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Clinical trial harmonization in Europe. 
A snapshot of pharma’s early experiences of EMA’s  
new definitive, centralized registration system.

An Arriello US/UK/EU survey.
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Contrary to anecdotal evidence, the majority of Clinical & Quality leads at Pharma, Biotech and CROs  
are largely positive about the one-stop portal, which promises to make Europe a more attractive  
and cohesive market in which to conduct trials.
In August 2022, Arriello commissioned a comprehensive survey of 
European and US pharma companies’ initial experiences of the EMA’s 
new, definitive, centralized clinical trials information system (CTIS). 

The new platform and portal are designed to streamline the 
submission, assessment and approval of trials across EU markets, 
under the new Clinical Trials Regulation (CTR)* which finally 
became applicable at the end of January 2022 and becomes 
mandatory for all new clinical trials from January 31, 2023.

This development has been a long time coming, and 
expectations have been high yet tentative. This is because 
previous attempts to streamline clinical trial requirements and 
approval processes under a European Clinical Trials Directive 
failed somewhat in delivering the intended outcomes. 

Too much had been left to interpretation, with the result 
that each member state interpreted and transposed the EU 
legislation into their own national legislation slightly differently, 
adding new layers of complexity and requirements.

The new Regulation enables sponsors to submit all regulatory 
and ethics documents via a single online platform (the CTIS) for 
review and approval to run a clinical trial in multiple European 
countries, making it more efficient to carry out such multinational 
trials. CTR also makes it more efficient for EU Member States 
to evaluate and authorize such applications together.

The purpose is to foster innovation and research in the EU, facilitating 
the conduct of larger clinical trials in multiple EU Member States/
EEA countries. Other key benefits of the Regulation include:

	� improving information-sharing and collective decision-making 
on clinical trials;
	� increasing transparency of information on clinical trials; and
	� ensuring high standards of safety for all participants in EU 
clinical trials.

*Clinical Trials Regulation, EMA: LINK

An Arriello Western Europe/US survey report, October 2022.

https://www.ema.europa.eu/en/human-regulatory/research-development/clinical-trials/clinical-trials-regulation
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At roughly the half way point between CTR  
go-live and the mandatory date for compliance 
with CTIS for new studies, we engaged 
Censuswide to capture the early experiences 
and views of 400 relevant Director+/relevant 
Functional Heads in Pharma, Biotech 
and CRO companies (breaking down into 
100 representatives per market in the UK, 
Germany, Switzerland, and the US).

Based on anecdotal evidence from our 
own networks and client contacts, we went 
into the research expecting to find mixed 
early experiences of the new platform, as 
teams adapted to the new requirements 
and got up to speed with the submission 
and vetting process. 

This expectation did not bear out. The findings 
were remarkably upbeat. Although a number 
of pain points did surface, none of these were 
significant, nor are they insurmountable.

The following report draws together the key 
findings, highlights emerging anomalies and 
areas for attention, and distils the expected 
benefits as development teams and their 
colleagues or partners proceed with the 
new portal and harmonized registration 
and approvals process as standard. 

Research details.
Conducted independently by Censuswide 
during the first half of August 2022, 
the quantitative research polled:

	� 400 relevant Director+/relevant Functional 
Heads in Pharma, Biotech and CRO 
companies;
	� Split evenly into 100 representatives  
per market in the UK, Germany,  
Switzerland, and the US. 

*There is evidence of a small element 
of overlap in the research base, where 
more than one respondent took 
part from the same company. 

This can be seen in the observation that 
the overall number of claimed CTIM 
submissions exceeds those reported 
on EMA’s web site. However, we believe 
this does not detract from the general 
trends and experiences observed.

About the research & the respondents.

Based on anecdotal evidence from 
our own networks and client contacts, 
we went into the research...
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The first observation concerns the level  
of activity already taking place through  
CTIS at this early stage, given that its use  
isn’t mandatory until after the end  
of January 2023. 

In the survey, over 98% of respondents say  
they are registered in the CTIS;  
40% have submitted a CTA and just  
over 17% claim to have applications pending*  
(see About the research on page 3). 

Biotechs and traditional pharma organizations, 
with their own trials underway or on the 
horizon, were most likely to be active on the 
CTIS. Pharma consultancies were least likely 
to be active on the platform. 

With the deadline for conformance with CTR 
and CTIS use looming, it is to be expected 
that teams will increasingly default to the 
new platform and process, to remove the risk 
of having to transition to it part way through 
a trials program. 

Overall, 92% of respondents said their 
organization was planning a clinical trial 
through the centralized EMA system over 
the coming six months, with Switzerland then 
Germany recording the highest responses 
(98 and 96% respectively). 

Nine in 10 US respondents reported  
that this was the case, with the UK  
in fourth place (here, 85% had plans  
to plan a clinical trial through the CTIS  
over the coming half year).

Question:    Has your organization registered a clinical trial 
through the CTR?

40.3%17.2%
1.3%

0.2%

41.0%
Overall 
Yes 
98.5%

 Yes, registered through CTR and active

 Yes, registered through CTR but not active

 Yes, registered through CTR and pending

 I don’t know what the CTR is

 No

EMA CTR CTIS take-up exceeds expectations.
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Question:    Is your organization planning a clinical trial through the CTR  
in the next six months?

All answers combined

Germany

United StatesUnited Kingdom

Switzerland

52.3%   Yes, registered  
through CTR  
but not active

39.4%   Yes, registered  
through CTR  
and pending

7.8%     No

64.7%   Yes, registered  
through CTR  
but not active

31.3%   Yes, registered  
through CTR  
and pending

4.0%     No

48.0%   Yes, registered  
through CTR  
but not active

50.0%   Yes, registered  
through CTR  
and pending

2.0%     No

50.0%   Yes, registered  
through CTR  
but not active

35.0%   Yes, registered  
through CTR  
and pending

15.0%   No

49.0%   Yes, registered  
through CTR  
but not active

41.0%   Yes, registered  
through CTR  
and pending

10.0%   No
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Of the high proportion of organizations 
that had already registered a trial through 
the CTIS, more than a third (37%) 
reported they had found the experience 
faster/shorter than expected. 

31% said the process had been easier 
than expected. Only 19% said it had taken 
longer than they imagined, while 23% 
said the experience was ‘as expected’.

German and UK respondents were struck 
most by the speed, though a higher 
percentage of German respondents 
compared to others found the encounter less 
straightforward. Respondents from the US 
were most likely to have a neutral stance. 

By company type, biotechs were 
most likely to be impressed with the 
speed of using the new system, and 
CROs were the most likely to report 
the experience as challenging.

Question:    How would you describe the process of 
registering a clinical trial through CTR? 
(Tick all that apply.)

31.5% Easier than expected

36.6% Shorter than expected

22.8% As expected

19.3% Longer than expected

9.4% Challenging

Speed & efficiency stand out...

>>
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Just over three-quarters of respondents 
whose companies had registered a trial 
through the CTIS said assessment 
deadlines had been achieved, rising 
to 99% of US organizations. 

Swiss and German companies were most 
likely to report that this had not been the 
case, though when we dug deeper we found 
that any slippage was generally no more 
than a week or so. Traditional/big pharma 
reported the best experiences here.

Question:    Were the agencies able to meet their 
assessment deadlines?

No 
24.1%

Yes 
75.9%

>>
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Experiences of the new portal 
haven’t been pain-free, as is to be 
expected, though there was no 
obvious single point of concern. 

Responses were fairly evenly split across 
the following barriers or sources of friction:
	� Issues of organizational structure – cited 
by 38% of respondents overall,  
rising to 43% of US respondents.
	� Training/information overload – cited by 
36% overall, with a contrast between German 
and Swiss respondents (50% of Germans 
found this to be a barrier, compared with just 

25% of Swiss respondents). CROs were the 
most likely to have an issue with this.
	� Transition point identification – an issue 
for 35% of all respondents, with Germany, 
the US and UK more concerned about 
this than Swiss survey participants (only a 
quarter of which felt this to be a barrier). 
	� Fear of the unknown – cited by 33% of 
all respondents, rising to 38% of German 
respondents
	� A lack of clearly defined process steps – 
mentioned an issue for 33% of respondents 
generally, rising to 39% of German 
participants, but accounting for just 
a quarter of Swiss respondents. 

Swiss respondents 
were least likely to have 
significant issues, and the 
UK participants’ responses 
were most evenly spread 
across the different barriers. 
German and US respondents 
expressed most concern 
about organizational and 
process issues.

Question:    What, if anything, do you see as the main barriers or pain points  
under the new regulation? (Tick up to three)

37.8% Organizational structure

35.5%  Training/information overload

34.5%  Transition point identification

32.8%  Lack of clearly  
defined process steps

32.5% Fear of the unknown

Issues to iron out...

>>
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By company type, traditional pharma 
organizations were most likely to have 
encountered issues with organizational 
structure and transition point identification. 
Consultancies were the least likely to cite 
issues with process step definition.

Biotechs were not overly concerned 
with any one pain point, perhaps because 
these organizations are less likely to 
be entrenched in the historical ways 
of registering trials and/or may not yet 
have scaled up to full trial activity.

Question:    What, if anything, do you see as the main barriers or pain points  
under the new regulation? (Tick up to three)

Answers by company type: Biotechnology Consultancy CRO Pharmaceutical

Organizational structure 37.1% 33.3% 32.9% 43.1%

Training/information  
overload

35.0% 38.9% 40.8% 32.1%

Transition point  
identification

31.0% 27.8% 35.5% 41.3%

  Lack of clearly  
defined process steps

33.5% 11.1% 31.6% 35.8%

Fear of the unknown 33.0% 27.8% 25.0% 37.6%

>>
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Asked specifically about the experience 
of submitting Development Safety Update 
Reports (DSURs) through CTIS, over half 
(53%) of all respondents said this had 
been a positive encounter to date, rising 
to 64% of traditional pharma respondents 
and 83% of all US survey participants. 

Almost without exception, respondents claimed 
to have already submitted such reports via the 
portal, and only 12% suggested this has been 

a negative experience – although this rose to 
22% among UK respondents. Just over a third 
of all companies expressed a neutral response. 

Consultancies were the most likely to be 
ambivalent (61% expressing neutrality), 
while CROs were the most unhappy 
about DSUR filing through the portal 
(28% reporting a negative experience).

Question:    What is your experience submitting annual  
safety reports (DSURs) through CTIS?

Safety reporting.

Neutral
34.5%

Negative/None
13%

Positive 
52.5%
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Question:   Have you updated your internal quality 
system in readiness for the regulation?

So, to what extent had organizations  
adapted their own activities in line 
with the new requirements?

When we asked specifically about updates 
to internal Quality systems in readiness 
for the new Clinical Trial Regulation and 
central registration platform, two-thirds 
of all respondents said they had already 
performed appropriate adaptation. 

A quarter said they hadn’t yet updated 
their Quality capabilities, though 
7% said this was in progress. 

Across the survey’s countries of focus there 
was significant divergence, however. 95% of 
US respondents said they had already updated 
their Quality systems, compared with just 
over half of UK and Swiss survey participants. 
Germany was the second most prepared, with 
64% claiming to have updated their systems. 

This distribution of relative proactivity correlates 
with the findings above that respondents 
in the US and Germany are more likely to 
have encountered issues of organization/
process/information and training overload. 

Swiss organizations, which tended to be 
the most ‘relaxed’ about CTR and the new 
CTIS platform in the survey, were also the 
least likely to have done anything to update 
their Quality systems at this point. 

By type of company, traditional/large pharma 
organizations were the most likely to have taken 
action to update Quality systems: 80% said they 
had already done this compared with just under 
two-thirds (61–63%) of the other companies.

Quality system adjustments.

No 
26%

In progress 7%

Yes 
67%
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Encouragingly, all respondents appeared to 
have a good grasp of and appreciation for 
the intended benefits of CTR and the new 
harmonized trials registration system. 
When asked “What, if any, are the main 
advantages you think the new regulation 
will bring?“, answers were ranked across all 
respondents as:
	� Faster approvals – cited as an expected 
advantage by 35% of all respondents (rising 
to 40% of US respondents).
	� Benefits of a wider group experience – cited 
by 33% of all respondents (rising to 50% of 
consultancies).
	� Efficiency of scale – cited by 30%.
	� Harmonization of processes – 28%.
	� Greater transparency – 28% (rising to 40% of 
US respondents while by contrast falling to 
16% of Swiss respondents).
	� Fostering innovation & research – 26% 
(falling to 16% of Swiss respondents).
	� Supporting more uniform decisions – 25%.

Unsurprisingly, biotechs were most switched on 
by the potential for accelerated trial approvals. 
They also saw merit in the benefits of wider 
group experience, though not to the same extent 
as consultancies, which were more pronounced 
in welcoming this expected outcome.

For traditional pharma, harmonized processes, 
increased transparency, and efficiency of 
scale were the top three expected benefits. 

... all respondents appeared to have 
a good grasp of and appreciation 
for the intended benefits of 
CTR and the new harmonized 
trials registration system.

Strong benefit awareness.
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Looking more strategically, toward the 
expected impact on sponsor endorsement 
of the harmonized CTR requirements and 
centralized registration/approval system, we 
asked whether – and to what extent – the new 
clinical trials review set-up might attract more 
sponsors to run clinical studies in Europe. 

The vast majority (81%) of all respondents 
said they expected a net increase in the 
volume of sponsored trial activity  
in Europe, rising to 94% of US 
respondents – a third of which said 
they expected alot more of this. 

Traditional pharma and biotechs were the most  
optimistic of all the respondents. Swiss survey  
participants were the most neutral about this,  
and consultancies the most negative, though  
even here 61% expected a net uptick in  
European activity as a result of the  
new changes.

Question:    To what extent, if at all, do you think that the new regulation will attract more 
or fewer sponsors to run studies in Europe?

80.5%

54.0%

26.5%

15.0%

3.8%

0.7%

4.50%

More sponsors (Net) 

Somewhat more sponsors

A lot more sponsors

Neither more nor less sponsors

Somewhat fewer sponsors

A lot fewer sponsors

Fewer sponsors (Net)

The litmus test: will CTR increase sponsor interest 
in Europe for clinical trials?.



Finally, we asked about the impact 
on requirements at a national level now 
that a much more harmonized European 
approach is the focus.

In answer to the question, “What, if any, 
additional/ unexpected requirements have 
you experienced from National Competent 
Authorities?”, for which respondents could 
indicate multiple items, more than half 
(54%) of all survey participants said they 
were still being asked to provide additional 
regulatory documentation for individuals 
markets – rising to 67% of US respondents. 

Persisting additional, country-specific 
Pharmacovigilance requirements were 
also identified: 44% of all respondents 
confirmed that they had had to provide 
additional PV information to NCAs (rising 
to 55% among German companies). 

Suspected Unexpected Serious Adverse 
Reaction (SUSAR) reporting was subject 
to additional NCA requirements, too –  
40% on average, rising to 
44% for UK respondents.

Question:   What, if any, additional/unexpected requirements have you experienced from 
National Competent Authorities? (Tick all that apply.)

54.3% Regulatory documentation

44.0% PV

40.3% SUSARs

2.0%  I experienced no additional/
unexpected requirements

0.8%  I don’t have an experience 
with National Competent 
Authorities

14

Reducing the national admin burden: 
a work in progress.
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While the EMA’s new Clinical Trial Regulation 
appears to have had a largely positive 
reception to date, and with its centralized 
information portal already more prevalent in 
current trial activity than might be expected 
at this early point, it is clear that it hasn’t 
resulted in total harmonization of clinical trial 
vetting across the diverse European markets. 

In many ways this is inevitable, given the huge 
variances in culture across the region and 
the long legacy of national autonomy when 
it comes to matters of health and safety.

That so many survey respondents claim 
to have already registered clinical trials 
via the new CTIS remains surprising, but 
as time ticks on the take-up will grow 
only more pronounced as the date for 
mandatory compliance draws near and 
the risk of transitioning between old 
and new systems mid study grows.

The early experiences logged in this study 
provide interesting food for thought. The 
appreciation for, and buy-in to, the new 
centralized model appears to be strong and 
tangible: there is evidence of considerable 
belief that harmonization will reduce barriers 
to performing clinical studies in Europe and 
make the region a more attractive market 
overall for new innovation in life sciences.

As ever though, change can be daunting  
and time will tell, as pharma and biotech  
organizations and their service partners  
look to capitalize on the new opportunities,  
and make the new system work optimally  
for them. 

We can expect demand for 
support services to grow in this 
area over the coming months.

Arriello provides a comprehensive range 
of managed services for life sciences 
companies internationally, covering more 
than 150 countries through our own 

on-the-ground operations and extensive 
network of global partners. Our activities span 
Regulatory, Quality, Safety/PV and Clinical 
advisory and process support services. 

Arriello provides a comprehensive range 
of managed services for life sciences 
companies internationally, covering more 
than 150 countries through our own 

on-the-ground operations and extensive 
network of global partners. Our activities span 
Regulatory, Quality, Safety/PV and Clinical 
advisory and process support services. 

Arriello provides a comprehensive range 
of managed services for life sciences 
companies internationally, covering more 
than 150 countries through our own 

on-the-ground operations and extensive 
network of global partners. Our activities span 
Regulatory, Quality, Safety/PV and Clinical 
advisory and process support services. 

Conclusion.

How Arriello can help.
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