


Question and Answer on Trend Report

Introduction

This document aims to explain and clarify some question related to Trend Report that are outlined in Article 88 of the Regulation (EU) 2017/745 on medical devices (MDR) and Article 83 of Regulation (EU) 2017/746 on in vitro diagnostic medical devices (IVDR). A common understanding and clarification related to Trend Report is deemed essential for an effective and harmonised implementation of the vigilance requirements under the MDR and IVDR.  To that end, this document is intended as a supporting tool for use by competent authorities, economic operators and other relevant parties to be read, in conjunction with the MDR and IVDR, to establish a common understanding of the MDR and IVDR vigilance requirements and obligations. 
The requirements on Trend Report, as defined in the Article 88 of the MDR, are applicable from the 26th May 2021 and this document is already an effective guidance, but  the Trend Report form will be available when Eudamed becomes fully functional.

The Trend Report has been revised with the Medical Device Regulation (MDR) 2017/745, Article 88 and In vitro diagnostic medical device regulation (IVDR) 2017/746, Article 83. The Trend Report under the MDR requires a more consistent, standardized and systematic review of all incidents and expected side effects apart from serious incidents, reported by medical device manufacturers. As far as IVDR requirements are concerned, a standardized and systematic review of all incidents, apart from serious incidents, and expected erroneous results is needed.

This document takes into account the “preparatory document for the PMSV WG meeting on the implementation of Article 87(1) MDR” which highlights that it is not necessary to distinguish between ‘old’, ‘legacy’ and ‘MDR’ devices for the purpose of defining the vigilance reporting obligations[footnoteRef:1].  [1:  A distinction between ‘legacy’ and ‘old’ devices may remain relevant for the registration of the devices in Eudamed, i.e. how to link a serious incident report registered in the vigilance module to the registration of a device in the UDI / device module.  This issue has been addressed by MDCG guidance 2019-5.] 


The concepts defined in this document are applicable to the corresponding articles of the Regulation (EU) 2017/746 on in vitro diagnostic medical devices (IVDR), when IVDR-specific Q&A are not included. 


1. What shall a manufacturer report with a Trend Report?

The Medical Device Regulation 2017/745 Article 88(1) requires manufacturers to report as Trend Report, to the Evaluating Competent Authority, any statistically significant increase in the frequency or severity of incidents, that are not serious incidents, or that are expected undesirable side-effects that could have a significant impact on the benefit-risk analysis.   The statistically significant increase shall be established in comparison to the foreseeable frequency or severity of such incidents in respect of the device, or category or group of devices, in question during a specific period as specified in the technical documentation and product information.
The In vitro Medical Device Regulation 2017/746 Article 83 (1) requires manufacturers to report as Trend Report, to the Evaluating Competent Authority, any statistically significant increase in the frequency or severity of incidents or expected erroneous result established in comparison to the stated performance of the device as referred to in points (a) and (b) of Section 9.1 of Annex I and specified in the technical documentation and product information.
The Competent Authority shall be notified  in cases where a statistically significant increase  of incidents or expected undesirable side effects (MDR) or expected erroneous result (IVDR) is detected and that change could have a significant impact on the benefit-risk analysis[footnoteRef:2] and which have led or may lead to risks to the health or safety of patients, users or other persons that are unacceptable when weighed against the intended benefits. Trends should be identified by the manufacturer as they can be indicative for a change in the risk-benefit ratio. [2:  referred to in Sections 1 and 5 of Annex I MDR and IVDR] 


2. What is the difference between an ‘incident’ and a ‘serious incident’ with a device under the MDR?
The main difference between an ‘incident’ and ‘serious incident’ under the MDR is rooted in the outcome, or potential outcome, of an event involving an issue with a device[footnoteRef:3].   [3:  See also the “Question and Answers on Vigilance terms and concepts” document] 


An incident is defined in Article 2 (64)[footnoteRef:4] of the MDR, as an event (or occurrence) involving a device that is made available on the market. If an incident, directly or indirectly led, might have led or might lead to the outcome described in Article 2(65) of the MDR it shall be considered as a “serious incident” and shall be reported as defined in the Article 87 of the MDR[footnoteRef:5]. [4:  Incident, as defined in Article 2 (64) of the MDR means any malfunction or deterioration in the characteristics or performance of a device made available on the market, including use-error due to ergonomic features, as well as any inadequacy in the information supplied by the manufacturer and any undesirable side-effect.]  [5:  Ref. also to Q1 e Q2 of the “Question and Answers on Vigilance terms and concepts” document] 


Incidents that do not fulfil the additional outcome requirements of “serious incidents” are not reportable, but should be a part of the manufacturer's continuous post-market surveillance and, whenever a statistically significant increase in their frequency or severity is detected which have led or may lead to risks that are unacceptable when weighed against the intended benefits, they shall be notified to the relevant Evaluating Competent Authority as a Trend Report in accordance with Article 88 of the MDR. 

3. What is the difference between an ‘incident’ and a ‘serious incident’ with a device under the IVDR?
The main difference between an ‘incident’ and ‘serious incident’ under the MDR is rooted in the outcome, or potential outcome, of an event involving an issue with a device.

An incident is defined in Article 2 (67)[footnoteRef:6] of the IVDR as an event (or occurrence) involving a device that is made available on the market. If an incident, directly or indirectly led, might have led or might lead to the outcome described in Article 2(68)[footnoteRef:7] of the IVDR it shall be considered as a “serious incident” and shall be reported as defined in the Article 82 of the IVDR. [6:   Incident, as defined in Article 2 (67) of the IVDR means any malfunction or deterioration in the characteristics or performance of a device made available on the market, including use-error due to ergonomic features, as well as any inadequacy in the information supplied by the manufacturer and any harm as a consequence of a medical decision, action taken or not taken on the basis of information or result(s) provided by the device.]  [7:  Serious Incident, as defined in Article 2 (68) of the IVDR means any incident that directly or indirectly led, might have led or might lead to any of the following: (a) the death of a patient, user or other person, (b) the temporary or permanent serious deterioration of a patient's, user's or other person's state of health, (c) a serious public health threat.
] 


Incidents that do not fulfil the additional outcome requirements of “serious incidents” are not reportable, but should be a part of the manufacturer's continuous post-market surveillance and whenever a statistically significant increase in their frequency or severity is detected, they shall be notified to the relevant Competent Authority  as a Trend Report in accordance with Article 83 of the IVDR.

4. What is an “expected undesirable side effect” as per the MDR?

A ‘side-effect’ is any unintended medical manifestation in the human body, including patient discomfort, as a consequence of the normal or abnormal use of a device. Side-effects, in principle, are not the result of a malfunction, deterioration in the device’s characteristics or performance, or an inadequacy in the information provided by the manufacturer. 

Expected side-effects are clinically well known, i.e. in the medical, scientific or technological field, or have been clearly identified during clinical investigation or clinical practice by the manufacturer. Expected side-effects should be clinically acceptable when weighed against the evaluated individual benefits to the patient and/or user arising from the achieved performance of the device during normal conditions of use.
The expected undesirable side effects are included in the scope of Article 88 Trend Reporting. The expected undesirable side effects should all be clearly identified in the manufacturer’s instructions for use, clinically well recognized and quantifiably predictable, well documented in the device technical documentation with an appropriate risk assessment, and clinically acceptable in terms of individual patient benefit. 
5. What are “expected erroneous results” as per the IVDR?
The expected erroneous results are clearly documented and quantified in the product information and in the technical documentation as referred to in points (a) and (b) of Section 9.1 of Annex I of the IVDR.  The expected erroneous results are included in the scope of Article 83 IVDR Trend Reporting.

6. When a manufacturer shall report an incident or an expected undesirable side effect to a Competent Authority using a Trend Report?
The manufacturer has to record incidents and expected undesirable side effects in accordance with Articles 83-86 of the MDR prescription for the post market surveillance. 
As specified in the Article 83 (2) the manufacturer in its post market surveillance system has to gather, record, analyze, actively and systematically, any relevant data on the quality, performance and safety of a device throughout its entire lifetime, in order to be able to draw the necessary conclusions and to determining, implementing and monitoring any preventive and corrective actions. As also specified in the Article 83 (3), data gathered by the manufacturer's post-market surveillance system shall, among other things, be used to detect and report trends in accordance with Article 88.
Whenever a statistically significant increase in the frequency or severity of not serious incidents or of expected undesirable side effects is detected and results in a change of the risk evaluation and have a significant impact on the benefit-risk analysis, the manufacturer shall draw up a trend report as defined in the Article 88 of the MDR.
A trend report can be drawn up when the manufacturer has performed a monitoring of incidents over time and as compared the gravity and the frequency of the occurrences with the threshold defined during the design process and documented in the risk analysis.
7. What does the manufacturer have to specify in Trend Report?
As per Article 88 (1) (MDR), the manufacturer shall specify, in the post-market surveillance plan referred to in Article 84 for MDR:
-  how to manage the incidents subject to the trend report
-  the methodology used for determining any statistically significant increase in the frequency or severity of such incidents
- the observation period.
Article 84 specifies that the requirements for the post-market surveillance plan are set out in Section 1 of Annex III which says that “methods and protocols to manage the incidents subject to the trend report as provided for in Article 88, including the methods and protocols to be used to establish any statistically significant increase in the frequency or severity of incidents as well as the observation period.”
As per Article 83 (1) IVDR the manufacturer shall specify how to manage the incidents referred to in the first subparagraph and the methodology used for determining any statistically significant increase in the frequency or severity of such events or change in performance, as well as the observation period, in the post-market surveillance plan referred to in Article 79.

The contents above mentioned have to be reported in Trend Report Form (link XX) which can be filled in taking into account the related helptext. 

8. What are some examples for reporting a Trend Report?
In order to further clarify what shall be reported in a trend report, some examples are provided below: 
· A trend of expected undesirable side effects causes a risk zone changes from low to medium, or an increase from medium to high, within the risk matrix as suggested in accordance with ISO 14971, Medical devices, Application of risk management to medical devices;
· A number of similar incidents, according Art. 2 (64), that are not serious incidents reported by different healthcare facilities increases with a daily or monthly frequency;
· …… add other examples also for IVD

9. What happen if a NEW (unexpected) undesirable side effect is identified?
Unexpected undesirable side effects are not quantified in the technical documentation and/or not addressed in the information supplied by the manufacture to the end user, i.e. instruction for use, labelling or other accompanying documentation including.
Undesirable side-effects which are, inter alia, events that were not considered or addressed by the manufacturer in its risk analysis should be reported in accordance with Article 87 of the MDR (serious incidents) or Article 88 of the MDR (not serious incidents) based on the health effect caused by the incident.

10. Does a trend report refer only to one device or also to a group of devices?
As indicated in the Article 88 (1) of the MDR, a trend report could be performed as for a single device as for a category or group of devices. 
For this reason, in the Section 2 of the Trend Report Form the manufacturer can select the device scope type choosing between the medical device nomenclature EMDN, Basic UDI-DI/Eudamed DI, UDI-DI/Eudamed ID and UDI-PI/Eudamed ID (lot/batch number). 
Consider that only one choice is possible inside the device scope type. 

11. Could the device scope and the scope of the trend be changed during the trend report process and the trend report life cycle? 

When a trend report is performed and a device scope is defined it has to be kept the same during the trend report process and trend report life cycle. This is because a trend report is based on statistical data collected by the manufacturer with a specific methodology and they have to be referred to a specific device scope in order to avoid any confusion and to allow to the Evaluating Competent Authority to carry out the appropriate assessments on the data provided. 

[bookmark: _Hlk92887374]Indeed, the device scope has to remain unchanged during the trend life cycle and updating the device scope is not possible. If a new device scope is identified for the same device/category/group of devices, it is necessary to create a new trend report with its own process and life cycle. 

Proposal: It is firstly important to clarify that the Trend report should be based on one specific issue (trend report scope) identified by the manufacturer, based on a benefit/risk evaluation related to that specific problem, and which refers to one device or to a group/family/category of device (device scope).
If during the life cycle of the Trend Report, after further investigation of the Manufacturer the device scope changes, it could be included in the Trend Report follow up, only if the assessment, under which the trend report is based on, remain unchanged. (For example: a new batch of device is identified). 

12. If a device has different problems, how should they be reported? 
If a device has different problems, each problem should be reported in a single trend report.

13. Can the general Quality Management System be useful for trend reporting? 
In line with Article 88 of MDR on trend reporting, main elements of the Quality Management System (QMS) already in place (Complaint Handling, Vigilance System, Trend Review, Quality Improvement Review, Risk Management Process, Clinical Evaluation Process, and Corrective Action and Preventative Action - CAPA system) are to be used for the implementation of the trend reporting requirement and the latter can be used to reinforce the Quality Management System. 
The risk management and clinical evaluation processes under which manufacturers operate are essential key elements in trend reporting being the basis of determining: 
· when trends become significant, 
· when the acceptable (lowest) risk level (severity-harm combination) might become threatened, 
· when the risk-benefit analysis of residual risk have led or may lead to unacceptable risks to health or safety of patients, 
· when the residual risk does not constitute an acceptable risk when weighed against the benefits to patient, 
· when actions are necessary by manufacturers to address unacceptable risks. 

14. With reference to Article 88 of the MDR and the criteria for trend reporting, what is meant by a ‘significant impact on the benefit-risk analysis’?

A ‘significant impact on the benefit-risk analysis’ is whenever the increase in the frequency or severity of incidents, that are not categorized as serious incidents or that are expected undesirable side effects, results in a change of the risk evaluation (EN ISO 14971[footnoteRef:8]). A significant increase of the severity could be measured as possible consequence of the incident and / or increase of the probability of occurrence of harm[footnoteRef:9] in such a way that could lead to unacceptable Residual Risk[footnoteRef:10] and significant impact on the benefit-risk analysis. [8: EN ISO 14971 Medical devices, Application of risk management to medical devices. ]  [9:  Probability of occurrence of harm = the probability of hazard or hazardous situation multiplied by the probability of hazard or hazardous situation causing harm.  (EN ISO 14971:2019 definition)
]  [10:  Residual Risk = combination of the probability of occurrence of harm and the severity of that harm. (EN ISO 14971:2019 definition).
] 

[bookmark: _GoBack]In line with Article 88 of MDR and in reference to Articles 1 and 5 of Annex I / Chapter I, the final decision to report is complemented by health hazard assessment in which the residual risk is weighed against the intended benefits.
See also Annex I of this document for the Threshold definition

15. How the manufacturer shall notify the Trend Report to an Evaluating Competent Authority?
The manufacturer shall notify the trend report using the Trend Report Form in the Eudamed system as specified in the Article 88 (1) of the MDR and Article 83 (1) of the IVDR. Initially the manufacturer provides an initial (or a Combined Initial and final) Trend Report Form. The manufacturer provides Trend report follow up and Final trend report together with the template file.

16. Can a Trend Report lead to the definition of a corrective action/preventive action? 
During the assessment of the data basis of the trend report, the manufacturer can voluntary issue a field safety corrective action/preventive action to prevent or reduce risk. In this context the manufacturer should notify a Final trend report and initiate a FSCA/CAPA.  
Also the evaluating CA should require a corrective action when evaluating the trend report data. (to be decided how an evaluating CA can handle the issue with the relevant CA where the MF is located?).
17. Considering the section 1 point 1.1 (a) of the trend report form, how to handle other country outside Europe? 
The investigation of the trend could benefit of larger amount of data. For this reason, the manufacturer should consider events registered worldwide in order to identify a trend. For the assessment of the threshold all the incidents occurred with a specific device should be considered. In the section 1 point 1.1 (b) of the form, members states identified as evaluating competent authorities are reported.

18. What is the “established trigger level” mentioned in the section 3 (b)?
The established trigger level refers to the threshold identified by the manufacturer in its risk assessment. In this section the manufacturer should describe how he has figured potential risk and which signal he detected. More information in Annex I of this document.
19. How the manufacturer could manage the Custom Made Device CMD in the scope of Trend Report?
As defined also in the guidance MDCG 2021-3[footnoteRef:11], for risk management, post-market surveillance and clinical evaluation life cycle processes as defined by the MDR, CMD manufacturers should apply these obligations to groups of devices with the same intended purpose, materials used, process utilized, same principal design etc. and not to each individual CMD. [11:  Refer also to MDCG 2021 – 3 guidance “  Questions and Answers on Custom-Made Devices” Question 8 and 9. ] 

As a consequence, also the requirements of Article 88 of the MDR could be applied.

Annex I
Threshold 
A ‘significant impact on the benefit-risk analysis’ is whenever the increase in the frequency or severity of incidents that are not serious incidents or that are expected undesirable side effects, results in a change of the risk evaluation. An example of this can be, a risk zone changes from low to medium, or and increase that is from medium to high, within the risk matrix as suggested in accordance with ISO 14971:2019. 
Trigger levels of risk for trend reporting should be defined at the beginning of the designing and manufacturing process in accordance with the risk-benefit analysis and reference to them should be reported in trend report. 
In particular,
Risk can be considered as the results of two components:
-  probability of damage occurring;
- consequences of the damage, meaning gravity of the damage.
Benefit is defined as the benefit of a medical device is related to the likelihood and extent of the health improvement expected from its use.
Risk can be considered as the results of three components:
- the expected performance during its clinical use;
- the clinical outcome expected from this service;
- factors relevant to the risks and benefits of other treatment options.
As the standard ISO 14791 do not define exactly the “acceptable risk” the evaluation is demanded to the manufacturer who should have a suitable system in place for proactive scrutiny. 
Some qualitative methods can be identified in agreement with the EN ISO 14971. 

Example of matrix for qualitative risk assessment according to EN ISO 14971 Medical devices, Application of risk management to medical devices.
	
	Negligible
	Moderate 
	Significant 

	High 
	
	
	

	Medium 
	
	
	

	Low 
	
	
	


 Qualitative seriousness levels
  Qualitative probability levels 





Defining “qualitative seriousness levels” as: 
1. significant: death or loss of function or structure
2. moderate: reversible or minor injury
3.  negligible: produces no injury or causes minor injury 
and “qualitative probability levels”:
1. High: it tends to occur often, very frequently
2. Medium: it can occur but infrequently
3. Low: rare, remote 


                                      Acceptable risk 
                                      Not acceptable risk 



Example of matrix for semi-qualitative risk assessment according to ISO 14971:2012, Medical devices, Application of risk management to medical devices.
Qualitative seriousness levelsSemi- Qualitative probability levels 

	[bookmark: _Hlk89943845]
	Negligible 
	Minor
	Serious
	Critical 
	Catastrophic 

	Frequent 
	
	
	
	
	

	Probable
	
	
	
	
	

	Occasional
	
	
	
	
	

	Remote 
	
	
	
	
	

	Unlikely
	
	
	
	
	




Defining “qualitative seriousness levels” as: 
1. Catastrophic: causing the death 
2. Critical: produces permanent impairment or a life-threatening injury
3. Serious: produces permanent impairment or injury that requires professional medical intervention
4. [bookmark: _Hlk89944083]Minor: produces temporary impairment or injury that does not require professional medical intervention
5. Negligible: temporary discomfort 

A trend report should be initiated when the events, as classified by the manufacturer, impose changing the level identified, moving from “white zone” to “red zone”, in terms of frequency or in term of gravity, or a combination of the two. 






