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The emergence of the 
self-referring patient
Lessons from ten years of 
direct-to-patient recruitment
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We live in an increasingly tech-enabled, 
digitally-driven age and, as with many 
industries, technology is revolutionizing 
healthcare. While the traditional doctor-patient 
relationship survives, there is an emerging 
paradigm in clinical trial recruitment – that 
of the self-referring patient; one who is more 
likely to find out about trials searching Doctor 
Google on their smartphone than from their 
physician. 

In 1997, the US Food and Drug Administration 
Modernization Act made the publication of an 
online registry of clinical trials a requirement 
of US law. The registry was launched with 
the home-page headline: “Linking patients to 
medical research”. Over the years, more and 
more clinical trial centers and sponsors have 
begun to use the internet as a tool to manage 
trial components, including patient recruitment 
(Paul, 2005). Meanwhile, the online registry 
(ClinicalTrials.gov) has become an essential 
part of clinical research 101.

Despite recent technological advances, not 
all efforts to reach patients online have been 
successful. Patient recruitment is still one of 
the most expensive and time-consuming parts 
of the clinical trial process (CenterWatch, 
2017), and developers of new drugs typically 
need to double their original timelines to reach 
patient recruitment targets (Tufts Center for 
the Study of Drug Development, 2013).

So, what have we learned from our 
experience of directly reaching out to 
patients online? What are the secrets 
of success and are there any potential 
pointers to the future? This paper offers 
lessons from a decade of direct-to-patient 
clinical trial recruitment, and outlines 
some influencers of success in the age of 
the empowered patient.
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The first record of a controlled clinical trial 
is believed to be from 1747, when, on a boat 
afflicted with scurvy, physician and pioneer of 
naval hygiene James Lind divided the sailors on 
his ship into groups and gave each a different 
treatment (Bhatt, 2010). Although clinical trials 
have evolved in many ways from these 18th 
Century roots, some aspects have been slow 
to change. One enduring issue is the reliance 
on healthcare professionals to drive clinical 
trial recruitment. In fact, it has been said 
that the industry does not recruit patients at 
all but rather recruits doctors – who are then 
relied upon to find and enrol trial participants 
(Pharmaphorum, 2010). 

What has grown exponentially in recent years 
is the impact of the internet; which has been 
well documented by Mary Meeker, a venture 
capitalist and partner at Kleiner Perkins 
Caufield & Byers, whose inaugural edition of 
‘The Internet Report’ was published in 1995. 
The digital world has been transformed beyond 
recognition since then, with the number of 
global internet users standing at more than 
3.4 billion in 2016 (Kleiner Perkins Caufield 
& Byers (KPCB), 2017). Meanwhile, Meeker’s 
annual ‘Internet Trends’ report has become 
essential reading for digital aficionados.

Healthcare, clinical trials and the digital 
revolution

The impact of the internet

The 2017 edition of the report showed that 
engagement on the internet continues to rise, 
with adult users spending more time every day 
engaged with digital media, particularly on 
mobile devices; see Box 1.

The market for internet advertising is also 
increasing, with North American advertising 
revenues for Google and Facebook seeing solid 
growth; see Box 2. 

on desktops on other devices

Source: KPCB, 2017

on mobile devices

3.1
hours

2.2
hours 0.4

hours

Box 2: There’s money in the ads - Like!
Year-on-year increase in advertising revenues 
(2015–2016): 

Source: KPCB, 2017

Box 1: Glued to our screens
In 2016, people spent on average (per day):
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In a section of her 2017 report dedicated 
to healthcare, Meeker reported that patient 
data are rapidly proliferating, with most of 
the widely-used medical technologies now 
digital, including X-rays, ECGs, blood pressure 
devices and hospital monitoring equipment. 
Use of measured and monitored data attributes 
are also growing (eg: commercial laboratory 
tests), as is the capture of consumer health 
and wellness data. In turn, the volume of 
empowering data sitting in patients’ hands 

With the digital revolution continuing apace, 
increasing numbers of patients will find out 
about clinical trials through Doctor Google, 
social media and other online resources.

continues to increase; see Box 3. What’s more, 
people are increasingly willing to share their 
data; see Box 4.

While medical knowledge is doubling every 
3.5 years, as measured in terms of cumulative 
PubMed scientific article citations, the impact 
of these learnings is lagging. Meeker concludes 
that changes to healthcare delivery could be 
accelerated with adoption of digital health 
services and tools, and the reimagining of 
services to best use these accumulating data. 
This could be achieved by digitizing clinical 
pathways and protocols, using technology 
in preventative health, such as weight 
management programs, and by empowering 
patients to better use their own health data 
(KPCB, 2017).

Emergence of digital information seekers

Box 4: Happy to share
% US consumers willing to share their data with leading tech brands

Source: KPCB, 2017

Box 3: Taking technology with us
Approximately 25% of all Americans own a 
wearable technology device 

Source: KPCB, 2017



6 raremark.com

Figure 1: Top sources for clinical research information (2013)

Figure 2: Preferred versus actual sources of clinical research information (2015)

Source: CISCRP, 2013

Source: CISCRP, 2015

In 2013, the Center for Information and Study 
on Clinical Research Participation (CISCRP), an 
authority in this field, released its Perceptions 
& Insights Study, looking at the preferences 
and behaviors of people with experience of 
clinical trials, including clinical trial information 
seekers. Highlights included the growing use 
of digital media to target specific communities 
and a trend for patients to use online channels 
to share their experiences and opinions about 
trials. For the first time, the internet emerged 
as the top source of clinical trial information 

(CISCRP, 2013). As shown in Figure 1, 
respondents were more than twice as likely to 
find out about clinical research online (46%) 
as they were from their primary-care physician 
(20%) or their specialty-care physician (20%).

This trend towards digital continued in 
CISCRP’s follow-up study, published in 2015, 
with 22% of respondents saying they had found 
out about clinical trials from online or social 
media, 21% from government-run registries, 
and 15% from pharma companies’ websites.
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Figure 1: Top sources for clinical research information (2013)

Figure 2: Preferred versus actual sources of clinical research information (2015)

(A caveat is that information sources were not 
mutually exclusive, so respondents could select 
more than one option).

A notable pattern appearing in both CISCRP 
studies was the significant divide between 
preferred and actual sources of clinical trial 
information. As Figure 2 depicts, 51% of 
patients said they would like to learn about 
clinical research from their primary-care 
physician, but only 23% reported that this had 
actually happened (CISCRP, 2015).

actively support research opportunities 
(Korieth, 2016). 

Still, though they may be informed, the Tufts 
CSDD research sheds light on a number of 
reasons why physicians may not actually 
refer patients to clinical trials. For example, 
they may be unfamiliar with the sites or 
investigators conducting a study, or they 
may not have enough time to understand the 
protocol to feel comfortable making a referral. 
That is to say, when faced with deciding if 
referral is in the patient’s best interest, they 
may not feel they fully understand the burden 
(or risk) of participation (Korieth, 2016). 

As the traditional, paternalistic doctor-patient 
relationship evolves alongside the growth of 
digital, many patients are becoming more 
autonomous, taking ownership of and making 
better informed choices about their own 
health. The empowered patient provides a new 
opportunity to reach beyond traditional study 
site pools, by directly communicating with the 
patient about clinical trial opportunities.

Source: Clinical Performance Partners and PhESi

Figure 3: The pipe is still leaky
The ‘typical funnel’: average industry benchmark data (1998-2012)

So, what explains this doctor disconnect? 

A survey of 755 physicians and 1,255 nurses, 
published in 2016 by the Tufts Center for the 
Study of Drug Development (CSDD), reported 
a higher-than-expected rate of familiarity 
with clinical research. Many of the healthcare 
professionals surveyed claimed to be the 
primary source of information about clinical 
trials for their patients and said they would 

Doctor disconnect
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Optimizing clinical trial recruitment in the 
21st Century

on the specific trial and recruitment 
strategy, but this is a useful starting point 
for understanding where the key influencers 
and pressure points might be for patient 
recruitment and retention.

Given these challenges, if the study site can 
reach 80% of potential candidates through 
traditional means, a reasonable benchmark 
in our experience, alternative tactics will be 
needed to reach the other, harder-to-reach 
20%, and help meet recruitment targets within 
a reasonable timeframe. Communicating with 
patients and carers online can be an effective 
way of reaching people outside traditional 
study site pools, according to Paulo Moreira, VP 
Global Clinical Operations (External Innovation) 
at EMD Serono, but always with a backward 
glance to previous successes and failures.

“Not all attempts to reach people online have 
been successful,” he says, “so it is important 
to recognize where previous campaigns may 
have gone wrong – and use this experience to 
optimise today’s direct-to-patient programs.” 

In the early days of online clinical trial 
recruitment, this new stream of patients often 
posed an additional burden to study sites 
that they were not ready to respond to. For 
example, patients may not have been properly 
pre-screened, perhaps not fitting the basic 
eligibility criteria – or even being engaged 
enough to show up to the site. 

“What struck me,” continues Paulo, “was 
that initially the patients recruited weren’t 
necessarily the right fit for the trial, potentially 
creating more work for the sites.” This has 
been resolved through improved screening 
before patient referrals are sent to study sites.  

For an orphan drug currently in Phase III 
development, each day of delay costs sponsors 
on average $700,000 in forgone future sales 
(EvaluatePharma 2017, Raremark analysis). 
That’s a big problem when you consider that 
developers of new drugs typically need to 
nearly double their original timelines to reach 
patient recruitment targets (Tufts Center for 
the Study of Drug Development, 2013).

Clinical development – including recruiting 
and retaining patients to take part in clinical 
trials – is one of the most expensive and time-
consuming parts of developing a new drug 
(CenterWatch, 2017). 

Ensuring patients make it all the way through 
the recruitment process to informed consent 
and randomization is a challenging and complex 
task, no matter the method. Aside from those 
who are ineligible, many who initially register 
their interest and meet the inclusion criteria 
may not respond to follow-up. Others may 
change their mind or simply refuse to take 
part once they better understand the trial 
requirements. The problem is even more acute 
in rare diseases or niche populations where 
patients, by definition, are hard to find.

Often-cited benchmark data, visualized as 
a leaky pipe by the consultancy Clinical 
Performance Partners (Harper, 2014), depicts 
representative ‘funnel’ metrics for clinical trial 
recruitment from over 20 years of experience, 
representing an aggregate across multiple 
therapeutic areas, indications and trial phases.

In this typical funnel, of a possible 100 
candidates identified or available, losses along 
the way leave just seven patients who complete 
the trial. The funnel metrics will vary depending

Recruitment challenges: what are the 
numbers?

Direct-to-patient recruitment and 
self-referral
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He adds that what is important now is using 
the growing amounts of data available and 
ensuring its value is maximized. “Looking right 
back to the days of (internet) dial-up, the 
speed of connection was so slow, there wasn’t 
much information available. Now the amount 
of information and the speed of accessibility is 
amazing, but there are still companies looking 
for needles in haystacks,” says Paulo. “Today, 
there are massive amounts of information out 
there and this is growing daily. As patients 
come to understand more about their own 
health, this will become more and more 
valuable ... In order to evolve, we need to 
figure out where these subsets of patients are”.

“Direct-to-patient communications was 
initially the natural home of advertising or PR 
agencies,” says Julie Walters, the founder of 
Raremark. “The first campaigns were a little 
adventurous, with poor understanding of the 
conservative environment of trial recruitment, 
which had until then been completely left in the 
hands of doctors.”

Julie recalls a partner agency in Romania 
proposing to organize a flash mob of people 
affected by schizophrenia as an awareness 
tactic for a clinical study. “It would have 
certainly raised the trial’s profile but for all 
the wrong reasons!” says Julie. “Since then, 
agencies have learned to focus on what works 
online and how to adjust sensible tactics, 
depending on the therapy area. For example, 
there is no point spending tens of thousands 
of dollars on Google advertising for a trial in a 
rare disease that needs only 70 people.”

Julie adds: “You are far better to approach 
established communities, for example through 
a patient group or a private vendor, and see 
how many relevant patients they have in their 
database. Going direct to the patient in this 
way means that companies are not relying on 

According to accumulated data from our 
previous direct-to-patient online recruitment 
programs, of 25 patients who register their 
interest, are followed up with a screening 
phone call or email, and referred to the study 
site, 12 will be randomized to the study on 
average: a success rate of 48%. 

These numbers reflect a coordinated effort to 
access patients beyond investigators’ patient 
pools, and are influenced by a well thought-
through recruitment strategy, including 
appropriate patient-facing communications, 
optimized user experience on any website, 
prompt follow-up, as well as the study protocol 
and trial design (which we may not be able 
to influence). 

We have learnt that, at each point in the 
process, there are influencing factors that 
impact the success of direct-to-patient 
recruitment programs. Our experience tells us 
that patients are most likely to be reached, 
referred and retained in studies if each of these 
eight influencers are considered.

doctors to introduce the possibility of a trial. 
Patients can find out for themselves.”

Top eight influencers of success 
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First, it is vital to understand who the intended 
audience is and how to reach them. This 
is especially important for reaching niche 
populations, such as pediatrics or geriatrics. 
Direct-to-patient recruitment typically involves 
producing a website or a microsite about a 
particular clinical trial. Since organic traffic to 
these sites can sometimes be low, some search 
engine and social media marketing is needed to 
build awareness. 

Understandably, pharmaceutical companies 
employ many former doctors and scientists, 
and their temptation may be to write or review 
web and advertising copy as if the information 
is to be understood by a fellow PhD or MD. 
Ultimately, it is the patient who needs to 
understand what is involved in participating in 
a trial, so it’s important to pitch the content to 
be understood by an intelligent teenager rather 
than someone with a medical degree. Using 
patient advisory panels early in the process is 
a practical way to check: Are materials written 
clearly and simply, with the patient in mind?

load quickly? Is the content designed to be 
mobile-friendly? Is there a clear call to action 
on each page? As an example, we know a 
website’s performance and efficiency, including 
the speed of load time, will significantly 
affect conversions (ie: the number of 
patient enquiries received in the course of a 
recruitment campaign).

A clinical trial website or microsite will include 
details about eligibility criteria and trial design, 
and usually offer the chance for the patient 
to take a questionnaire that filters for trial 
eligibility. Patients can find out: How is the 
study designed? Is there a placebo involved? 
How many site visits are involved? Will travel 
expenses be paid?  The end goals are to 
educate and give the patient the option of 
participating in a trial. 

The way the website is designed and built is 
important. Is the pre-screener questionnaire 
short and simple to complete? Do the pages 

Providing a good website experience is critical, 
but we first need to ensure that people are 
actually finding the website or microsite.

The typical recruitment funnel starts with 
search engine and social media marketing, on 
popular channels such as Google and Facebook. 
Proactive and insightful campaign management, 
and a healthy advertising budget, will drive the 
number of high-quality leads, while advertising 
copy must be patient-friendly; so ‘inclusion/
exclusion criteria’ becomes ‘Can I take part?’ 
when written with patients in mind.

Interestingly, Google and Facebook have a 
number of policies concerning advertising 
in a healthcare context. It’s written clearly 
into Google’s policy that advertisements that 
mention prescription drugs and drug names 
are prohibited, but there are other unpublished 
rules that you can only learn from experience. 
For example, Google has objected to ads that 
refer to drug classes, as well as names, and 
has also objected to use of the word ‘insulin’. 
Facebook has other restrictions, so ads cannot 
be directly addressed to individuals with health 
conditions. So, ‘Do you have diabetes?’ would 
be rejected, while ‘Affected by diabetes?’ would 
normally be acceptable.

1   Right message, right person, right  
      time

2   Clinical trial website provides good  
      user experience

3   Patients can find your website
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Ethics review is relevant to all patient-facing 
materials that mention a specific clinical trial, 
and can sometimes be an obstacle to direct-
to-patient recruitment. Indeed, the fear of 
having materials rejected at ethics review 
may even stop pharmaceutical companies 
from innovating. Many committees have 
not kept pace with technological advances 
and market-specific regulations may impact 
whether Institutional Review Boards (IRBs) or 
ethics committees permit online recruitment 
activities.

Ethics reviewers often have conflicting ideas 
about what is ethical. From experience, we 
know that in Canada you cannot name the 
investigational drug, while in Germany you 
must name the drug on every page of the 
informed assent materials. In Argentina, 
ANMAT, the local medicines regulator, does not 
allow any use of social networks or websites 
for clinical trial recruitment. In Belgium, ethics 
review committees do not automatically rule 
it out, but while some may approve the tactic, 
another committee may never approve it – 
simply on personal preference.

It’s key to know, then: Is online recruitment 
likely to be acceptable in the market in 
question? Are there any market-specific 
considerations we should allow for?

Once the candidate has completed a 
questionnaire, it is vital that their enquiry 
is promptly handled. Are participants being 
promptly followed-up? Are we being persistent 
and flexible in our communications?

The introduction of a screening phone call 
or email by a trained specialist – before the 
referral is sent to a trial site – makes a big 
difference to referral rates. Calling at the 
right time, ideally within 48 hours, and being 
persistent and flexible with the timing of calls 
may well mean the difference between a person 
being referred or not. Persistence means not 
giving up just because of one unreturned 
voicemail, while flexibility involves being willing 
to call outside regular office hours to reach 
candidates who can’t speak during the working 
day.

A watertight process, in which receipt of 
a completed pre-screener questionnaire is 
promptly followed by a screening call or email, 
is vital to the process. Screening out ineligible 
or uncommitted candidates also saves site staff 
many hours of administrative burden.

Referrals from the online recruitment process 
must then be qualified by the study site. The 
referral partner plays an important role in 
supporting the study site, ensuring the site is 
aware and bought-in to the process – and that 
a candidate who has expressed a willingness to 
participate isn’t lost. Communications between 
the referral partner and study site need to be 
open, clear and prompt.

4   Ethics committee review   
      consideration

5   Candidates are promptly 
      followed-up

6   Study sites are engaged as partners
      in the process

For every 1 second delay 
in mobile site load time, 
conversions fall 20%

Source: Akamai, April 2017

Box 5: Every second counts
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Key questions to ask include: Is the study site 
aware of the recruitment process? Are staff 
able and willing to follow up a potential referral 
within 48 hours?

In the early days of online recruitment, it 
was quite common for patient enquiries 
to be sent directly to a study site team, 
irrespective of whether those site teams had 
been briefed or trained on how to deal with 
them. Understandably, there were significant 
limitations to this model, with staff at study 
sites not necessarily being happy to receive 
online referrals and often not responding to 
emails. 

It’s the job of the referral partner to ensure 
sites are willing to accept referrals from outside 
their traditional pools, and that staff are 
trained on what to do next.

It is also important to think about consent-
focused materials, including the message itself 
and the medium used to deliver this message: 
Are informed consent materials written with the 
patient in mind? Is the medium used to gain 
consent appropriate? 

In the past, gaining patient consent has largely 
been a paper-based process. These documents 
are usually complex, and often written for 
lawyers rather than for patients. In line with 
the growing popularity of digital technology, a 
natural and alternative approach is electronic 
informed consent, or eConsent for short.

The advantages of media-rich eConsent tools 
over the paper-based tradition are numerous: 
notably, the ability to include videos and 
questions to ensure understanding, control 
and consistency in the consenting process, 
improved security in the audit trail, and 

7   Consent materials are patient- 
      friendly

The final stage of the process involves closing 
the loop for sponsors and patients: How many 
referred patients were randomized? Why did 
other referrals not proceed? Can patients find 
out more about the trial activities after they 
have taken part? 

Feedback metrics like these give the sponsor 
the chance to understand possible reasons for 
recruitment successes and failures, and make 
appropriate changes to future programs. It’s 
equally important to close the loop for the 
patient. In the past, many patients simply 
would not hear back from the study site or 
sponsor after their participation. Providing 
patients with a ‘thank you’ card and access to 
a patient-friendly write-up of the trial results 
are two ways to ensure they remain engaged 
even when the trial is over, perhaps increasing 
the chance of their taking part in research or 
surveys in the future. 

significant cost savings for the sponsor where 
the quality of the patients’ informed consent 
improves retention. 

8   Closing the loop for sponsors and  
      patients
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In recent years, the traditional doctor-
patient relationship has evolved, with patients 
becoming increasingly autonomous, and better 
equipped to make informed choices about their 
own health. Indeed, there are many reasons 
to believe that patients are acquiring a more 
central role in drug development, and in line 
with this, there’s a growing realization in 
industry of the importance of patient-centric 
clinical trial activities.

As the digital revolution continues, increasing 
numbers of centers and sponsors have begun 
using the internet as a tool to manage many 
components of their trials, including patient 
recruitment. With the emergence of Doctor 
Google, more and more patients will hear 
about clinical trials online and feel empowered 
to self-refer. Our experience of direct-to-
patient clinical trial recruitment tells us that 
the objective is to make the entire patient 
experience as straightforward as possible, 
effectively treating patients as partners in the 
clinical trial process.

Conclusion

Contributing authors for Raremark

In order to maximize the value of direct-
to-patient recruitment programs, there are 
various influencers to consider. Making sure 
the right patient receives the right message 
at the right time; that they have access to 
relevant, patient-friendly study materials – 
including a good website experience; and that 
their enquiries are promptly and appropriately 
followed-up are all vital components to a 
successful program. Finally, a timely and 
genuine ‘thank you’ for the participation of 
those who agreed to take part and feedback 
about the trial after its conclusion has the 
potential to take their clinical research 
experience from good to great.
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Case studies

Raremark launched a community to provide information and resources to patients living with 
a rare inflammatory disease for which there are no approved treatments.

• Web page about the study, supported by online advertising
• Phone & email screening to validate eligibility of self-referring candidates
• Regular content published on social media channels

Clinical trial recruitment in a rare inflammatory disease

  

  

Results:

Tactics to drive patient referrals for an industry-sponsored clinical trial included:

The AKU Society, a patient group dedicated to the rare metabolic disease alkaptonuria (AKU) 
and lead partner in the DevelopAKUre clinical research study, asked us to support its patient 
recruitment efforts. 

• Google advertising to drive traffic to a study microsite
• Separate ad campaigns for diagnosed and undiagnosed individuals
• Translation of ads into >20 languages to reach target European countries

DevelopAKUre clinical research study

  

  

Results:

Our tactics included:

>650

>6,000

community 
members

visitors to study 
microsite

ranking on Google 
in English (US & rest-of-world) 
for selected keywords

pre-qualified referrals 

in 2 countries over 

11 months

All patients  needed 
enrolled during formal 
recruitment period

Almost  0.5  mi l l ion 
people worldwide saw 
the ads over 6 months
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