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12 June 2015
Submission of comments on 'Good practice guide on recording, coding, reporting and assessment of medication errors’ - EMA/762563/2014
Comments from:

	Name of organisation or individual

	EFPIA – Sini Eskola (sini.eskola@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 welcome the opportunity to comment on this guidance which is generally well-written. Our comments are intended to improve the Guide when it is finalized.   
	

	
	Currently available GVP guidance already requires MAHs to collect and report on medication errors. The scope of this draft Good Practice Guide extends these requirements considerably with collection and reporting (categorization) expectations of information in a level of detail industry does not have and will likely not be able to collect through follow up (especially when no AE is associated). The guidance relies on HCPs to report medication errors, which, given experience, is unlikely unless there is an associated (serious) adverse event. We propose considerations for NCAs to work with their local healthcare systems to encourage reporting. In addition it would be appreciated to have further discussions at one of the upcoming authority/industry meetings before finalizing the good practice guides.
	

	
	The guidance changes/broadens the definition of a medication error: “A medication error is an unintended failure in the drug treatment process that leads to, or has the potential to lead to, harm to the patient”. The guidance also introduces different types of medication errors for PV classification purposes: (1) medication error with AE/harm, (2) medication error without AE/harm, (3) intercepted medication error (“near miss”), and (4) potential medication error.   

Safety databases may not  have the technical ability to differentiate these different ‘types’ of medication errors.  

Our suggestion would be that EMA synchronise the implementation of these changes in line with R3 requirements, as the database will require additional changes at that time.


	

	
	The document is quite repetitive and repeats the guidance outlined in existing GVP modules several times. This could cause issues if the other modules are updated. This guidance should not repeat any coding examples but only refer to the MTS:PTC document which is updated with each version of MedDRA. 

We note that the MedDRA® HLGT Product quality issues is under revision and is anticipated to reflect major changes that will impact coding starting with MedDRA version 19.0. In addition, CIOMS is in the process of developing a Standardized MedDRA Query (SMQ) for Medication Errors (ME) that should drive changes in ME-associated data retrieval and display.
	

	
	Definitions of medication errors and neighbouring concepts should be handled consistently throughout the document and other regulatory guidance (EMA, MTS:PTC, MSSO) to achieve a common understanding and a reliable classification of these events. 
	

	
	Guidance focusses on medication errors but could more clearly define the differentiation from product use issues (the new PTs Intentional product use issue and Product use issue are not mentioned at all), off label use, drug misuse/ abuse/ dependence and accidental exposure. Because of the newly available vague “product use issue” terms, it has to be made very clear how much “interpretation” is regarded acceptable for case classification. This guidance has considerable detail and is helpful.  However there are examples where more information is provided by the reporter than is often the case. The coder is left to decide whether to follow the example as MTS:PTC and this guidance advise coding what is reported without making any assumptions
	

	
	The document is clear about the fact that the stage where the medication error occurred (prescribing, dispensing) and potential contributing factors are to be captured (plus potential adverse reactions), together with the fact whether the error actually leads to incorrect administration: “intercepted” medication error terms should be used when a medication error does not lead to an incorrect administration. But it is not made clear if splitting of terms is required when a medication error reaches the patient, to capture both the “stage” (e.g. the dispensing or prescribing error) and the specific administration error.

If one ICSR contains an event that  is related to medication error and also other events that are considered as valid SAE/AE but not related to medication error, further guidance is needed to the MAH on how to record/split such ICSRs. For all special situation cases it seems that splitting has to be done even if one ICSR is reported to MAH, in order to ensure proper classification of medication error and associated AE/SAE and other distinct AE/SAE not linked to medication error.
	

	
	Several terms in HLGT Product quality issues describe concepts that are potential medication errors, e.g. PTs Product commingling, Product dropper issue, etc. It would be appreciated if this guidance could address usage of these PTs in the context of medication errors. 
Furthermore the guidance should clearly have a recommendation to use the SMQ medication errors that will include relevant product quality terms.

More specific and comprehensive guidance on coding of medication errors with devices and differentiation from other device issues (e.g. quality issues, incidences) would be highly appreciated.


	

	
	Whilst the inclusion of examples is helpful it is felt that many of the examples given are product / quality issues associated with labelling, which is defined in the guidance as being a quality issue, not a medication error.  The examples in this guidance should focus on medication errors, and acknowledge that product complaints, especially those without an associated ADR, are captured in quality / manufacturing databases and are subject to different requirements.
	

	
	MTS:PTC suggests that additional codes be used to note ‘No AE’ and ‘Drug not take in context of intercepted ME’.  To enable this, will the EMA be requesting these two new MedDRA codes to be issued in conjunction with this guidelines so that only a single code has to be assigned ?


	

	
	There is no mention of medication monitoring errors (and the corresponding definition) in the guidance? Based on the MedDRA hierarchy, they are to be considered medication errors. According to the MedDRA Concept descriptions “a medication monitoring error is an error that occurs in the process of monitoring the effect of the medication through clinical assessment and/or laboratory data. It can also refer to monitoring errors in following instructions or information pertinent to the safe use of the medication.” Is this applicable to HCPs and patients/ consumers (for OTC drugs) who do not follow instructions for the safe use of the medication in the label (e.g. regarding concomitant medications, pre-existing diseases etc)? More guidance would be helpful.


	

	
	Question 1:
We agree with the proposal
	

	
	Question 2: 
We would question whether this is required in the EU and whether it makes pharma companies appear unnecessarily defensive
	

	
	Question 3: 

Yes, for signal detection purposes, especially due to fact that in version 18.0 of MedDRA there are two HLGTs which might be used for the selection of cases, SMQ will be very useful. Further detailed methodological guidance on the detection of signals of medication errors in EudraVigilance would be much appreciated to provide a standardised approach across different MAHs and other stakeholders. SMQ should be rather hierarchical to cover at least medication errors/intercepted errors/potential errors and once the G.k.10.r . will be introduced they can be very helpful for cumulative presentation of different categories of medication errors.
	

	
	Question 4:
Yes this would be useful and would encourage a culture of reporting errors
	


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)

	144-192
	
	Comment: 

The legal basis for all requirements concerning medication errors without an AE is unclear. 

It is unclear throughout the document what is legally binding and what is recommended. The use of ‘should’ is most prominent.

Proposed change: 

Cite specifically/separately the legal basis / articles referring to ME without an associated AE/ADR


	

	185-192
	
	Comment:

This paragraph outlines that for clinical trials, reporting of medication errors, pregnancies and use outside of what is foreseen in the protocol … shall be subject to the same obligation to report as adverse reactions. 

Proposed change (if any):

Please clarify the expectations here. Is the MAH expected to train the sites on reporting of MEs of all categories or to use data from the CRF to detect medication errors and process those without further information from the investigator, e.g. use of the wrong drug package during randomisation which would typically be a protocol violation or compliance issues where patient did not take drug for a day, this would usually be documented in the compliance section of a CRF and not reported as a medication error.

Also, for each category, it would be good to specify what the related AE data fields are supposed to be completed with. E.g. is a potential medication error serious and related?

Also, please include clear examples of medication errors in clinical trials which can be used for investigator training, e.g. patient took wrong tablet (background med instead of IMP) due to similarity of tablets – is that a medication error? 


	

	207-211 and 271-273
	
	Comment:

The guidance refers to both adverse events and adverse reactions e.g. lines 207-211: For the purpose of this guidance medication related adverse events should be distinguished from other adverse events (e.g. fall, surgery on wrong body site etc.).and lines 271-273: For the purpose of this guide, the objective of which is to support the implementation of the EU pharmacovigilance requirements outlined in chapter 3. adverse reactions arising from medication errors (i.e. resulting in harm to the patient) should be recorded, reported and assessed.

It is unclear whether there is an expectation for a causality assessment to be performed as prerequisite to assess a medication error and preventability, e.g. AEs occurring in conjunction with a medication error and deemed not related are not be recorded?

Usually medication errors are reported spontaneously. As per Module VI  any AEs are deemed related unless the report explicitly assess the AE as unrelated.  Please clarify whether this principles is valid for medication errors

	

	230-231
	
	Comment: Chapter 4.3 says that GVP Module VI.B.6.3 definition of a medication error does not cover all stages of the medication use process and the guide therefore provides a conceptual definition. The example for not falling into the GVP definition (preparation for administration) might not be well chosen. There are several products which will be prepared for administration by the pharmacist, doctor or the patient himself (e.g. reconstitution of antibiotics by parents - wrong amount of liquid will change the strength of the solution; reconstitution of antigene preparation in allergy hyposensibilization) that are not clearly outside of the GVP definition of a medication error.
Proposed change (if any): The definition needs to be consistent with the definition in other GVP documents (e.g. Module VI) in order to promote a common approach. If examples are to be given it should be one which is only done during the manufacturing process


	

	250-251
	
	Comment: 

The example provided sounds more like noncompliance on the patient side or a conscious decision not to take the drug (e.g. after reading the PIL) rather than a medication error. It should be clarified to include the error
Proposed change (if any): e.g. drug prescribed and but wrong drug dispensed but not taken by patient
	

	249-251
	
	Comment: 

In the example of medication errors with ‘other unwanted effects…(eg. drug prescribed and dispensed but not taken)’, in some circumstances, for example within Patient Support Programs, such information may be extractable from data to which the MAH could have access yet this may not have been within the design/objectives. To what extent would MAHs be expected to ‘extract’ such events?  
Proposed change (if any):

It should be made clear that the MAH can only collect factual information provided.
	

	285
	
	Comment: 

Figure 2 and the related classification assume information that the MAH usually does not have. 

Proposed change (if any):

It should be made clear that a classification can only be made when the factual data allow doing so.
	

	305-327
	
	Comment: 

The information relating to potential errors and what they could or have led to (from line 305 onwards) is quite confusing. 

How can a ‘potential error’ have already led to a), b) or c) yet still be ‘potential’ for the particular event in question? 

Proposed change (if any): The potential error could lead or has led to

	

	312-313
	
	Comment:  
The fact that strength of oral solutions vary between MAH confuses the medication error.  In line 464-468 states that issues with labelling are product quality issues.  Therefore, a reference to some labels referring to mg/ml and sometimes mg/dose seems to be a quality issue rather than a medication error.  In this instance, it would be expected that the reported potential error would be captured as a product complaint rather than reported to safety.  The same holds true for the example of the pharmacist noting that the names of two medications were similar. 

In addition, the medication name is submitted and approved by regulatory authorities and the same with product labelling.  Therefore, these 2 examples may be out of MAH control and it seems that regulators have more information to compare across products to prevent labelling issues such as those described.

	

	380-381
	
	Comment:  

It is unclear which alternative formats for recording ICSRs of medication errors not associated with AEs are meant? 
Proposed change (if any): further specification would be appreciated.
	

	389-393
	
	Comment:  

It is unclear if the term ‘patient safety incident’ is a generally recognised term amongst HCPs and national/regional PSOs or indeed other potentially impacted bodies. Perhaps inclusion in the definition section of this guidance would be useful.

In addition it is unclear what mandated requirement is in place to ensure that ‘patient safety incidents’ associated with adverse reactions are ‘made available’ to EU NCAs by PSOs? 

In order to facilitate the MAH ability to summarize patterns of medication errors and potential medication errors in PSURs will information brought to the attention of EU member states by patient safety organisations be made available to MAH?

For example will it be included into EudraVigilance for download by the MAH?
Proposed change (if any): Please provide further information on MAH access to such information


	

	410
	
	Comment: 

Table 1  specified the recording medication errors occurring in the EU
Proposed change (if any): Please clearly specify the expectations for recording all types of medication errors occurring outside of the EU. 


	

	464-468
	
	Comment: 
The text makes reference to a product quality issue that should be distinguished from a medication error and not included in the definition of a modification error. However, the text does not make clear reference to scenarios where a product complaint may lead to a medication error. The ICH MedDRA Points to Consider v.18.0, section 3.28.3 provides the following example: 

“The mother administered an underdose of antibiotic because the lines on the dropper were hard to read”. The suggestion provided is to co-code to LLT:  ‘Product dropper calibration unreadable’  and ‘ Accidental underdose’

Proposed change (if any): Consider clarifying by expanding the explanation by using examples. Also, more clarity could be provided around the distinction between product complaint vs. medication error. As the text appears at present, it is too high level and could be misread in that any product complaint would never be linked to a medication error. 


	

	467
	
	Comment: This states that “the splitting of a scored tablet in two differently sized parts is considered a product quality complaint and not a medication error”. Use of the term “scored” can be misleading, as the use of “score-lines” may be cosmetic only, and not intended to indicate that the tablet may be broken.

Proposed change (if any): Revise to read “the splitting of a scored tablet with a “break-line” in two differently sized parts is considered a product quality complaint and not a medication error”.


	

	469-487
	
	Comment:

The intent of section 5.2.2 (Context of patient safety) is unclear and appears to be for educational/information purposes rather than a requirement for MAH / NCA action.
Proposed change (if any): Consider moving this section to the introduction section. 
	

	499-501 and  647-657
	
	Comment: 

Text seems to require to collect or report medication errors with associated reactions (regardless of seriousness) from clinical trials.  

Elsewhere (Line 1193-1217 including Table A2-1), template for summary tabulations and listings of ICSR shown in Annex 2 denotes that these do not include interventional clinical trials.

Proposed change (if any): 

Make clear the requirement to collect or report medication errors from interventional clinical trials (e.g., medication error if associated with overdose and/or a serious adverse event).
	

	521
	
	Comment:
Figure 3 indicates that MAHs should send ME + ADR from non-EU countries to Eudravigilance. This does not align with the final requirements laid out in GVP module VI which indicate that only non-serious ICSRs that occur in the EU should be submitted. 

Proposed change (if any): Update the diagram to indicate that ME + SADRs from non-EU countries should be submitted to Eudravigilance. 


	

	557
	
	Comment:  
The statement ‘medication errors which may constitute for example a safety signal or safety concern’ will cause confusion.   In the preceding lines, it was stated the MAH will present medication errors with associated ADRs from all post-marketing sources in the PSUR.  

Proposed change (if any): Suggest clearly stating that PSUR discussions will include discussions of the following:

1)  Medication errors that are associated with ADRs from post-marketing sources

2) Other medication errors that were identified as a signal or safety concern 

Please also make this consistent with guidance stated in lines 617-619.  
	

	561-567
	
	Comment:
The text here does not align with Figure 3 but does align with the requirements laid out in GVP module VI. 

Proposed change (if any): Update figure 3 to align with GVP module VI.


	

	561-572
	
	Comment:

Technical questions have been identified in operating this proposed process:

· Is a reconciliation of data necessary in case EudraVigilance data and data from MAHs database is used to to provide summary tabulations for medication errors? (e.g. case creation date may differ making it difficult to receive the same cases for a defined reporting period)

· Is data from EudraVigilance suitable to assess the association of medication errors and adverse events?

Proposed change (if any): A more detailed consultation on this functionality would be welcomed
	

	585-590
	
	Comment: 

Is it the expectation that the agency’s name review group is informed of each occurrence of medication error related to the invented name, or would this only be required on review of aggregate data a ‘pattern’ is suggested?

Proposed change (if any): Further clarification requested
	

	664-674
	
	Comment:
It is not clear if ME reports should routinely be followed up if they are NOT events of special interest or a safety concern. 
Proposed change (if any): Add in a reference to GVP.VI.B.6.3 which is explicit about the requirement to follow up for special situation reports.


	

	676-681
	
	Comment: 
This paragraph introduces the concept around the good practice that marketing authorization holders and national competent authorities should gather essential information in relation to medication errors that are brought to their attention. This is regardless of whether the error was associated with the adverse reactions(s). Table 2 provides an overview of parameters which may support the scientific evaluation of ICSRs or aggregate data.

The text immediately after lines 682-685 makes reference to follow-up activities for cases of medication error which are associated with serious adverse reactions. Still making reference to table 2 as a reference of parameters that should be followed-up. No difference between the two paragraphs is noted regarding the follow-up activities that should be performed. 

If the intention that table 2 is used for all scenarios whether the medication error is associated with an adverse reaction or not, then it is not clear why another paragraph focusing only to medication error associated with serious adverse reactions is written immediately after, basically repeating the same concepts. 

Proposed change (if any): The text going from 676 to 685 may be combined as follows (682 to 685): 

“To ensure better learning from medication errors for the development and promotion of safe medication practice, it is good practice that marketing authorization holder and national competent authorities should make all reasonable efforts to collect, through appropriate case follow-up,  follow-up essential information in relation to medication error brought to their attention regardless of whether the error was associated with adverse reaction(s), unless national requirements for anonymous reporting prevent follow-up. Table 2 below provides an overview of parameters which may support the scientific evaluation of individual case safety reports or of aggregated data on medication errors.


	

	682-685
	
	Comment: When discussing follow-up activities, reference is made only to medication errors associated with serious adverse reactions (line 682). 
Proposed change: Clarification is required for those medication errors associated with non-serious AEs. 
	

	706 
	
	Comment:

Table 2 raises a number of questions.

· Is splitting required to capture the stages in the medication process where an error occurred plus the resulting administration error? 

· Terms for coding of external factors leading to e.g. therapy interruption that are beyond the control of the HCP or patient (e.g. insurance issues etc.) are currently missing in MedDRA. Only option is PT Therapy cessation with underlying LLTs, which is considered a therapeutic procedure following MedDRA hierarchy. For appropriate classification, more options for coding of contributing factors are needed, with appropriate MedDRA hierarchical linkages.

· 
	

	706 
	
	Comment: typographical error changes the meaning of the sentence.

Proposed change (if any): Strictly speaking the outcome of a medication error is not applicable if the medication error did not occur.
	

	706
	
	Comment: Table 2 indicates that all reports of medication error, including potential errors, should be entered as ICSRs. If it is a true potential error with no actual patient then this would not be considered as an ICSR.

Proposed change (if any): Remove reference to potential errors. 

For medication errors without ADR (i.e. intercepted errors, errors not resulting in harm, potential errors) the potential for harm should be described in the narrative of the case in the organisation’s database. These reports are not reportable in the EU.
	

	706
	
	Comment: 

Table 2 contains very specific information regarding follow-up requirements. It suggests that the use of targeted follow-up questionnaires may be needed in order to gather such information. Is this the expectation for all instances of medication error, or only those that are ‘of special interest’ to the MAH on a per product basis? eg. as referenced in lines 713-714? It is perhaps unlikely that the reporters will respond to such a questionnaire and/or provide the details, in particular the ‘contributing factors’,  in view of potential liability issues.

Proposed change (if any): Please clarify expectations
	

	708-709
	
	Comment: 
The guidance does not specify the number of attempts which should be made in order to obtain further information for a medication error. 

Proposed change (if any):Further guidance requested

	

	748-751
	
	Comment: 
The current text: For cases clearly associated with a medication error based on specific information but where the term 'medication error' has not been stated by the primary source, marketing authorisation holders and national competent authorities potentially exposed to liability in accordance with EU Member States’ national law may provide a disclaimer (see chapter 5.7. ) in the ‘senders comment’ section.

Proposed change (if any): “Medication error” as a term is seldom reported by the primary source, so suggest using a more general sentence, e.g., “For cases clearly associated with a medication error based on specific information, code as such. Where a specific term indicating a medication error has not been stated by the primary source, this should not be assumed, consistent with the ICH Points to Consider document.
	

	758-760
	
	Comment: 

This guidance states that “The MTS:PTC guide should also be used by healthcare professionals, researchers and other parties (e.g. patient safety organisations) involved in the reporting of medication errors.” Awareness and familiarity with MTS:PTC is a lot to ask of healthcare professionals who only occasionally report ADRs and medication errors; they are not part of the pharmaceutical industry.  It also assumes that the databases they are using are utilising MedDRA (or is this only applicable to the EU regulatory databases that accept reports directly from these individuals?) 

Proposed change (if any): Reporters should be encouraged to give the most comprehensive description possible of the medication error. Use of MedDRA PTC should not be required. 

	

	787
	
	Comment:
 It would be helpful if coding guidance for the following special situations was provided: 1) Patient is re-challenged because prescriber/caregiver is unaware of a previous adverse drug reaction; 2) A medication is prescribed and administered to a patient in whom it is contraindicated, because the prescriber/caregiver is unaware that there is a contraindication in the label; 3) A medication is prescribed and administered to a patient in whom it is contraindicated, because the prescriber/caregiver is unaware that the patient has a situation that causes the drug to be contraindicated; 4) The prescriber knows that a medication is contraindicated, but intentionally prescribes it anyway.

Proposed change (if any): Add these examples into Section 5.6.2 Special Situations and provide coding guidance for each situation.


	

	808-810
	
	Comment: 
This suggests that multiple medication error events should be coded for the same exposure which could result in inappropriate analysis of the data at an aggregate level. 

Proposed change (if any): Remove the final sentence. 

Other than monitoring errors, all medication errors which reach the patient are de facto administration errors. For coding purposes it is most important to capture the primary point in the chain of events. It is preferable to code other downstream errors in addition to provide as much information as possible.
	

	824-829
	
	Comment: 

The guidance rightly indicates that this example is not a medication error. However guidance on how to code unavailability of the product would be appreciated.

Proposed change (if any): guidance added
	

	847
	
	Comment:

As stated in the General Comments above we have concerns over the statement “Annex 3 provides additional coding examples for medication errors complimentary to the MTS:PTC”. Examples will require updating for MedDRA versions as the terms could change. There is also a chance that an example may disagree with a future MTS:PTC example (as MTS:PTC is updated for each MedDRA Versions) causing confusion.  

Proposed change (if any): This guidance should refrain from repeating information in MTS:PTC
	

	848-861
	
	Comment: 

It is not clear if accidental and occupational exposures should be considered as medication errors? 
Proposed change (if any): Guidance on how to code accidental and occupational exposures should be given
	

	880-881
	
	Comment:

Guidance in this section is already outdated, according to MedDRA v18.0 hierarchy. PTs Accidental overdose and Accidental underdose are in HLT Maladministrations; the non-accidental  terms are now in HLT Overdoses NEC or HLT Underdoses NEC.

Proposed change (if any): please update


	

	909-911
	
	Comment: 

The addition of a new SMQ is welcomed

Proposed change (if any):
Please add that the use of this SMQ is recommended when it is available.


	

	920-943
	
	Comment: 
Whilst there is some uncertainty as to the necessity for such a disclaimer (see General Comments above) if it is to be included the guidance should state in which field this disclaimer should be included

Proposed change (if any): Please provide E2B field code where this disclaimer should be included if used.


	

	1211-1212
	
	Comment: 

This table format is too prescriptive; many organizations don't use HLTs and HLGTs in displaying data and may not have the programs set up to do so. Besides, footnoting other HLTs to be considered points out how the HLGT Medication errors is not sufficient to retrieve all cases which is why the SMQ is welcomed.

Proposed change (if any): Delete this table and add a recommendation that SMQ Medication errors be used instead

	

	1224-1233
	
	Comment: 
Table A2-2 and Table A2-3. These tables cannot be automatically populated from the majority of MAH safety databases because there are no associated fields in the database for these (ie. Medication stage, contributing factors, ameliorating factors etc). These tables would therefore have to be manually generated. As such they should be requested only in exceptional circumstances
Proposed change (if any): 
	

	1236-1238
	
	Comment:

Inclusion of additional coding examples is not recommended unless they are unambiguous and are unlikely to change. If Annex 3 is to be retained but not updated for MedDRA versions, it is suggested to specify the MedDRA version of the examples here.  
Proposed change (if any): “This Annex includes specific examples of medication errors in addition to those provided in the MTS:PTC documents to address. The examples in this annex are in MedDRA version XX.X and may not be appropriate for later versions. The MTS:PTC document in its latest version should always be consulted.”

	

	1242
	
	Comment:

Example 1: It is unclear why is this coded as accidental exposure to product as this is not what was reported. Suggest Devise Use Error be coded
Example 2: Suggest LLT should be Accidental dose increase
Example 3: Suggest use of the  new PT Dose calculation error
Example 4: Cannot be classified as medication error based on the information provided, but rather represents a product use issue. Could also represent a product substitution issue.

Example 6: In contradiction to line 825ff where it is stated that such “events” are not to be considered a medication error. Why then extract and code Drug dose omission? PT/LLT Drug supply chain interruption to be used?

Proposed change (if any): Based on the guidance provided around the classification of medication error reports (section 4.3.2) and the need to support the scientific evaluation and interpretation of safety data by coding the chain of incidents starting from where the first error occurred, the examples should have the coding reverted as follows (underlined LLTs are those proposed to be re-ordered):

Proposed change: 

· Patient was prescribed different insulin product at same daily dose and experienced hypoglycaemia 

LLT term selected: Drug prescribing error; Wrong drug administered; Hypoglycaemia

· Patient was erroneously prescribed 10 fold higher strength of an oral opioid and went into respiratory failure at home after having taken 3 doses

LLT term selected: Drug prescribing error; Accidental overdose;  Respiratory failure;
	

	1249-1250
	
	Comment:

Preferred option in MTS:PTC is now to code only the medication error. We should not encourage to create an event that is coded to LLT No adverse effect. 
Proposed change (if any): Please delete these two lines.
	

	1253
	
	Comment:

Example 2: LLT Inappropriate preparation of medication should not be selected because the preparation never happened.

Proposed change (if any): Revise table

	

	1275
	
	Comment:

It is only stated that code 7 should be used for medication error, however rather than use of a general code, a more specific code should be proposed to correspond to the actual category of medication error. It would be also useful, as it is usually the case in the post-marketing setting, to define/assign a code for “POSSIBLE MEDICATION ERROR” when it cannot be established whether the use was intentional or unintentional, as the number of such cases can be very large. In addition, a separate code should be allocated for the cases where medication error was not reported as such but might be suspected by MAH. Indeed Sender’s diagnose may be used as proposed but then too many fields will be necessary to include in very simple grouping for cumulative analysis. Sender’s comments should always be mentioned in all cases where subsequent AE/SAE occur due to medication error.
Proposed change (if any): revise guidance


	


Please add more rows if needed.
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