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PAT E N T S

The author describes the new EU clinical trial directive and proposes further ways to

streamline the review process.

New EU Clinical Trial Regulation’s Streamlined Approval Process May Not Be ‘One
Size Fits All’

BY DANIEL G. GOTTLIEB

T he European Parliament—the directly elected par-
liamentary body of the European Union—voted
overwhelmingly on April 2 to repeal the current EU

directive on clinical trials of medicinal products for hu-
man use and replace it with a new regulation. The pri-
mary goals of the new regulation are to:

1. Streamline the approval process for studies con-
ducted across multiple member states;

2. Harmonize the regulation of clinical trials
throughout the member states; and

3. Increase transparency of clinical trial results.

It was the European Parliament’s hope that accom-
plishing the first two goals would increase the number
of clinical trials being conducted in the EU. The regula-
tion has streamlined the review and approval process
by permitting sponsors to submit only one application,
using a central portal.

That one application will then undergo a two-phase
review. The first is the assessment of the clinical trial
with respect to those aspects that have been harmo-
nized and is cooperatively reviewed by all member
states in which the study will be conducted (Part I of the
Assessment Report).

Once authorization is granted in Part I of the Assess-
ment Report, the second phase of the review, which is
the assessment of the aspects of the clinical trial that
are ‘‘intrinsically national in nature,’’ begins. This as-
sessment is performed by each member state sepa-
rately, and includes the review and assessment by the
Ethics Committee in the particular member state (Part
II of the Assessment Report).

In addition to this fully streamlined process, Article
11 of the regulation establishes a split review process.
Under this process, a sponsor can request a limited re-
view of the application under Part I of the Assessment
Report. Then the sponsor has up to two years to request
an assessment under Phase II of the Assessment Report
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in each of the countries in which the study will be con-
ducted.

Each time the sponsor requests an assessment under
Phase II, the sponsor must certify that it is ‘‘not aware
of any new substantial scientific information that would
change the validity of any item submitted in the appli-
cation on the aspects covered by Part I.’’

With one exception, the EU Parliament, in my view,
struck the right balance between harmonizing the regu-
lation of aspects of the study that are appropriately
standardized across the EU, and allowing member
states to retain control of those aspects of a study that
are intrinsically national in nature.

Give Sponsors Better Option for Consent
However, it is this one exception—the lack of harmo-

nization of the informed consent process—that may
cause a significant number of sponsors to opt for the
split review process under Article 11 as opposed to the
fully streamlined pathway. Specifically, the assessment
of a sponsor’s proposed informed consent process is
left to each member state during Part II of the Assess-
ment Report.

Although the regulation establishes specific informa-
tion that must be provided to potential subjects during
the informed consent process and requires the informa-
tion to be ‘‘comprehensive, concise, clear, relevant and
understandable to a lay person,’’ it leaves the member
states free to establish different requirements for how
the required information is presented.

I recently assisted a client in navigating the ethical re-
view process for several Phase III clinical trials in the
EU, and some of the biggest challenges we faced were
caused by the variability in each member state’s re-
quirements for how the required informed consent in-
formation should be presented to the subject (e.g., im-
posing page limits for consent forms, requiring certain
information to be in an annex attached to the consent
form).

Responding to these divergent assessments can be a
very time-consuming process, especially if the sponsor
does not have any internal local resources. However,
companies are generally able to respond to these as-
sessments in a timely manner because, unless they hit
the unlucky lottery, the assessments are not all pro-
vided at one time.

However, if a sponsor were to take advantage of the
fully streamlined process, these assessments could all
come within days of each other and the sponsor would
have, at most, 12 days to respond or risk having the ap-
plication deemed lapsed.

The European Parliament could have reduced this
risk if it had done more to harmonize the assessment of
the informed consent process. I agree that certain as-
pects of the informed consent process are intrinsically
national in nature, such as consent requirements for in-
capacitated subjects or minor subjects. But even the Eu-
ropean Parliament’s Committee on the Environment,
Public Health and Food Safety has acknowledged the
challenges associated with the lack of harmonization,
and has recommended further action to facilitate har-
monization of member states’ requirements.

Template for Basic Information
In addition to the sharing of best practices recom-

mended by the committee, this process could be
streamlined by permitting a sponsor to submit, for re-

view during Part I of the Assessment Report, an in-
formed consent form template.

This template would include standardized language
for those sections of the informed consent form that do
not relate to those aspects of the informed consent pro-
cess that are intrinsically national in nature. For sec-
tions that do relate to aspects that are intrinsically na-
tional in nature, the sponsor would submit separate lan-
guage for use in each member state, which the
respective member states would review during Part II of
the Assessment Report.

There may be some disagreement as to which sec-
tions of an informed consent form are not intrinsically
national in nature. However, I believe that everyone can
agree that, for the most part, the following information
is not likely to be intrinsically national in nature:

s that the trial involves research;

s the purpose of the trial;

s the trial treatment(s) and the probability for ran-
dom assignment to each treatment;

s the trial procedures to be followed, including all
invasive procedures;

s the subject’s responsibilities;

s those aspects of the trial that are experimental;

s the reasonably foreseeable risks or inconve-
niences to the subject and, when applicable, to an em-
bryo, fetus, or nursing infant;

s the reasonably expected benefits—when there is
no intended clinical benefit to the subject, the subject
should be made aware of this;

s that the subject’s participation in the trial is volun-
tary and that the subject may refuse to participate or
withdraw from the trial at any time, without penalty or
loss of benefits to which the subject is otherwise en-
titled;

s the nature, objectives, benefits, implications, risks
and inconveniences of the trial;

s that the subject or the subject’s legally acceptable
representative will be informed in a timely manner if in-
formation becomes available that may be relevant to the
subject’s willingness to continue participation in the
trial;

s the expected duration of the subject’s participa-
tion in the trial; and

s the approximate number of subjects involved in
the trial.1

Additionally, my proposal would permit each mem-
ber state to reject or request changes to the sections of
the informed consent template that were reviewed dur-
ing Part I of the Assessment Report, for justified rea-
sons. However, the proposal would prevent member
states from imposing arbitrary non-substantive require-
ments such as limits on length or requiring certain in-

1 International Conference on Harmonisation, Guideline for
Good Clinical Practice E6(R1) § 4.8.10 (June 10, 1996) avail-
able at http://www.ich.org/products/guidelines/efficacy/article/
efficacy-guidelines.html.
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formation to be in an annex of the informed consent
form as opposed to being in the main body of the form.

In light of the European Parliament’s decision not to
further harmonize the assessment of the informed con-
sent process, sponsors should consider taking advan-
tage of the split review process under Article 11 as a
way of mitigating the risk of having their applications
deemed lapsed.

This would allow the sponsor to first obtain approval
of the harmonized aspects of the study under Part I of

the Assessment Report and then stagger its submis-
sions to the various member states for an assessment
under Part II. Although this approach does not avoid
the challenge of the divergent assessment from differ-
ent member states, the split review process offers some
of the benefits of the streamlined process while allow-
ing the sponsor to better align the timing of their obli-
gations to respond to member states’ requirements for
revision with their available bandwidth.
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