
ANNEX 2

(< FROM ACTIVE SUBSTANCE MASTER FILE HOLDER ON HEADED PAPER>)

TEMPLATE LETTER OF ACCESS

[Address of Competent Authority/EMA]

[Date]

Number of Active Substance Master File:

<EU/ASMF/XXXXX
 or National ASMF reference number
>

Name of Active Substance: 
Internal API Code (if applicable):
Active Substance Master File holder: [name and address]


The aforementioned Active Substance Master File holder hereby authorises the <name of National Competent Authority> <EMA including all CHMP and CVMP Members and their experts> to refer to and review the above mentioned Active Substance Master File in support of the following Marketing Authorisation Application(s) or Marketing Authorisation Variation(s)
 submitted by [Name of Marketing Authorisation Holder/Applicant] on [planned date of submission]:

[Name of product
 and Marketing Authorisation number (if known)]

[Name of Applicant or Marketing Authorisation holder]

The aforementioned Active Substance Master File holder commits to ensure batch to batch consistency and to inform [Name of Marketing Authorisation Holder/Applicant] and Competent Authority/EMA of any change in the Active Substance Master File. 

The aforementioned Active Substance Master File holder hereby is informed of and accepts that the EEA National Competent Authorities
, the EMA including all CHMP and CVMP Members and their experts, and the Certification of Substances Division of the European Directorate for the Quality of Medicines & Healthcare may share the assessment reports of the above mentioned Active Substance Master File amongst themselves.
Signature for the Active Substance Master File holder

[Name and function]

[Signature]
ANNEX 3

(< FROM ACTIVE SUBSTANCE MASTER FILE HOLDER ON HEADED PAPER>)

Template Submission Letter and Administrative Details for documents relating to an Active Substance Master File (ASMF)

From:<ASMF Holder name>

<ASMF Holder address>

<ASMF Holder address>

<ASMF Holder <Post code> Town>

<ASMF Holder Country>
To: 
<Name and Address of Competent Authority>
<Date> 

<Reference>
Subject: 
Submission of documents relating to an ASMF 


for <Name of Active Substance> - <EU/ASMF/XXXXX
 or national ASMF reference 
number> 

Dear Sir or Madam:

This Active Substance Master File is submitted in relation to the following product:

	Medicinal product

Allocated procedure number
(as applicable)

(Intended) Submission date of the marketing authorisation application or variation  (if known)
	<Name of the medicinal product>

<EMEA/H/C/product reference number/procedure reference> 

<RMS/H/product reference number/procedure reference>
<National Marketing Application/Authorisation Reference>
<DD/MM/YYYY>


Yours faithfully,

<Signature of authorised contact person>

<Name, address and position in company>

Administrative details for documents relating to an Active Substance Master file (ASMF)

This submission letter should be used for an Active Substance Master File to be assessed in conjunction with a marketing authorisation application or variation for medicinal product for human/veterinary use, using either a national or mutual recognition or decentralised or centralised procedure.

	This submission is also sent to: 

(as applicable) 
	 FORMCHECKBOX 
 Rapporteur
 FORMCHECKBOX 
 Co-Rapporteur
 FORMCHECKBOX 
 All CHMP/CVMP members, as appropriate
 FORMCHECKBOX 
 RMS

 FORMCHECKBOX 
 All CMS

 FORMCHECKBOX 
 <National Competent Authority> only


	ASMF reference number 
	<EU/ASMF/XXXXX
 or

national ASMF Reference number
>

	ASMF holder’s version (as included in this submission)
	Applicants part:

Version [version number]/date (dd-mm-yyyy)

Restricted part: 

Version [version number]/date (dd-mm-yyyy)

	Active substance name
	<INN, common name> (+ salt/water content when applicable)

	Active Substance Manufacturer’s internal API code (if applicable):
	 <API internal code>

	Additional information (as applicable, e.g. different route of synthesis, grade) 

	


	ASMF Holder


	<ASMF Holder name>
<Full ASMF Holder administrative address>
<Country>
Contact person: <name>
Telephone: 
<telephone No.>
e-mail: 

<e-mail>

	Active Substance Manufacturer

Manufacturing site(s)


	<Active substance manufacturer name>
<Manufacturing site address(es)>
<Country>
<D-U-N-S number
>
<GPS (WGS 84) coordinates of the site
>
Contact person: <name>
Telephone: 
<telephone No.>
e-mail: 

<e-mail> 


	Submission Type
	 FORMCHECKBOX 
 New submission

 FORMCHECKBOX 
 Update to the ASMF

 FORMCHECKBOX 
 Response to deficiency letter (both Applicant’s and Restricted Parts, where applicable)

 FORMCHECKBOX 
 Administrative change only (manufacturing site remains unchanged in all cases)

      ( Change of ASMF holder

      ( Change of name/address of ASMF holder

      ( Change of name/address of Active substance manufacturer 



	Submission Format

	 FORMCHECKBOX 
 eCTD

· <sequence No.> 

· [Related Sequence <Related sequence No.>]
·  FORMCHECKBOX 
 History of the sequences (Sequence Tracking Table) is attached

 FORMCHECKBOX 
 (V)NeeS
 FORMCHECKBOX 
 CTD

 FORMCHECKBOX 
 NtA

 FORMCHECKBOX 
 paper submission and other electronic format


	Number of Volumes of Paper Copy
	<Number>   

	Number of Media Units 
	<Number>   


	Submitted Documents
	 FORMCHECKBOX 
 Letter of Access

 FORMCHECKBOX 
 A copy of the Expert’s curriculum vitae

 FORMCHECKBOX 
 QOS or detailed and critical summary, as appropriate
 FORMCHECKBOX 
 Table of Changes (only for submission of an update to a currently authorised ASMF)

 FORMCHECKBOX 
 A copy of the proposed ASMF holder’s active substance specification (3.2.S.4.1 or part 2.C.1.1, as appropriate)

 FORMCHECKBOX 
 A copy of the ASMF Deficiency Letter sent by Competent Authority/EMA (only for submission of response documents)

 FORMCHECKBOX 
 Correlation table
 for CTD:NtA formats


Table of Changes between different versions of the ASMF

This section should only be completed for updates to an already submitted ASMF.

The Table of Changes should be included as a separate document to the main Submission Cover Letter. The ASMF holder should use the following example templates for the table. If the changes have been previously authorised in a National or European procedure, the ASMF holder should annotate the table with the procedure number.

Table of Changes example template

	TABLE OF CHANGES 

	
	PRESENT
	PROPOSED

	
	ASMF holder’s RP and/or 
AP Version Number [version number]/date (dd-mm-yyyy)
	ASMF holder’s RP and/or 
AP Version Number [version number]/date (dd-mm-yyyy)

	Section
(CTD or NtA, as appropriate)
	Current situation
	Description of change

	
	
	

	
	
	

	
	
	

	
	
	


Administrative Information In Relation To Other Marketing Applications/Authorisations Dossiers

Other Applications/Authorisations referring to the same ASMF

	The ASMF has previously been submitted to a National Competent Authority 
or to the EMA
	Yes 
	 FORMCHECKBOX 


	
	No 
	 FORMCHECKBOX 



If yes, please provide a list of Human/Veterinary medicinal products containing the drug substance manufactured in accordance with the details submitted in the ASMF. Use additional sheets if necessary. Include the 5 most recently submitted medicinal products or all medicinal products submitted under National or European procedures – Centralised, Decentralised and Mutual Recognition under the last 2 years, whichever is greater
.

	Procedure Reference Number

	EU or National Authority ASMF Number
	ASMF holder’s Version Number 
(RP & AP)/Date

	
	
	

	
	
	

	
	
	

	
	
	

	
	
	


ANNEX 4

(< FROM ACTIVE SUBSTANCE MASTER FILE HOLDER ON HEADED PAPER>)

TEMPLATE WITHDRAWAL OF ACCESS LETTER

[Address of Competent Authority/EMA]

[Date]

Number of Active Substance Master File:

<EU/ASMF/XXXXX>
 or <National ASMF Reference number
>

Name of Active Substance: 
Internal API Code (if applicable):
Active Substance Master File holder: [name and address]


The aforementioned Active Substance Master File holder hereby informs the <name of National Competent Authority> <EMA including all CHMP and CVMP Members and their experts> that they no longer wish the above Active Substance Master File to be used in support of the following Marketing Authorisation Application
, held by [Name of Marketing Authorisation Holder/Applicant]:

	Medicinal product

Allocated procedure number
(as applicable)


	<Name of the medicinal product>

<EMEA/H/C/product reference number/procedure reference> 

<RMS/H/product reference number/procedure reference>
<National Marketing Application/Authorisation Reference>


The aforementioned Active Substance Master File holder hereby confirms that they have previously informed [Name of Marketing Authorisation Holder/Applicant] of this decision in line with the terms of their supply agreement. 

 FORMCHECKBOX 
 Active Substance manufactured in accordance with the above Active Substance Master File will no longer be supplied after [supply agreement termination date], 

 FORMCHECKBOX 
 Replacement of the Active Substance Master File by Certificate of Suitability, [CEP no]. A copy of the Certificate of Suitability is attached to this letter

Signature of the Active Substance Master File holder

[Name and function]

[Signature]

� EU/ASMF/XXXXX reference number is allocated from the CTS ASMF assessment report repository (when available) by the Competent Authority/EMA 


� The national ASMF reference numbers is allocated by the Competent Authority and should be used for national Marketing Authorisations only or when the EU/ASMF reference number is not allocated


� i.e. to introduce a new ASMF from a new AS manufacturer.  


� If no invented name has been agreed at the time of submission for this product: it should be indicated ‘INN + Marketing Authorisation Holder name’


� This includes sharing the assessment outcomes with UK competent authorities for procedures concerning medicinal products authorised in the territory of Northern Ireland, in which EU Law applies to the extent foreseen in the Protocol on Ireland/Northern Ireland included in the Agreement on the withdrawal of the UK from the EU.


� To be submitted together with the ASMF in conjunction with every MAA/variation submission as one document


� EU/ASMF/XXXXX reference number is allocated from the CTS ASMF assessment report repository (when available) by the Competent Authority/EMA


�  The national ASMF reference numbers is allocated by the Competent Authority and should be used for national Marketing Authorisations only or when EU/ASMF reference number is not allocated 


� If no invented name has been agreed at the time of submission for this product: it should be indicated ‘INN + Marketing Authorisation Holder name’


� It is mandatory to complete all information fields


� For ASMFs used in national marketing authorisations only


� EU/ASMF/XXXXX reference number is allocated from the CTS ASMF assessment report repository (when available) by the Competent Authority/EMA


�  The national ASMF reference numbers is allocated by the Competent Authority and should be used for national Marketing Authorisations only or when EU/ASMF reference number is not allocated


�  Applicable when an ASMF holder has more than one ASMF for the same active substance.


� All companies involved in the manufacture of the active substance, including quality control / in process testing sites, intermediate manufacturers, milling and sterilisation sites should be listed in separate boxes. 


� A Data Universal Numbering System (D-U-N-S) for all manufacturing sites should be provided, if registered. The D-U-N-S system was developed by Dun & Bradstreet (D&B) which assigns a unique digit numeric identifier to a single business entity. It is used in this case to facilitate the identification of manufacturing sites outside of EEA


� Latitude (S or N) and Longitude (E or W) expressed in Degrees Minutes Seconds to 1 decimal place 


(Alternatively it can be expressed in Degrees to at least 5 decimal places or Degrees Minutes to at least 3 decimal places). If not main entrance, specify site.


� From 1 January 2010, the mandatory format in the Centralised Procedure for applications for Human medicinal products in electronic submissions is eCTD only.


� For ASMFs used in applications for Veterinary medicinal products only


� For ASMFs used in applications for Veterinary medicinal products only


� In the Centralised Procedure (applications for Human medicinal products) paper submissions can be accepted as a transitory measure only. ASMF Holders are strongly encouraged to move to eCTD when possible; paper submissions will not be accepted after submission of a first eCTD sequence.


� see Annex 2


� Only where the ASMF has not been submitted in (V)NeeS or eCTD format


� For an ASMF provided in the CTD format for applications for Veterinary medicinal products


� More information may be submitted by the ASMF holder. Information on additional medicinal products concerned by this ASMF may be requested by the competent authorities


� RMS/H/XXXX, EMEA/H/C/XXXX, National Marketing Authorisation Reference. Country to be specified when a National Procedure


� EU/ASMF/XXXXX reference number is allocated from the CTS ASMF assessment report repository (when available) by the Competent Authority/EMA


� The national ASMF reference numbers is allocated by the Competent Authority and should be used for national Marketing Authorisations only or when EU/ASMF reference number is not available


� Separate Letters of Withdrawal should be submitted for different Marketing Authorisation Holders / Applicants


� If a Marketing Authorisation has not been granted for the product and an invented name not agreed at the time of submission for this product: it should be indicated ‘INN + Marketing Authorisation Holder name’
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