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EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH



 

12 June 2014
Submission of comments on 'Draft European Union individual case safety report (ICSR) implementation guide’ – EMA/51938/2013
Comments from:

	Name of organisation or individual

	EFPIA - Pär Tellner (par.tellner@efpia.eu)


Please note that these comments and the identity of the sender will be published unless a specific justified objection is received.

When completed, this form should be sent to the European Medicines Agency electronically, in Word format (not PDF).

1.  General comments

	Stakeholder number

(To be completed by the Agency)
	General comment (if any)
	Outcome (if applicable)

(To be completed by the Agency)

	
	EFPIA thanks EMA for production of a well constructed and generally comprehensive guideline.  Several specific comments are presented in Section 2 below.
One frequent comment concerned the use of UNK as a null flavour for test date.  Although the use of this can be inferred as it is specified in the ICH IG and is not disallowed here this may indicate that greater clarity is needed with regard to use of null flavours.

Handling of fields that need to be entered in the native language. Fields like ICH E.i.1.1a (Reaction/Event as reported by the Primary Source in Native Language),ICH H.1 Case Narrative, ICH H.5.r.1a Reporter’s comments and Case summary need to be entered in Native language. Depending on where the Data entry centres are located there can be issues especially with availability of regional keyboards in Native language and translation issues with case processors. Need to take these issues into account. 

Comment: With the addition of the “Amendment” functionality within the data element ICH C.1.11.1 and ICH C.1.11.2, it needs to be clarified whether this amendment option can be used for updating the WWI id’s (ICH C.1.8.1 WorldWide Unique Case Identification OR ICH C.1.9.1 Other Case Identifiers in Previous Transmissions) within the case instead of nullifying the case and creating a new one if a request is made to change the WWI for a case.

Are any updates to Module VI planned to be released prior to/at the time of R3 implementation?
Please make clear where ‘EU’ is accepted as a country code and where it is not.  
	


2.  Specific comments on text

	Line number(s) of the relevant text

(e.g. Lines 20-23)
	Stakeholder number

(To be completed by the Agency)
	Comment and rationale; proposed changes

(If changes to the wording are suggested, they should be highlighted using 'track changes')
	Outcome

(To be completed by the Agency)

	230 – 234
	
	Comment:  refers to ‘all data, including narrative, to be submitted for all cases.  This is inconsistent with GVP VI, VI.C.6.2.2.4 which states that narratives are not required for non-serious cases.  
Proposed change:  do not replicate reporting requirements in the IG:  just refer to the relevant document (in this case GVP VI)

	

	312
	
	Comment:  In addition to specifying gateway contact name, email, and phone number, it would be beneficial to specify a secondary contact (or group contact_ name, email, and telephone for the EDI partner, in the event a primary contact is unreachable.

	

	340
	
	Comment:  text says:  ‘be stored completely and in a chronological order, in a secure way without alteration’.

Does ‘chronological order’ have any meaning for data stored electronically?

Proposed change:  delete ‘and in a chronological order’


	

	355 – 6
	
	Comment:  text says:  ‘Incoming Safety and Acknowledgement Messages will be saved in their encrypted and signed format as they were received from the sender.’.

Why would a receiver want to store a received message in its encrypted format?  Decryption takes place at the gateway before data is passed to the database.  The decrypted message is saved as evidence of what was received.  The benefit of retaining the encrypted message Is not clear.

Proposed change:  ‘Incoming Safety and Acknowledgement Messages will be saved in decrypted format but otherwise as they were received from the sender.’.


	

	389
	
	Comment:  typo:  t0


	

	Lines 449-453: 

	
	Comment: Must the EDI partner send test cases from the test environment to EMA’s test environment, or can test cases be created in the EDI partner’s production system if marked as test cases?

Proposed change (if any): Please clarify accordingly.

	

	458
	
	Comment:  As part of connection testing and establishing an EDI connection it would be beneficial to include load test or performance test to ensure reliable message exchange.

	

	Lines 509-518 and 525-529
	
	Comment: this section could be interpreted to mean that compliance with reporting timelines is not required if issues have been reported to the other part, as electronic reporting is more important than having fax or post reporting, which should not be part of the continuity plan.  Is this a correct interpretation?

Proposed change (if any): Please clarify accordingly.

	

	Line 526
	
	‘the sending organisation should contact the receiving organisations to inform them of the issue.’  


Is there a preferred means of contact?  Presumably phone / fax / e-mail are acceptable


	

	549 – 557
	
	Comment: Initially Industry received guidance informing MAH that if no ACK has been received within 2 business days we should assume failure.

http://eudravigilance.ema.europa.eu/human/SystemFailureSteps.asp
However, The EU IG states we may contact after 2 business days. It would be good to gain clarity on which process should be followed


	

	549 – 557
	
	Comment:  After the EMA gateway is up, will acknowledgements be sent for the reports sent via physical media? If yes, within what timeframe will the acknowledgements be sent?


	

	554
	
	Comment: This concerns the option to send cases within two EMA business days after a scheduled downtime. While a rare occurrence we have experienced in the past that EudraVigilance was not available for short timeframes without an official communication provided during or after the incident. If I were to realize that there is a malfunction and get in contact with the EMA helpdesk as described in row 565 and the helpdesk would confirm a technical difficulty on part to the EMA system would MAHs also benefit from the option to send cases within two business days after the incident is resolved? If this is an option how should this be documented?

	

	585
	
	Comment: If an MDN is received within 7/15 days but the transmission of an ACKN from EMA is delayed due to technical issues until a time where the 7/15 day reporting timeframe is over and the ACKN then shows that the case was unable to be loaded due to not being valid and is then corrected and retransmitted (amendment). How will compliance monitoring evaluate these transmissions?


	

	615 - 616
	
	Comment: In regards to the XML special characters (excluding quotation marks) “>”, “<” and “&” when occurring in text should always be replaced by “&gt;” “&lt;” and “&amp;” it should be clear if there are any other special characters that needs special handling other than the 3 above. 


	

	684
	
	Comment:  incomplete rewording?  ‘a rarely occur’.

	

	Line 714: 


	
	Comment: What is expected for the timeline ‘immediately’?

Proposed change (if any):  remove the word ‘immediately’.  Reporting timelines will still apply, but a 15 day report submitted on day 10 generating an AR response should not need to be resubmitted on day 11 (day 15 should still be acceptable).

	

	720 – 721
	
	Comment:  It is not clear what date the Report Sender should record as transmission date when an AE ACK message is received.  Should the transmission date for an ICSR be the date when an CA ACK message is received for ICSR?  

	

	Line 759 et seq
	
	If a batch file (message with multiple ICSRs) is submitted and some ICSRs fail validation will the successfully processed ICSRs be forwarded and the failed reports held back?


	

	763 - 764
	
	Comment: In regards to the statement “ICSRs that contain errors resulting in the Acknowledgement Code “CR” (Commit Reject) will not be forwarded to NCAs.” Not clear is if the ICSRs with Parsing errors will not be forwarded to NCAs or if there will be a business level validation check too at the Eudravigilance database before being forwarded to NCAs. Clarification on both points is requested.


	

	Line 850 – 860
	
	No comment provided on how creation of master cases might affect MAHs who download files from EV for signal detection / analysis or other purposes.


	

	859
	
	typo:  I.C.2.2 repeated

	

	973 – 979
	
	Comment:  the overall file size for an ICSR should not be above 20mb including attachments; however, what is the max size a batch can be? It is stated that no more than 100 ICSR messages should be sent in a batch but is unclear as to the maximum total batch size. Please clarify the maximum total batch size.

For attachments >15MBb is an alternative method of delivery available or are such attachments completely excluded?


	

	Line 978 – 979
	
	Does EMA have plans to review the 15 / 20MB limits in the light of future experience and /or improvements in technology?  These limits may prove to be restrictive for some purposes.


	

	982
	
	Comment:  Multiple linked cases associated with a single literature article. It should be specified if the literature article is sent as an attachment in one case or in all the cases. 


	

	982
	
	Comment: During transmission of a follow-up, it is not clear if the MAHs need to re-send the same literature article as an attachment again with the follow-up ICSR or if the Literature article just needs to be transmitted once as part of the initial. 


	

	983 – 1032
	
	Comment:  Is it possible for the IG to include a statement regarding copyright?

	

	Lines 1034-1043: 


	
	Comment: When Member State can report in local language only, why is this not allowed for the MAH in case of national approval process?

Proposed change (if any): Please clarify accordingly.

	

	1037
	
	Comment: If NCA transmit ICSRs to the EMA in local language and MAHs screen EV for cases to capture in their PV system also for the purpose of reporting to authorities outside the EEA it is the MAHs responsibility to translate the events/sender comments to English. As the process to translate is prone to interpretation will this process not come with an unwanted risk that cases are redistributed with divergent content?


	

	Line 1054 – 1056
	
	Reference to annual report is out of scope for this document
	

	1075 – 1079
	
	Comment:  this section reiterates information from ENTR/CT-3 regarding information on types of case that are not required.  
Proposed change:  remove duplicate information; simply refer to ENTR/CT-3


	

	1094
	
	typo:  “This is optional for ICSRs is sent to EVHUMAN.”

	

	1097 - 1108
	
	Comment:  

text at 1097 refers to Primary Source but in the table this is divided into HCP and non-HCP

text at 1101 refers to values 1-5 but table shows 1 – 6

Same issue exists at G.k.9.i.2.r.1.EU.1

Proposed change:  modify as necessary to make consistent


	

	1224
	
	Comment:  Table 12:  TMK example, text = Winthrop,  derived name part = Syncopharm

	

	1277
	
	typo:  If Device component TermID is known and provide the version must also be provided.”

	

	1336
	
	Comment:

N.1.1 Types of Messages in Batch 

From ICH Implementation only value ‘1’ is allowed. It would be good to list what the description of each of the values ‘1,2 and 3’ means. Reading through section I.C.3.1.1 it is not clear when each of the allowed values should be used by the MAH.


	

	1336
	
	C.1.7   Comment: It is to become mandatory to determine if the ICSR fulfils local requirements for an Expedited Case.  However, what constitutes the local criteria?  E.g. a case may be non-expeditable for EMA, but expeditable for UK, due to black triangle.  Which local criteria would apply to this field in this case?


	

	1336
	
	Comment:

C.1.11.1 Report Nullification / Amendment

The Guideline on good pharmacovigilance practices (GVP) Module VI currently mentions “Corrections” but does not mention ‘Amendments’ specifically. Will Module VI be updated to reflect the R3 guidance on Amendments?


	

	1336
	
	F.r.1 Test Date  ICH IG allows null flavor of UNK.  As it is possible to have a test name or result, without having the date of the test, will UNK be allowed here?
	

	1340
	
	Note 7 typo ‘been’ repeated unnecessarily

	

	1406
	
	Comment:

Table 18  Will error messages be listed first, and then warning messages? (As seen currently in R2)?  

	


Please add more rows if needed.
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