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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)

	
	The content of this Good Practice Guide is very broad, i.e., a wide range of scientific disciplines are covered and the level of detail regarding expectations is not always clear.
Also , the design of the medicinal product as reflected in 5.2.1 and in Annexes 1 and 2, is done in accordance with GMP guidance and similarly, product labelling/information is guided by QRD guidance documents. There is considerable overlap between the guidance provided in this document and other non-GVP sources with the potential for misinterpretation by all stakeholders as to roles, responsibilities and accountabilities
 A suggestion would be to add an Annex to this document summarising the role of the different stakeholders involved in risk minimisation and prevention of medication errors (i.e. MAH, Healthcare Professionals, Authorities, etc.) with a reference to the relevant parts of the main document. 
Clarification is requested on the expected content pertaining to medication errors in relation to the dossier and in the risk management plan.
Given the broad scope of the guidance and that it addresses many different stakeholders it is unclear how these recommendations/requirements will be implemented and evaluated. We would therefore appreciate further discussions at one of the upcoming authority/industry meetings before finalizing the good practice guide.
Specific General Comments
	

	
	There is inconsistency in the definition of medication errors between this guide, the ‘conceptual definition’ of a medication error proposed in the other draft medication error guide and GVP Module VI. Consistency and clarity in the definition of a medication error between documents is requested.

	

	
	Also there is inconsistency throughout the document in the processes involved in medication errors. 

· Line 70-71, medication error is included as: ‘is considered to be any unintended failure in the medication process, including the prescribing, dispensing, or administration of a medicinal product’. 

· Line 79, it is considered to be any unintended failure in the medication process, including in prescribing, dispensing, preparation or administration of the product. 

· Lines 125-127, the process includes: prescribing, dispensing, preparation for administration, administration and provision of information. Furthermore, the Guide for Reporting, Assessing and Recording Medication Errors includes monitoring (prescribing, dispensing, preparation, administration or monitoring….).

Consistent with the Institute for Safe Medication Practices (ISMP) best practice guidelines (http://www.ismp.org/Tools/guidelines/default.asp , and associated list of error-prone abbreviations; accessed 19 May 2015), consider adding a statement that all measuring devices should use “mL” as the unit of measure. It is recommended that oral liquid dosing devices should only display measurements using the metric system. In addition, if patients will take an oral liquid medication after discharge, they should be supplied with oral syringes of an appropriate volume marked in mL (or provide a prescription for oral syringes), to enable them to measure oral liquid volume in mL. 

Consider the development of common pictograms/pictures (i.e. concerning the type of population (child, adult), route of administration ...) for the PIL/labelling, in order to improve the understanding of patients and thus help to avoid some potential medications errors(Similar to the type of pictograms which could be inserted in a PIL following a readability test)



	


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)

	 71
	
	Comment: Add “preparation for administration” in this section
Proposed change (if any):

‘(...) including the prescribing, dispensing, preparation for administration, or administration of a medicinal product (...)”
	

	84
	
	Comment: duplication of ‘in’

Proposed change (if any): Proposal to remove the duplicated ‘in’


	

	84-86
	
	Comment: Lines 84 – 86 state “in most cases medication errors are preventable, provided that the potential risks of medication errors have been considered during the product development and early marketing phases (when most medication errors will occur)…” It is not reasonable to assume that most medication errors will occur at early marketing phases. 

Rationale: The existing text suggests that most medication errors will occur at the early marketing phase of the medicinal products, which is misleading. The intent of the risk management plan is to minimize medication errors proactively. This is clearly stated section 2.0 (scope) where the EMA states, “…the measures implemented to minimise the risk of these occurring and suggests proactive approaches to risk management planning throughout the product life cycle”. 

Proposed change (if any): Revise the paragraph as follows (see the underlined and strikethrough portions): 

In most cases medication errors are preventable, provided that the potential risks of medication errors have been considered during the product development and early marketing phases (when most medication errors will occur) and evaluated throughout the product lifecycle. 


	

	92
	
	Comment: Include delivery system under scope. 

Rationale: Delivery system is not identified. 

Proposed change (if any): Recommend revising the paragraph as follows (see the underlined portions): 

…from the Medicinal product and its delivery system (if applicable)…
	

	127-128
	
	Comment:  

The list of stages where medication errors can occur in this line includes ‘provision of information’.  This is the first time a stage of provision of information has been included in the list of stages when a medication error can occur.  Suggest deleting for consistency with rest of this document and other guidance.  

Proposed change (if any):

‘Medication errors can arise at any stage of treatment process, including prescribing, dispensing, preparation for administration, and administration and provision of information. Such errors …’.
	

	126-127
	
	Comment: Specify also that the medicinal interactions with the development of new products (which could be used with the concerned product) and the new modalities of treatment/clinical practice should be taken into account for the potential medication errors, in addition to the product development process


	

	129
	
	Comment:  

Population is added after patient, but it seems this is more relevant to individual patients.

Proposed change (if any):

‘…of administration or administration to the wrong patient(s)population. The consequences may include…’
	

	 145-146
	
	Comment: Add to be careful to differentiate the packaging when several dosages of a product are available.


	

	158-159
	
	Comment:  

This states that if a potential risk is identified around a medication error, it is an ‘important’ risk.  Please delete ‘important’; not all risks associated with medication errors will meet the definition of an important risk.  

Proposed change (if any):

‘When a potential risk of medication error has been identified, medication error should be captured in the RMP as a an important risk and both routine and additional risk minimisation measures may be in place in place to reduce the risk of medication error
	

	158-159
	
	Comment: The proposed text states that when a potential risk of medication error has been identified, it will be included in the RMP as a potential identified risk. The potential for medication error is included in the RMP but only infrequently as an identified or potential risk.   The proposed wording can be interpreted such that the potential for medication error would be included as a potential risk in the RMP almost routinely. Is this intended?

Proposed change (if any): Additional guidance required relating to the conditions in which the potential for medication error should be included as a potential risk. 


	

	160
	
	Comment: Typo error: “in place” written twice

Proposed change (if any):


	

	170
	
	Comment: Many medication errors arise as a result of errors of prescribing by the health care practitioner. How much of the consequent health care burden is actually preventable by risk management measures implemented by MAH?  

Proposed change (if any): Distinguish between medications errors arising through poor medical practice and those arising as a result of preventable actions (to be implemented by the MAH)?


	

	L178
	
	Comment: FDA reference to medication error document does not work.

Proposed change: replace foot note link with “http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM331810.pdf”
	

	184-185
	
	Comment:”This requires an overview of available treatment options at the EU Member State level.”

There are practical difficulties in getting an overview on packaging information/product design of available treatment option at the EU level from different manufacturers (prescription medicine). How shall this be practically implemented?

	

	186
	
	Comment: “confusion of mix-ups between products with the same indications due to similarities in posology”

Mix-ups are not limited within the same indication, but can occur also between different indications and therapeutic areas.

Proposed change (if any): delete 'with the same indications'

	

	182-184
	
	Comment: the word “armamentarium” is not commonly used, suggest changing this to something more readily understood by the wider audience

Proposed change (if any): Heading (L182) Medication Errors in the context of the available range of therapies therapeutic armamentarium .

It is important to explore the potential for medication errors in the context of the available therapies therapeutic armamentarium and where a new product may sit within this collection.


	

	198-206
	
	Lines 198 – 200 state that “However, the clinical trial setting may be particularly useful for identifying any difficulties using medicines presented with a device or as a premixed solution for administration. This may allow for an early indicator of refinements that may need to be made to the design of the product or instructions for use prior to labelling, approval and marketing. During clinical trials, it may become evident that some drug product design features increase the risk of medication errors.  In this scenario, Applications should provide an appropriate risk analysis for medical errors detected in the clinical trial programme and use this as a basis for refinement in the proposed pharmacovigilance and risk minimisation activities (or both)”. We recommend that the EMA clarifies that a clinical trial is designed to evaluate clinical endpoints. A usability study is not a clinical trial and should be conducted outside the clinical trial setting. 

Rationale: A clinical trial is designed to assess clinical endpoints, which are distinctly different to usability objectives. 

Clinical study design to assess usability must allow for use errors. Use errors may confound clinical data or pose ethical issues. Therefore, usability studies should not be part of clinical studies. 

Proposed change (if any): Revise the paragraphs as follows (see the underlined and strikethrough portions):  

However, the clinical trial setting may be particularly useful for identifying any difficulties using medicines presented with a device or as a premixed solution for administration. Usability study and clinical study have different objectives. Inclusion of a usability study in a clinical trial setting is not recommended. Simulated use testing conducted with representative users under reasonably realistic use condition is generally sufficient to evaluate use-related risks. Simulated use study This may allows for an early indicator of refinements that may need to be made to the design of the product or instructions for use prior to labelling, approval and marketing. However, in cases where the type of delivery device or use environment are complex and the use conditions are not well understood, it might be necessary to validate a device under conditions of actual use. Actual use study, if conducted, shall be observed and assessed by a human factor expert.  

During clinical trials, clinical complaints or use related adverse events may be collected to further understand the potential use-related errors it may become evident that some drug product design features increase the risk of medication errors.  In this scenario, Applications should provide an appropriate risk analysis for medical errors detected in the clinical trial programme and use this as a basis for refinement in the proposed pharmacovigilance and risk minimisation activities (or both).
	

	188-189
	
	Comment: 

It would be helpful to reword the text on contact for clarity.

Proposed change (if any):

Subjects in clinical trials are typically closely monitored and have at least semi-regular contact with study investigators during the trial at a frequency defined in a protocol. This controlled environment may therefore not reflect ‘real world
	

	207-208
	
	Comment: The title of section 5.2.3 (Data from “failure mode and effects analysis” and “human factor testing” (pre-authorisation)” is misleading and does not align with the contents of the paragraph. 

Rationale: “Failure modes and effects analysis” is a specific risk assessment technique, and “human factors testing” is a facility of a technique to assess usability. Human Factors testing provides input to inform risk analysis.

Proposed change (if any): Revise the title of the paragraph as follows: 

Use related risk analysis and Human Factor/Usability Engineering


	

	209
	
	Comment: Risk management is stated in this paragraph; however the topic of risk management is not adequately described. 

Rationale: Description of the risk management topic is recommended to ensure clarity between risk management and human factor testing. 

Proposed change (if any): Revise the paragraph as follows (see the underlined and strikethrough portions): 

Successful risk management is based, in part, on effective quality management systems and a number of tools may be useful in proactively identifying and assessing the risk of medication errors”. Risk management is an important part of the development of medicinal products with delivery systems. Risk management involves systematic application of policies, procedures and practices to the tasks of analysing, evaluating, controlling and monitoring risk.


	

	211-216
	
	Comment: Should this proposal be included in specific development guidance? Description of problems that have occurred in development e.g. in RMP or periodic report is post hoc observation and too late for effective prevention. 

Proposed change (if any): Formalise requirements for design testing as routine part of development processes. 


	

	214-216
	
	Comment: Perception-Cognition-Action (PCA) Analysis is an approach to the broader activities of “Task Analysis”. 

Rationale: Many equally effective methods are possible for medicinal products and no one method should be suggested. More commonly used methods are: “Cognitive walkthrough” and “Heuristic Evaluation”. 

Proposed change (if any): revise the paragraph as follows :

The report of the EMA’s 2013 workshop on medication errors notes the Pharmaceutical Industry’s suggestion to use other methods of human factor engineering to inspect the usability of the product that test how the actual product is used, including cognitive walkthrough, heuristic evaluation and task analysis methods such as the “perception-cognition-action” (PCA) analysis, to be carried out early in development.


	

	
	
	
	

	220
	
	Comment: The guidance should recommend use of the harmonised EN 14971 as the risk management standard; however the guidance should not dictate the specific risk management tool to be used.

Rationale: EN ISO 14971 utilizes systematic application of management policies, procedures, and practices to the takes of analysing, evaluating, and controlling risk. Compliance to this standard is sufficient to assure the safety of the medicinal products. Other than FMEA (as suggested in the draft guidance), there are other risk management tools such as Fault-Tree-Analysis and Hazard Analysis that are equally effective in management risks. Roche believes that the guidance should allow flexibility for the manufacturer to select the appropriate risk management tools to be used. 

Proposed change (if any): Remove section 5.2.3.1 from the guidance. Reference to EN ISO 14971 has been stated in the draft guidance. 


	

	231
	
	Comment: The title of section 5.2.3.2 “Simulated use testing” is misleading. 

Rationale: The contents of the paragraph describe the legal basis associated with the usability testing; however not all usability testing is simulated use.

Proposed change (if any): Revise the title of the paragraph as follows: 

5.2.3.2. Simulated use testing Human Factors Testing


	

	232-233
	
	Comment: The line “there is currently no legal requirement for user-testing of instructions for use or administration or…” is not accurate and discourages sponsors from performing user testing.

Rationale: The statement “there is currently no legal requirement” is not accurate. For medicinal products delivered via a delivery device, compliance to the Annex I of Medical Device Directive applies (93/42/EEC) is required. Harmonised standards requires provision of objective evidence the resulting product is capable of meeting the requirements for the specified application or intended use (ISO13485:2012- part 7.3.6) and can be used safely (IEC62366:2015-part 3.13). User testing is a commonly used method of meeting this requirement. For medicinal products not associated with a delivery device, these requirements do not apply. 

Proposed change (if any) Revise the paragraph as follows:

There is currently no legal requirement for user-testing of instructions for use or administration or reconstitution of medicines in order to investigate the potential for medication errors For medicinal product delivered using an non-reusable, single unit integrated medicinal product with delivery device, compliance to the Annex I of the Medical Device Directive (93/42/EEC) is required to assure the safety and performance of the device. The following EU harmonised standards can be used to demonstrate compliance of use safety requirements of the Annex I: (1) EN ISO 14971:2012 - Risk Management, (2) EN ISO 13485:2012 – Quality Management System, specifically section 7.3.6 (Design and Development Validation), and (3) IEC 62633:2015 – Application of Usability Engineering to Medication Devices. For medicinal product not associated with a delivery device, Annex I requirements do not apply.  


	

	231-236
	
	Comment: Simulated use testing section is not sufficiently informative.

Rationale: It would be beneficial for the EMA to strengthen the guidance on performance of simulated use testing to better serve the needs of the EMA and Industry. 

Proposed change (if any): Add the following paragraph in section 5.2.3.2: 

User testing may be performed throughout the device and labelling material development process to identify the end-user needs and inform the design and development. User testing also helps to identify potential use-related hazards of the device and its context of use to inform the overall use related risk management process. Ultimately user testing can also be used to validate safe and effective use by intended users. When performing user testing sponsors should consider testing the intended use of the product with a range of representative end users, under representative use environments and use scenarios.


	

	238-239
	
	Comment: Lines 238 – 239 state “for medicinal products delivered via device, the International Standard (ISO14971:2007 Medical Devices – Application of Risk Management to Medical Devices) should be followed”. State that EU harmonised standard for risk management (EN ISO 14971:2012) should be used to demonstrate compliance with the Annex I of the Medical Device Directive (MDD) (93/42/EEC
). EN ISO 13485:2012 should be referenced. 

The statement that describes ISO 14971 as a recognized consensus standard would be better positioned in the section where risk management is introduced (section 5.2.3, lines 209-219).

Rationale: The current EU harmonised standard for Risk Management (EN ISO 14971:2012) is needed to demonstrate compliance with the MDD Annex I requirements (safety and performance) for medicinal product delivered with a delivery device. EN ISO 14971:2012 differs from ISO 14971:2007. Specifically, EN ISO 14971:2012 revision contains modifications that are intended to aid in the identification of remaining discrepancies between ISO 14971:2007 and the Essential Requirements for medical devices as contained in the pre-existing EU medical device directives. Further, EN ISO 13485:2012 specifies the risk management requirements and points to EN ISO 14971:2012. These two harmonised standards are complementary in nature therefore should be referenced. 

Section 5.2.3 introduces the topic of risk management. It would be beneficial for the EMA to combine the risk management topic and use of EN ISO14971 as a recognized standard in the same paragraph to ensure clarity of the guidance document.
Proposed change (if any): Revise the paragraph as follows :

For medicinal products delivered via a delivery device, the EU harmonised International standard (currently: EN ISO 14971:2007 2012 Medical Devices – Application of Risk Management to Medical Devices and EN ISO 13485:2012 – Quality Management System) should be followed.


	

	245
	
	Comment: Use of harmonised standards to demonstrate compliance to Medical Device Directive 2007/42/EC is not mentioned in this section. 

Rationale: It would be beneficial to state that harmonised standards may be used to demonstrate compliance to Medical Device Directive 93/42/EEC for delivery devices. 

Proposed change (if any): Revise the paragraph as follows: 
However, in addition to this, the relevant essential requirements in Annex I of the Medical Device Directive 93/42/EEC also apply with respect to safety and performance related features of the device (e.g. a syringe forming part of such a product) and compliance to harmonised standards under Medical Device Directive 93/42/EEC for medical devices are recommended. 


	

	247-253
	
	Comment: Section does not specify that the manufacturer should assess known and foreseeable hazards associated with the medical device in both normal (intended use) and fault conditions.

Rationale: Consistency with EN ISO 14791:2012 risk management standard. 

Proposed change (if any): Add the following paragraph in line 249.

Manufacturer should assess known and foreseeable hazards associated with the medical device in both normal (intended use) and fault conditions.
	

	251
	
	The guidance states “it is also important to consider that medication errors may arise when…c) patients or HCPs misuse the product”. 

Rationale: The guidance should state, “accidentally misuse” product since purposeful misuse would be out of scope.

Proposed change (if any): Revise the following sentence as follows :

…or c) patients or HCPs accidentally misuse the product.
	

	261
	
	Comment: Manufacturers should systematically assess risks throughout development taking into account all known information. 

Rationale: Risk management should be conducted throughout the lifecycle of the products and should take into consideration all relevant information to ensure acceptability of the residual risks.    

Proposed change (if any): Add the following paragraph in section 5.2.4. 

Manufacturers should systematically assess risks throughout development taking into account all known information, which may include output from 1) post-market experience with similar products, 2) human factor engineering/usability engineering studies, and 3) clinical experience (e.g. clinical complaints).   
	

	306-316
	
	Comment: The errors described here are not preventable by action on the part of the MAH.

Proposed change:  There is a need to highlight this problem to prescribers. National competent authorities communicate the nature and scale of this problem to prescribers in order to address errors that are beyond the influence of MAHs. 


	

	318 -335
	
	Comment: As above

Proposed change: How will some of the errors in this section be communicated to prescribers? How will action be taken?


	

	321-322
	
	Comment:  

It would be helpful to reword the text for clarity.

Proposed change (if any):

‘…experienced breathing difficulties when we was prescribed prednisolone 40mg once daily for 7 days but was instead given propranolol 40mg once daily in error). Such errors may arise due to similarities in packaging…’
	

	Line 328
	
	Comment:

Another good practice is to ask the patient for his/her name and cross-check the information with the prescription or hospital order before administering any product.


	

	
	
	
	

	336 -361  


	
	Comment: When changes occur following referral concerning the preparation and administration, the updated modalities should be clearly explained in the new SPC/PIL in order to avoid potential errors.

To note: (Line 361) Important to explain in SPC/PIL the different modalities in terms of preparation & administration for injection route: IV, IM, when applicable.

Proposed change (if any):


	

	431
	
	Comment: The guidance should recommend use of the harmonised standard ISO 13485:2012 associated with the investigation of medication errors for medicinal product delivered via a delivery device; however the guidance should not dictate that any medication errors detected in the post-marketing environment be investigated. 

Rationale: EN ISO 13485:2012 harmonised standard states that an organization shall establish a documented procedure for a feedback system to provide early warning of quality problems and for input into the corrective and preventive action processes. The requirement to perform a root cause investigation for any medication errors (as stated in the draft guidance) is not practical and may not be value-added. For example, a medication error associated with a medicinal product delivered via a delivery device might not result in serious adverse event therefore it would be reasonable for the manufacturer to monitor the medication error without performing a root cause investigation. A root cause investigation would be triggered when the same medication error has reached a predefined monitoring threshold. We suggest to allow flexibility for the manufacturer to implement root cause investigation, corrective and preventive action in accordance with EN ISO 13485:2012. 

Proposed change (if any): Revise the paragraph as follows :

A manufacturer should monitor RCA should be conducted for any medication errors detected in the post-marketing environment so that lessons can be learned from serious incidents which may in turn reduce the likelihood of future incidents. 


	

	431-435
	
	Comment:  

This sections seems to imply that root cause analyses, including what is proposed to be done, is to be summarized in the PSUR.  Please delete – ‘the PSUR is not intended for a discussion of root cause analyses, but to provide an assessment of the benefit / risk of a product, and discuss any changes in the benefit / risk during the period.  

Proposed change (if any):

‘A RCA should be conducted for any medication errors detected in the post-marketing environment so that lessons can be learned from serious incidents which may in turn reduce the likelihood of future incidents. The PSUR and RMP can both be used to document and analyse reports of medication error related to the design, presentation, labelling or naming of the medicinal product and where the need for risk minimisation measure and or communication can be taken.’
	

	444
	
	Comment: When discussing risk control measures, mitigation/minimization strategies should be in line with EN ISO14971:2012 

Rationale: EN ISO 14971:2012 describes the priority order to mitigate risks. Specifically, the priority of measures should be to initially try to design out problems, if not possible then include protective measures, if not possible then relying on warnings as last measure.

Proposed change (if any): Add this paragraph in section 6.1: 

For medicinal products with delivery system the following risk control options should be considered in the priority order listed:

a) inherent safety by design;

b) protective measures in the medical device itself or in the manufacturing process;

c) information for safety.


	

	461
	
	Comment: The draft guidance states that critical information should be included in the Summary of Product Characteristics (SmPC) and Patient Information Leaflet. The draft guidance further states, “more prominent warnings should be included on the packaging…” The meaning of “more prominent warnings” needs clarification.   

Rationale: “more prominent warnings” for a medicinal product can be accomplished by providing a “quick reference guide” that aligns with the SmPC and Patient Information Leaflet. The “quick reference guide” should be easy to read and contain relevant “prominent warnings” information. 
Proposed change (if any): Revise the paragraph as follows :

It is important to consider whether critical information to avoid medication errors included in documents such as the SmPC and Patient Information Leaflet is likely to be read by HCPs, patients or care givers or whether more prominent warnings should be included on the packaging such as “quick reference guide” so that these are not overlooked…

	

	471
	
	Comment: Line 471 states that “the most common form of additional risk minimisation is educational materials for HCPs and patients…”. As intended users may be more than HCPs and patients, we recommend to revise this paragraph accordingly.   

Proposed change (if any): Revise the paragraphs as follows : 

The most common form of additional risk minimisation is educational materials for intended users, e.g. HCPs, caregivers and patients…
	

	 481
	
	Comment: Specify that the development of additional risk minimisation materials could also concern “mature” products when specific issues have been identified.

Proposed change (if any):


	

	482-483
	
	Comment: Lines 481 – 483 state, “the development of additional risk minimisation materials should involve consultation with communication experts, patients and HCPs on the design and wording of educational material and that, where appropriate, it is piloted before implementation”. As intended users may be more than HCPs and patients, Roche recommends the EMA to revise this paragraph accordingly. It is also unclear who “communication experts” are and the meaning of “piloted”.   

Rationale: Intended Users may be more than patients and HCP and should be able to provide meaningful input into the risk minimisation materials. These materials, where appropriate, can be user-tested using a usability study.

Proposed change (if any): Revise the paragraph as follows (see the underlined portions): 

The development of additional risk minimisation materials should involve consultation with communication experts, intended users (e.g. HCPs, caregivers and patients) on the design and wording of educational material and that, where appropriate, it is user-tested piloted before implementation.
	

	485
	
	Comment: This section describes sources of medication errors at the design stage, which is related to the contents of section: 5.2 (Assessing the potential for medication errors during the product life-cycle), where Human Factor (including user studies) and Risk Management are discussed. 

Rationale: It would be beneficial to consolidate guidance related to error prevention at product design stage in a single section to ensure consistency and clarity of the guidance. 

Proposed change (if any): Recommend moving section 6.1.1 (error prevention at product design stage) to section 5.2.1.1 (product design). 


	

	485
	
	Comment: This section describes sources of medication errors at the design stage, which is related to the contents of section: 5.2 (Assessing the potential for medication errors during the product life-cycle), where Human Factor (including user studies) and Risk Management are discussed. 

Rationale: It would be beneficial to consolidate guidance related to error prevention at product design stage in a single section to ensure consistency and clarity of the guidance. 

Proposed change (if any): Move section 6.1.1 (error prevention at product design stage) to section 5.2.1.1 (product design). 


	

	489-490
	
	Comment: “Applicants should proactively consider all aspects of the design of the product, how it will be used and 489 who will use it and conduct a suitable analysis of potential medication errors (see section 2.2.3).”  Intended use environment is not mentioned in the guidance. 

Rationale: Human factor testing must consider all three elements – intended user(s), use environment(s), and use interface. Intended use environment is not mentioned in the guidance. Further, section 2.2.3 does not exist in the guidance. We believe that this is a typographical error.  

Proposed change (if any): Roche recommend revising the paragraph as follows (see the underlined and strikethrough portions): 

Applicants should proactively consider all aspects of the design of the product, how it will be used, and who will use it, the intended use environment, and conduct a suitable analysis of potential medication errors (see section 52.2.3).


	

	630
	
	Comment: The sentence “as mentioned in section 2.2.3, human factor testing can be very useful in demonstrating that instructions for use can be understood and followed without error.” The statement is not mentioned in the human factors section 5.2.3.2. “Simulated use testing”.

Rationale: Section 2.2.3 does not exist in the draft guidance and it is likely a typographical error. The human factor section 5.2.3.2 (simulate use testing) does not state the guidance provided above. 

Proposed change (if any): Include the following paragraph in section 5.2.3.2 (L231): 

Human factor testing can be very useful in demonstrating that instructions for use can be understood and followed adequately. 


	

	663-664 
	
	Comment: 

In addition of the “important role in determining that the treatment is appropriate for the patient”, add also the importance of the role of the prescriber to explain to their patients, the route of administration and also to verify if this route is appropriate for their patients. 

Importance of the educational role of the MAH for the prescribers and pharmacists in particular when products have specific modalities of preparation and administration in order to avoid potential medications errors.

Proposed change (if any):


	

	717
	
	Comment: “ GP training”

Proposed change (if any): Please write out abbreviation.

	

	775
	
	Comment:  ‘DUS’ should be defined.

Proposed change (if any):Please write out abbreviation
	

	 792
	
	Comment: Add a paragraph concerning the specific considerations/precautions to take for medical products with a narrow therapeutic range

Proposed change (if any):


	

	808-809
	
	Comment: Reference 26 does not seem to substantiate this sentence “For liquid oral medications there is some evidence 808 that oral syringes may be the most accurate dosing device”

Proposed change (if any): Please check reference and correct


	

	809-813
	
	Comment: Appears to contradict previous sentence (808-809), which suggests that oral syringes are most accurate

Proposed change: add “in adults” to previous sentence: “For liquid oral medications there is some evidence 808 that oral syringes may be the most accurate dosing device in adults”
	

	829
	
	Comment: Delete the word “both” as renal metabolism is only important for a small minority of drugs

Proposed change: “systems, both vital for metabolism and clearance”


	

	Lines 851-853
	
	Describes issues related with the administration of insulin but it would be recommendable to include some solutions. 

For example: “Older patients with diabetes may be more likely to have impaired eye sight than younger patients which may have implications for the correct use of insulin pens, and in that case patients should be encouraged to get support from  a caregiver.


	

	1113
	
	Comment: Not all errors described in the “implants” section of Annex I is attributed to design. Some of the errors modes described are use-related. For example, “insertion of the device or its removal” and “insertion in the wrong place” are use-related errors, not design related errors. Further, “Implants”, as referenced in line 1113, refers to medical devices (CE marked). Implants are not considered medicinal products. 

Rationale: Use-related errors should not be included in Annex I as it describes sources of medication error in medicinal product design. The scope of the guidance pertains to medicinal products, not medical devices that are CE-marked. 

Proposed change (if any): Delete the section “Implants” from the guidance to avoid confusion between design error vs. use error and medicinal product vs. medical device. 
	

	Lines 1124
	
	Comment:

Mentioned example of Timolol is not considered a medication error in the current definition. Also in general mentioning product specific examples do not have an added value in the context of this paper

Proposed change:

· Delete particular example as this does not relate to a medication error but rather a manufacturing/quality issue.

· Not to use product specific examples in general

 
	

	1278-1280
	
	Comment: Lines 1278 – 1280 states “clear instructions for use of inhalers (including diagrams) should be included in product information and along with reminder that patients should be shown how to use the device and that their inhaler technique should be checked regularly”. Remove the redundant use “reminder” requirements. 

Rationale: The intent of the Instruction For Use (IFU) and other product labelling is to ensure that the patients can follow the use instructions adequately. The IFU and product labelling may be validated in a usability study. The reminder requirements seem redundant and defeat the purpose of the usability study.   

Proposed change (if any): Revise the paragraph as follows: 

Clear instructions for use instructions of inhalers (including diagrams) should be included in product Instruction For Use (IFU). Additional training aids, other than the IFU, may be provided prior to the patients being allowed to use the inhalers. information and along with reminder that patients should be shown how to use the device and that their inhaler technique should be checked regularly 


	


Please add more rows if needed.

� 93/42/EEC amended by 2007/47/EC, hereinafter referred as to “93/42/EEC”. 
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