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Clinical Research

Orphan Drug Trials: Putting the Patient First

Over recent years, there has been a 
notable increase in the number of orphan 
drugs being successfully brought to 
market. Here, Greenphire’s Jennifer Peters 
speaks to International Pharmaceutical 
Industry about the orphan drugs market, 
the unique logistical challenges faced 
by organisations when conducting 
clinical trials for this type of drug, and 
how addressing payment processes and 
financial management  strategies can 
overcome them.

Firstly, can you define what orphan 
diseases and orphan drugs are?
Certainly. An orphan disease or disorder 
is a condition that affects a small 
percentage of the population. There are 
somewhere in the region of 5000-8000 
rare diseases, affecting approximately 
30 million people worldwide. So despite 
these orphan diseases being individually 
very rare, as a group, they are actually 
quite widespread. It’s worth noting that 
although the number of diseases may 
seem high, in fact, around 80% of 
sufferers are affected by just 350 of these 
conditions.1

While the nature of them varies greatly, 
we can pick out certain trends. For 
example, in certain cases, rare disorders 
and diseases are as a result of infections, 
allergies or the environment, but as high 
as 80% of sufferers have their condition 
due to genetics, which means they are 
likely to be present throughout that 
person’s entire life.1 Put simply, orphan 
drugs are pharmaceutical products aimed 
specifically at diagnosing, preventing or 
treating these diseases and conditions.
 
So, what is your outlook on the orphan 
drugs market at the moment?
Orphan drugs represent an increasing 
share of new drugs being studied and 
brought to market. In the US alone, over 
450 new medicines are currently being 
developed, and between 2008 and 
2013 an im-pressive one-third of FDA 
approvals were for orphan drugs.2  There 
is likely to be little slowdown in the growth 
of this market, with sales of orphan drugs 
in the US, Europe and Japan expected 
to total $176 billion by the end of 2020, 
which is an annual growth rate of nearly 
11% per year. This can be put into context 

when we consider that this figure is only 
around 4% for non-orphan drugs.3

With the overall cost of developing 
these drugs typically less than non-
orphan drugs, partly due to smaller 
study populations, as well as the drugs 
commanding higher prices when they do 
launch, it is no wonder that the industry 
has backed the development of this type 
of medication over recent years.

What factors do you think are impacting 
this rise?
The potential for significant return on 
investment is an influencing factor, 
however, there is no doubt that the 
increase in orphan drugs being brought 
to market has been impacted by the 
introduction of the Orphan Drug Act of 
1982. The act encourages organisations 
to develop drugs for diseases via a range 
of incentive programmes, including 
grants, research design support and 
market exclusivity for seven years (US), 
as well as tax credits of up to 50% of 
R&D costs and waived FDA fees.4 Such 
incentive programmes have significantly 
increased the number of orphan drugs 
in development and on the market. 
The US programme, for example, has 
successfully enabled the development and 
marketing of 400 drugs and biologics 
since 1983, compared to fewer than 10 
in the 1970s.4 All this said, despite these 
advances, there is still only treatment 
for a relatively small percentage of rare 
diseases, confirming the need for further 
investment into this area.

What are today's challenges when 
it comes to ensuring high-quality 
outcomes in orphan drug trials?
Orphan drugs generally follow the 
same regulatory development path 
as non-orphan products, mean-ing 
organisations looking to develop this type 
of product are faced with many of the 
same challenges as the wider industry. 
For example, recent years have seen an 
increase in global trials as well as a rise 
in financial demands, meaning studies 
across all drug types have become more 
complex and consequently, more difficult 
to manage. In line with this, protocol 
complexity and related administrative 
burden has also grown significantly.

Are there any challenges specific to 
orphan drug trials?
Yes. There are also some fundamental 
differences when conducting trials for 
orphan drugs compared with non-orphan 
products, which pose a number of unique 
challenges for sponsors and CROs, 
particu-larly in terms of logistics. Firstly, 
patient populations for orphan drug 
trials are naturally much smaller than 
non-orphan drug trials and often hard to 
come by. This means that designing and 
executing a trial which is effective the 
first time is paramount, as there is little 
opportunity to make and learn from mis-
takes.

In addition to this, the study population 
is also likely to be geographically 
dispersed, so the distance between 
patients and trial sites can be a huge 
barrier to trial efficiency. The logistical 
challenges of physically getting patients 
to and from study sites can be difficult 
and is something that is often not given 
substantial thought in study design. 
Sponsors and CROs need to consider 
that the patients may have already made 
personal investment to obtain diagnosis 
or treatment for their condition. They may 
also have a caregiver that needs to travel 
with them, or they may require special 
accommodation due to their disease. 
All of this needs careful attention and 
planning by the study team because if the 
patient’s experience, including any cost 
implications, is not managed properly, 
then retention levels and quality of results 
are likely to be compromised.  

Is it difficult to find study sites and 
investigators suitably qualified and 
equipped to run a rare disease study?
Absolutely. Finding and choosing a 
suitable clinical site for an orphan drug 
trial is one of the toughest challenges 
faced by sponsors and CROs. If a 
condition is particularly rare, there may 
only be two or three hospitals in the 
world that can conduct the study, and it is 
also feasible that these hospitals may not 
have the infrastructure in place typical of 
more experienced clinical sites. Sponsors 
and CROs must work closely with on-site 
study teams to elevate their processes 
and educate them on the level of rigour 
that needs to be applied, to ensure it is 
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prepared and has sufficient sup-port in 
place to be able to undertake the study, 
and importantly, get it right first time. 

In terms of the participants in orphan drug 
trials, are there any key considerations 
for sponsors and CROs looking to 
work with this population type?
Because the stakes are so high with 
individual patients in an orphan drug 
trial, understanding them and managing 
their experience is paramount.  Patients 
with a rare disease or disorder are 
likely to have been through a long and 
difficult process to get a diagnosis, with 
many patients in the US waiting around 
seven years for a diagnosis and slightly 
less in Europe. What’s more, before their 
condition is confirmed, most sufferers will 
have already been given on average two 
or three misdiagnoses.

Even though they are potentially facing 
severely reduced quality of life and/or 
reduced life expectancy, because of the 
nature of rare diseases, there are often 
limited, or in some cases no treatment 
options available to patients. This, coupled 
with a lack of available information or 
resources on their condition, as well as 
limited access to qualified physicians, 
means that it is not uncommon for patients 
to have to serve as their own researcher 
and care coordinator. Even if there are 
treatment options available, they are 
often expensive, and patients can face 
potential difficulties in getting adequate 
coverage from payors.

This challenging experience means 
that sufferers of rare diseases may 
face increased emotional and financial 
pressures, and may quite understandably 
be either very passionate about 
participating in a clinical study, or very 
resistant to do so.

You say the patient experience is 
paramount, so what best practices can 
organisations employ to bet-ter manage 
this?
‘Patient-centricity’ is a buzz phrase in 
the clinical trials industry, and it’s no 
different with orphan drug trials. In fact, 
taking what I’ve just discussed about 
considering the patients’ circumstances, 
orphan drug trials should be even more 
centred on the individual. While a truly 
patient-centric approach is the only, 
and obvious, way to go, for some in big 
pharma, this is a difficult concept. Many 
organisations are still fighting the shift 
in approach and failing to recognise 

that by improving patient management 
and the various administrative processes 
during the course of a trial, they can 
not only dramatically reduce the 
logistical challenges associated with 
undertaking this type of study, but also 
enhance patient engagement and boost 
compliance. As previously discussed, 
investigators conducting orphan drug 
trials may not have the infrastructure in 
place typical of more experienced sites. 
Their relevant experience is often clinical, 
and their staff may have limited ability 
to manage logistics and the complexities 
of paying travel vendors or reimbursing 
subjects. Our work with sponsors of 
orphan drug trials has revealed several 
necessary best practices which sup-port 
a patient-centric approach and help 
address the specific logistical challenges 
of orphan drug trials. Firstly, it’s vital to 
provide a single resource for patients 
and study co-ordinators to access help 
with logistical arrangements, providing 
instant and accurate information for 
patients. Arguably one of the most 
important elements of best practice within 
an orphan drug trial is the successful 
management of costs. No matter how 
temporary, sponsors should never place 
any financial burden on patients and 
should also limit cash outlay by clinical 
sites. For any costs that are absorbed 
by patients, sponsors need to be able 
to deliver immediate reimbursement 
remotely. Managing costs without 
sacrificing the patient experience is a key 
factor to success. Developments in clinical 
trial technology offer the opportunity to 
address this and streamline the whole 
study process.

Can you provide further details on the 
clinical trial technology you mention 
and how it can help or-ganisations 
better manage the finance and logistics 
of their trials?
Advancements in technology offer 
the potential to break down barriers 
in orphan drug trials, alleviating the 
challenges of having patients on different 
time zones and continents, and generally 
making the whole study process much 
more streamlined.

By automating processes, web-based 
payment platforms provide sponsors 
with a single resource for patients and 
study coordinators to access help with 
logistical arrangements and remove the 
administrative burden from investigative 
sites. Sponsors and sites are able to 
deliver patient payments in real-time, 

while tracking and monitoring all 
transactions, eliminating the potential for 
human error and overcoming many of the 
limitations associated with the calculation 
and execution of global payments in 
orphan drug trials.

As mentioned previously, the wide 
geographic spread of the patient 
population in an orphan drug trial 
makes the requirement for patient travel 
highly likely. New technologies can now 
deliver travel services that are designed 
specifically for trials that require complex 
travel arrangements. This eliminates the 
administrative steps necessary to manage 
travel and patient reimbursements, 
making them an ideal solution for orphan 
drug studies.

Finally, what does the future hold for the 
orphan drugs market?
If current market trends and industry 
predictions are anything to go by, then 
there does not appear to be much to slow 
down the increase of orphan drugs trials, 
and it is likely that the number of orphan 
drugs that are successfully brought to 
market will rise. This, combined with 
the associated logistical challenges of 
this type of trial, will continue to drive 
demand for more effective patient centric 
solutions, which at the same time improve 
trial processes for study investigators. 
Ultimately, sponsors who recognise this 
and who implement solutions that provide 
more patient-focused management of 
study logistics, will reap the benefits 
of enhanced patient engagement and 
compliance, resulting in higher trial 
success rates in this unique area of 
clinical research.
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