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In their recent correspondence related to an 
interview discussing the Voluntary Harmoni
zation Procedure (VHP) for the assessment of 
multinational clinical trials in the European 
Union (EU) (An audience with… Hartmut 
Krafft. Nature Rev. Drug Discov. 9, 426 (2010))1, 
Amexis and Schmitt discussed their experi
ence of the VHP from their perspective as trial 
sponsors (A sponsor’s experience with the 
Voluntary Harmonization Procedure for clini
cal trial applications in the European Union. 
Nature Rev. Drug Discov. 10, 393 (2011))2. The 
VHP was established by the Clinical Trials 
Facilitation Group in 2004 to address difficul
ties arising from the implementation of the 
EU Clinical Trials Directive3 into national laws 
and regulations, which led to divergent review 
processes for clinical trial applications in the 
member states. Here, as representatives of the 
Clinical Trials Facilitation Group, we sum
marize the experience so far with the VHP, 
including data on usage, and highlight further 
developments.

The main advantage of the VHP is that 
the assessment of a multinational clinical 
trial application (MCTA) by the relevant 
member states is done in a coordinated way. 

The applicant has to provide electronically 
to a single point — the VHP coordinator — 
only general documents such as the protocol, 
investigator’s brochure and investigational 
medicinal product dossier. The coordinated 
assessment procedure by the member states 
themselves is divided into three phases. 
VHP phase 1 is the validation of the unique 
dossier. VHP phase 2 starts with the scien
tific assessment of the MCTA by the chosen 
member states, which is performed within 
30 days. Subsequently, the MCTA receives a 
positive opinion if there are no grounds for 
nonacceptance; if there are such grounds, 
the applicant receives a single consolidated 
list of these, which have to be addressed 
within 10 days. The answers are assessed by 
the member states, and after another 20 days 
a common final position is issued (that is, 
positive, negative or positive with conditions). 
For other than positive decisions, the reasons 
are given to the sponsor. VHP phase 3 is the 
national step after a positive opinion, in which 
only formal documents are needed to get the 
national authorization within 10 days. So, for 
the sponsor as well as for the member states, 
the VHP guarantees short, reliable timelines, 

in which the general documents are scientifi
cally assessed, and no further memberstate
specific modifications of general documents 
are necessary. With the implementation of 
VHP version 2 from March 2010, a few new 
features have also been introduced4. For 
example, all clinical trials with three mem
ber states can be applied for, assessment is 
coordinated by a leading member state, and 
application for substantial amendments is also 
possible.

The VHP has received increasing accept
ance since its introduction in 2009. From 
March 2009 to 1 February 2012, 144 appli
cations were received in total, comprising 
133 standard VHPs and 11 accelerated VHPs 
owing to the pandemic influenza vaccines. 
TABLE 1 illustrates the different phases that 
the MCTAs were filed for, and their outcome. 
All phases of a clinical trial have been con
sidered, and more than 90% of the MCTAs 
received a positive opinion. Of the VHP 
applicants, 86% are commercial and 14% are 
noncommercial. The greatest acceptance of 
the VHP by sponsors came from the United 
States (47), Switzerland (18), Germany (15), 
the United Kingdom (14) and Belgium 
(13). Sponsors from France, Austria, Italy, 
Sweden, Denmark and the Netherlands have 
also participated in the VHP. The nature of 
the investigational medicinal products is 
approximately equally distributed between 
chemical entities and biologics.

Concerning the member states chosen 
by sponsors for multinational clinical trials, 
out of the 27 EU members and 5 European 
Economic Area countries, 22 member states 
have joined the VHP. Within this group, 
Germany, France and Spain have partici
pated in at least every second application. 
So far, only a few countries have not been 
selected for a VHP, including Malta, Cyprus, 
Luxembourg, Slovenia and Liechtenstein. 
Currently, Poland cannot participate owing 
to lack of a legal basis. The average number of 
member states selected for a VHP and finally 
participating in the assessment is 6, with a 
range from 2 to 14 per application.

With version 2 of the VHP guidance, one 
of the biggest improvements was the imple
mentation of an internal leading member 
state, whose task is to consolidate the list of 
questions of the single member state arising 
during assessment, thereby avoiding redun
dancy of questions. This resulted in an average 
reduction of initial questions by around 50% 
before they were sent to the applicant.

The main benefit of the VHP is the reduc
tion in time for the approval of the MCTA, 
which is demonstrated by the data in FIG. 1.  
The time taken to get a VHP opinion is a 
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Figure 1 | Time taken to get approval of a multinational clinical trial through the Voluntary 
Harmonization Procedure (VHP). GNA, grounds for non-acceptance.
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Table 1 | Phases of multinational clinical trial applications and the VHP outcome

Phase/opinion FIH I II III IV S 

Positive 2 3 38 46 4 93

Negative* 1 1 0 3 0 5

Divergent‡ 0 0 1 5 0 6

Withdrawn 1 0 1 6 0 8

Open 2 1 8 10 0 21

FIH, first in human; VHP, Voluntary Harmonization Procedure. *If grounds for non-acceptance had not 
been sufficiently answered. ‡If only a single participating member state required additional changes to be 
able to approve the national application. 

maximum of 60 days (which also comprises the 
10 days of sponsor’s time to resolve grounds for 
nonacceptance) preceded by a 5day valida
tion. Subsequent national approval is achieved 
within 10 days, after the applicant has had 
20 days to submit a valid application to the 
national competent authorities (NCAs). The 
experience with the VHP so far is that time
lines for the VHP are met or even reduced. In 
the first year following the introduction of the 
VHP the national step was timeconsuming 
for both the sponsor and the NCAs, but in the 
third year 10% less time than scheduled was 
needed for an MCTA approval (FIG. 1).

Further improvements for the VHP came 
into force in September 2011. First, the assess
ment of an MCTA has been further improved. 
The leading member state is now replaced 
by a referenceNCA with the possibility to 
introduce a coreference NCA, depending on 
the nature of the investigational medicinal  
product. The other participating NCAs receive  
the preliminary assessment report, and can 
decide on this basis whether they agree or 
whether they have additional grounds for 
nonacceptance to produce a more stringent 
list of such grounds and use resources more 
efficiently. The second alteration is the pos
sibility to have a second round of a VHP to 
add additional member states in an already 
approved VHP. Timelines for the second 
round are, in principle, the same as in the 
first round. However, as the assessment report 

from the first round is adopted, assessment 
by the new member states might speed up 
and approval might be quicker. Overall, these 
improvements should save further time for 
applicants.
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