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The main goal of the European non-profit Organaratior Research and Treatment of
Cancer (EORTC) is to improve the standards of gatreatment in Europe, through the
evaluation of innovative drugs and new regimens] &m establish more effective
therapeutic strategies, using drugs already comallgrcavailable, or surgery and
radiotherapy.

The EORTC is the European Sponsor of this acadedimécal trial and takes full
responsibility for the conduct of this Clinical @kiin Europe.

The national European Competent Authorities to Wwhite final Clinical Trial

Application has been submitted are AUSTRIA, BELGIUMRANCE, GERMANY,
ITALY, SPAIN, THE NETHERLANDS, and THE UNITED KINGDM

1-Voluntary Harmonization Procedure

All the timelines are summarized in table 1, bel®oth EORTC and the CTFG were
able to keep up with the strict deadlines duringhe steps of the procedure.

Request for VHP

Answer to VHP
request- Go or no GO submission
VHP dossier
Deadline Done Acknldgmt| Expected Received
05/04/2009 [ 03/04/2009|03/04/2009]| 21/04/2009| 24/04/2009

Electronic submission
of Request to VHP-C

VHP draft CTA assessment step |

Request CTA Answer to CTA
Deadline Done DAY1 Day --> Expected date Received
09/05/2009| 04/05/2009| 05/05/2009 29 |03/06/2009 29/05/2009

VHP draft CTA assessment step Il

Answer to GNAs Final Assessment- Go or no Go
Deadline Deadiine
D40 Done Day --> Expected date Received
D40
-Weekend
14/06/2009| 12/06/2009| 09/06/2009 50 | 24/06/2009 17/06/2009
Table 1
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We have four comments.

1-

It is very useful for a Sponsor to receive simudtausly all the comments on the
scientific aspects of the protocol and also an iopion the admissibility of the

study in one or in several involved countries. Hegre one can regret that some
of the Competent Authorities do/may not commenttlom PIS/ICs during the

VHP because PIS/ICs are not part of the submisdassier which they require

during the national phase.

Upon the receipt of the VHP positive assessmeatsthibmissions in the national
phases have to be done within 20 days. One of #jermproblems of the current

legislation is the quantity of forms that are regdito be filled out and sent in

different formats depending on the participatingrioies. Hence, the preparation
for the submission of the dossiers has increasegiéssure and the workload of
our unit within a short timeframe. So it could bseful to extend the timeline

from 20 days to 30 days.

Upon the receipt of the VHP positive assessmentesgrounds for non-
acceptance might have to be taken into consideratothe discretion of the
Sponsor before going to the national phases, leegorotocol or the PIS/ICs might
have to be amended. Unfortunately, it could be \bffycult to do it within 20
days from the receipt of the VHP positive assess@ed still have time to do the
national submissions on time. This point shoulddesidered by CTFG when the
guidelines will be amended. Also, a clarificatiomght be given on the following
sentence [page 6, paragraph 5.Ggherally, no changes between the final CTA
and the draft CTA approved during the VHP will meepted”. A list of changes
which could be allowed needs to be provided inuppeated guidelines.

In some countries (e.g. Greece, Spain), the compeatghorities are obliged by
the national laws to receive the Ethics Committeggiroval before giving their
own approval. It is not clear if in this case, th&mission to these competent
authorities have to be done within timeframe of @@ys (hence with an
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incomplete dossier) or if it can be postponed, teth done within 20 days from
the receipt of a positive opinion from the Ethiasn@nittees.

2-National Phases

Both EORTC and the Competent Authorities were ablekeep up with the strict
deadlines (table 2). The approvals were given wifll days from the acknowledgement

of the receipt of a valid dossier.

CTA assessment - National Phase CA

Dossier Approval

Deadline Sent Valid dossier| Deadline Received

AT 07/07/2009| 01/07/2009| 07/07/2009 |17/07/2009| 17/07/2009
BE 07/07/2009| 30/06/2009| 01/07/2009 [11/07/2009| 06/07/2009
DE 07/07/2009| 30/06/2009| 20/07/2009 [30/07/2009| 20/07/2009
ES 07/07/2009| 02/07/2009| 20/07/2009 [28/09/2009 Pending

FR 07/07/2009| 30/06/2009| 17/07/2009 (27/07/2009| 17/07/2009
IT
NL 07/07/2009| 02/07/2009| 06/07/2009 |16/07/2009| 15/07/2009
UK 07/07/2009| 30/06/2009| 02/07/2009 |12/07/2009| 07/07/2009

Table 2

We have four comments.

1-

During the national phases, we have received régjfresn France, Germany and
Spainto modify the information on the Investigational de&nal Product in the

clinical trial application (EudraCT form, sectiofsl/D2 and D3.8/D3.10). We
think that this should have happened during the MHRhe aims of harmonizing
the EudraCT form. The other countries did not makg requests. Hence, we
have four different EudraCT forms.

The Spanish Competent Authorities were very helgfuthe aim of being in the

timeframe set by the VHP we submitted the dosdigheasame time as the other
countries (hence within the timeframe of 20 days)yl aeceived a document
stating that the dossier was accepted and the fiaaision pending upon the
receipt of the EC approval. Their approval will een with 10 days upon the
receipt of the EC approval instead of 60 days.
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3- The Dutch Competent Authorities (CCMO) were apptyenot fully aware of
the VHP — This was a personal communication made@®TC by the Dutch
National Coordinator.

4- In ltaly, the Director-Generals of the public hedicilities at which the Clinical
Trial will be conducted have not delegated thespmnsibilities as Competent
Authorities to their respective Ethics Committegébe Study dossier has been
submitted to the Ethics Committees and it is ghltler evaluation.
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