uncertainly 
in the data. For example, one new oncology drug 
received conditional approval for a small population 
with a fairly limited Phase II evidence base. We 
built models to strengthen the global evidence 
package by incorporating data from the Phase III 
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trial (now underway). This will allow us to show not 
only updated efficacy, but also whether the drug 
demonstrates sufficient benefit for payers.

There are many disconnects between regulatory 
requirements and payer requirements. The earlier 
that companies become aware of specific payer 
requirements, the more opportunity they will have to 
address them. Those requirements can be used by a 
developer to adjust the value story of a product, taking 
care to incorporate as much in the global package 
as possible, and modifying the local approach where 
necessary and appropriate. This allows developers 
to have a global approach that can be tailored to a 
local audience while taking into account the fact that 
payers may judge final submissions more rigorously 
than their early advice might suggest.

TAILOR THE EVIDENCE 
FOR EACH AGENCY

In addition to safety and efficacy evidence from 
randomized controlled trials, payers typically want 
to see data that compares efficacy and safety with 
the standard of care that prevails in their territory. 
To address the needs of multiple payers, developers 
have to acknowledge that standards of care vary by 
location, and patient groups that differ by factors 
such as genetic makeup and lifestyle. It’s important 
to understand each market; payers will have 
problems with submissions that don’t choose the 
most appropriate comparators.

These comparisons often have to be made in the 
absence of trial data that directly compares treatments. 
However, that requirement often can be addressed 
by indirect treatment comparisons (ITC), comparing 
one core clinical trial data set to another, and mixed 
treatment comparisons (MTC) with meta-analysis of 
multiple data sets by Bayesian or network analysis.

Payer submission for a novel Tumor Necrosis Factor 
(TNF) blocker was successfully supported with 
MTCs after NICE had asked for further evidence. The 
compound was one of the later monoclonal 

 

antibodies (MAbs) to market, and so confronted four 
compounds already in active use. This raised the 
evidence barrier, but there had been no head-to-head 
trials between the competing compounds. Through 
MTC analysis, we were able to show that the drug was 
as safe and effective as the others in the marketplace, 
and that it therefore deserved to be approved by 
payers on clinical grounds. The data we generated 
fed directly into the cost-effectiveness models. The 
combined clinical and cost-effectiveness argument 
contributed to the drug achieving widespread payer 
approval. For an MTC analysis, the more data, the 
better the result. Of course, it’s important to use the 
data appropriately and not to try to get more out of 
it than is there. Developers should look carefully 
for commonality and consistency among trials, 
clean up the data as needed, and apply statistical 
controls around it. The techniques they use should 
follow guidelines approved by groups such as 
NICE’s Decision Support Unit and be presented as 
transparently as possible. Some agencies are less 
responsive to this type of analysis than others, but 
over the last few years, acceptance of MTCs has 
grown. With diligent preparation, companies can 
persuade the remaining doubters. 

SUPPORT THE CASE WITH 
REAL-WORLD EVIDENCE

Payers are putting increasing value on real-world 
evidence. Indeed, it is becoming as important if not 
more important than clinical-trial results, as such 
evidence shows how patients respond to treatments 
in normal settings; for example, highlighting situations 
in which treatment guidelines and practices might 
not line up. The increasing granularity of treatments 
(personalized medicine) will drive a massive shift 
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toward the collection of real-word data with analysis  
of individual patient outcomes rather than those of  
trial cohorts.

One company’s objective was to understand the 
treatment histories of patients with epilepsy—
particularly, why patients decided to change or stop 
their treatment. We started by evaluating adherence, 
persistence and treatment patterns in patient data 
from Germany, and then added data from insurance 
claims in the U.S. Analyzing this data didn’t fully 
clarify the reasons for changes in treatment, but 
we are now finding the answers in a transcription 
database—records of individual patient cases 
dictated by their general practitioners. 

Transcription databases are a relatively new source 
of real-world evidence. These and other sources 
are becoming available rapidly in such countries as 
South Korea and Sweden, where different information 
systems may be connected electronically. In Sweden, 
for instance, there are five mandatory registries held 
by Sweden’s National Board of Health and Welfare, 
all of which use the same unique patient identifiers, 
allowing data to be linked in a useful way. Sweden 
also has more than 100 disease-specific databases 
that recently have been made more widely available. 
These may also be linked to the mandatory registries, 
making it possible to track the patients throughout the 
health care system.

Real-world data is becoming more important to payer 
submission packages. When developers share their 
early dossiers they can use the opportunity to discuss 
the acceptability of evidence from observational studies 
and registries to support key clinical messages. 

THINKING GLOBALLY, ACTING LOCALLY

With all the well-known challenges of drug 
development—scientific, financial and competitive—
it’s not surprising that many companies cling to 
long-standing practices and still focus first and 
foremost on achieving regulatory approval. Without 
such approval, there is no payer submission to be 
made. But if reimbursement submission planning 
is left until late in the development process, there 
may be significant delays to market access while the 
evidence that payers require is gathered. 

Meanwhile, payer submission requirements—
including the increasing demand for real-world 
evidence in addition to clinical data—are ever-rising. 
The growth of personalized medicine, along with the 
pressure an aging population and its higher-cost 
medical needs places on payer budgets, guarantees 
that the trend line for real-world evidence will continue 
to rise, as will the need for drug developers to more 
diligently address individual payer requirements.  

It is difficult and expensive to build a solution for 
every single-payer submission. But a briefing book 
with a core global message and local adaptations can 
provide an economical platform for meeting disparate 
payer needs. As the evidence for reimbursement 
submissions in each territory is accommodated in the 
book, it becomes a guide to a company’s economic 
strategy, informing and enabling it to test the price 
the company will request in each territory. And those 
are numbers it is good to get right.
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IF REIMBURSEMENT SUBMISSION 
PLANNING IS LEFT UNTIL LATE IN 
THE DEVELOPMENT PROCESS, THERE 
MAY BE SIGNIFICANT DELAYS TO 
MARKET ACCESS.




