QUESTIONS AND ANSWERS

1) LABELLING

	QUESTION


	LEGAL BASIS
	DG3 POSITION

	Legal requirements for labelling of Investigational Medicinal Products ?


	Art.25 Law 7 May 2004

Annex 13 GMP
	Art.25 Law 7 May 2004 + Annex 13 GMP table 1



	Are there exceptions permitted on the tri-lingual labels ?

Is a labelling only in English acceptable for Phases I performed at the center with personnal capable of reading and understanding English ?
	Art.25 Law 7 May 2004


	Art.25 Law 7 May 2004: minimum in the 3 national languages. 

English can be added

But, in exceptional cases, the sponsor may receive a waiver.

The request for the waiver has to be submitted together with the CTA application and has to be justified.


	Non-study-specific labels: in which conditions can the code be completed

? 
	Art.24 Law 7 May 2004
	Manufacturing operation => GMP Environment 



	QUESTION


	LEGAL BASIS
	DG3 POSITION

	Update of expiry dates: in which conditions?

Modification of the dosage regimen of the IMP

e.g.: from 3 capsules a day to 2 capsules a day. A sticker has to be affixed on the packaging with the new dosage regimen.

In phases I, it has sometimes to be done in 1 or 2 days. Can you accept that it will be done by the monitor(s)

?


	Annex 13 GMP
	OK with point 33 annex 13

The responsible pharmacist (QP) can give a delegation of power to the hospital pharmacist or to the monitor(s) who can perform the operations (update of expiry date, modification of dosage regimen).

But the QP remains responsible for those operations, even if he/she delegates this work to another person.
If it happens at the hospital pharmacy, the operations have to be described in the Quality System of the hospital pharmacy.

Proposition: if there is storage or a labelling by the CRO himself, the CRO should ask for a 6/6/60 authorization, limited to detention and re-labelling (reduced 6/6/60 authorization).

If an authorized company performs the storage or the labelling for the CRO (with a contract), the 6/6/60 authorization is not necessary for the CRO.



	QUESTION


	LEGAL BASIS
	DG3 POSITION

	Is the comparator drug to be labelled with a clinical trial label?


	Art.25 Law 7 May 2004

Annex 13 GMP


	Each medicinal product that is part of the trial has to be labelled for this trial. The comparator is one of those products, even if it’s labelling is simplified: see point 32

 GMP annex 13 

The definition of the IMP is still on discussion on European level but the tested product and the comparator product have to be labelled for the trial



	If the comparator is not provided by the concurrent: who performs the labelling for the trial ?
	Art.24 Law 7 May 2004
	The sponsor

He must provide all the labelled IMP’s to the investigator

The sponsor can buy the comparator by the wholesaler 

To take the public leaflet out of the packaging of an authorized medicinal product (which is used in a trial for another indication) is a manufacturing operation.




2) QUALIFIED PERSON

	QUESTION


	LEGAL BASIS
	DG3 POSITION

	Electronic Files: are release statements and CoA’s send by E-mail acceptable ?


	RD 6/6/60

GMP guide
	A scan of the paper file can be accepted

The document 

A printed version must be available on demand 

	May the release be recorded in the same book than commercial packs or should it be a separate document?


	Law 7 May 2004

RD 6/6/60
	2 different legislations  => 2 different registers



	Do we have to begin the IMP’s register with products received for studies following the new legislation or with all the IMP’s received after May 2004?


	Law 7 May 2004


	Register for products used in CTA trials, following Law 7 May 2004



	What are the exact qualification details of a QP?

 How someone becomes a QP?


	RD 6/6/60
	In Belgium, RD 6/6/60, chapter 3

Industrial Pharmacist

But review of the Royal Degree because of the broader European position  



	QUESTION


	LEGAL BASIS
	DG3 POSITION

	If the importer of an IMP who makes the release for the entire Europe is out of Belgium, is he authorised to deliver the IMP directly to the centres or to a sister-company and with or without a CoA?
	RD 6/6/60 art 22 et 44 


	The importer may deliver directly to the investigational centres (without CoA) or to a sister-company (with CoA).

The distributor of an IMP must thus be an authorized company (following EU legislation: authorization equivalent to RD 6/6/60), but he may deliver to whom he wants in Europe



	- What are the control requirements for an IMP manufactured by a US manufacturer who was inspected by a EU authority?

- Declared (ID) product aseptically manufactured by cellular culture: is the GMP US/EU equivalence accepted in Belgium ? 

The legislation requires that the manufacture must be carried out following GMP at least equivalent to the EU GMP


	Law 7 May 2004: art 24 §3, b)


	No more retest now for an IMP manufactured in a third country, only QP release. 

This release is not only an administrative release. The documents must be controlled, even if the IMP has not to be analysed again.

Supplementary to the inspections, regularly audits are mandatory

It may also be necessity to accept transfer of technology




3) DECLARATIONS

	QUESTION


	LEGAL BASIS
	DG3 POSITION

	We noticed that obtaining a D1/D2 number is not necessarily a green light for the approval of the same CMC information in the CTA application. How comes ?

Why a parallel system for CTA dossier submission and D1/D2 submission?
	Law 7 May 2004

RD 6/6/60
	If possible, the manufacturer’s declaration is submitted together with (and not before) the CTA dossier for a trial in Belgium

If the manufacturer is not the sponsor, he must send the declaration forms to the sponsor who will submit them together with the CTA dossier.

The declaration numbers will be given after assessment and approval of the IMPD

If the CTA is submitted several months or even several years after the manufacturer’s declaration, the CMC dossier can be assessed because the product has probably advanced during it’s development

We don’t delay the assessment of the dossier if the D1/D2 forms are not available from the submission. They have to be submitted before the end of the legal delay. 

It’s important to give the information to all the companies that the D1/D2 forms linked with a CTA have to be submitted together with this CTA.



	When an English version of the 6/6/60 authorization?


	RD 6/6/60
	.
GMP certificates are available in French, Dutch and , on request, in English.

Only the first page of the authorization will be available in the European data base. The annexes will remain in national languages.



	Problem of the annual update of the 6/6/60 authorization. Another solution?


	RD 6/6/60
	Probably a solution after implementation of the new IT system for the P&D department

The authorizations shall be updated every 5 years but the updated annexes might be received more frequently by the MAH on demand or by the DG MP



	According our legislation, our /ID nr system is an implicit approval system, however it is interpreted by the authorities as an explicit approval system
	RD 6/6/60 
	RD 6/6/60 art3§1,7° :

It is clearly indicated that the issue of declarations is based on the provided documents

Thus we do have the right to assess the CMC documentation provided by the manufacturer 

	Legal basis for the 5 years validity of the declarations for clinical trials?
	RD 6/6/60
	RD 6.6.60: art3§1, 7°a) second alinea



	- Medicinal product authorized in another EU country with exact composition unknown. What have we to mention on the D1 and D2?

- If the same product is authorized in Belgium, to which product have we to refer on the D1 and D2?


	
	- Proposition: as authorized in MS for e.g. + authorization number + copy of the MS’s SmPC 
- D1 and D2 have to refer to the version really used for the trial 
 


DECLARATIONS : SUMMARY TABLE

	APPLICATION TYPE 


	DECLARATIONS
	CMC DOSSIER 

	CTA organized in Belgium, no Belgian site involved


	NO
	YES 

(in the IMPD of the CTA)

Art.12 Law 7/5/04

  

	CTA organized in Belgium, Belgian site involved


	YES 

(one set of  D1/D2 forms for each strength of a medicinal product )
	YES 

Art.12 Law 7/5/04

Art. 3 RD 6/6/60

Only one submission containing the CTA dossier and the declaration form 



	Trial organized out of Belgium, Belgian site involved
	YES 

(one set of  D1/D2 forms for each strength of a medicinal product
	YES 

See art.3 RD 6/6/60

Content: see Circular n°391




4) MANAGMENT AND ET PREPARATION OF MEDICINAL PRODUCTS FOR CLINICAL TRIALS IN THE HOSPITAL PHARMACY

	APPLICATION TYPE 


	DECLARATIONS
	CMC DOSSIER 

	Manufacturing of medicinal products in GMP environment.

For e.g. : powder reconstitution, preparation of placebo capsules in non GMP environment in the hospital pharmacy. Is that possible ? 

Which controls are required  ?

What is accepted in the hospital environment?


	Law 7 May 2004

RD 6/6/6O

GMP guide
	All the manufacturing operations for medicinal products for clinical trials (blinding, manufacturing of placebo capsules, preparation of solutions or suspensions, etc …) have to be performed by an authorized company (sponsor or another company with a contract).

In the hospital pharmacy, we can only accept for e.g. reconstitution of powders if the prepared solution is unstable 

Reminder: the sponsor has to provide all the labeled medicinal products for the trial to the investigator.



	Do you accept that after reception of the IMP’s, the hospital pharmacist provide them to the investigator who will organize himself the management of those medicinal products?

 
	RD 19 octobre 1978  
	The storage of medicinal products is only authorized within the hospital pharmacy where the suitable keeping conditions can be guaranteed

The IMP’s have to be preserved in registered premises.

If they are delivered to the investigator

, they remain under the responsibility of the hospital pharmacist, who keeps the final responsibility until the IMP’s are administered to the patients (but he is not responsible for this administration). 

The pharmacist has to create his quality system with procedures, audits and guaranteed tracability. Investigators have to be involved and trained to respect this quality system. 


5) VARIA

	APPLICATION TYPE 


	DECLARATIONS
	CMC DOSSIER 

	Distribution of treatment units outside the hospital.

The sending of medicinal products directly from the companies to the general practitioner is a common practice in clinical trials. 

This case is not considered in our legislation. 

How can we resolve this problem?


	RD 6/6/60
	We have no response at the moment.

We have to consult our juridical department and also have more information: how frequent are those ambulatory trials? How are they organized ?
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