Global Harmonization Task Force (GHTF) Study Group 3

Meeting Summary

February 10-12, 2003

Birmingham, UK
The GHTF SG 3 met in Birmingham, UK, from February 10th through 12th, 2003.  

In attendance were: 

Kim Trautman (Chairperson, FDA), 

Jan Welch (FDA), 

Dr. Victor Dorman-Smith (EUCOMED, Abbott Ireland), 

Dr. Harvey Rudolph (Technical Expert, UL), 

Werner Schoenbuehler (Cochir, Siemens), 

Alain Prat (Agence Francaise de Securite Sanitaire des Produits de Sante Direction de l’inspection et des stablissements), 

Althea Lawrence (Medical Devices Canada, Becton Dickinson Canada), 

Shigetaka Miura (Japan Federation of Medical Devices Associations,GE Medical Systems), 

Yasushi Murayama (Japan Federation of Medical Devices Associations, TUV Product Service), 

Joep van Lieshout (European Diagnositc Manufacturers Association, bioMerieux bv), 

Ken Kopeski (AdvaMed, Medtronic), and

Gunter Frey (National Electrical Manufacturers Association, GE Medical Systems). 

The agenda was proposed as follows:

1. General

2. Steering Committee Assignment

· Common data set study group comments

· revision to work item document on website

· identification of documents to be forwarded to Steering Committee in May

3. Work on risk management guidance document

4. Review comments received on two existing GHTF SG# 3ocuments

5. Determine meeting schedule for next 18 months

1)
GENERAL
· The Chair proposed the nomination of a Secretary for SG3 – no nominations or volunteers were received.  The Chair will continue to perform both duties but still asserted that a permanent secretary was desired. 

· An overview of the last Steering Committee Meeting in Tokyo, Japan in October 2002.

· GHTF endorsements were subject of discussion, with it being unclear how “endorsement” should be interpreted.

· FDIS ISO13485 is expected to be published on February 13th, with a 2 month voting period. 

· Japan is expected to adopt 13485 2003 version, yet the base laws of the Japanese regulations may require some differences (not expected to be major), 

· Canada has already expressed it’s position of adopting the document, 

· FDA is very much aligned with the current version, 

· EU did not go out as a parallel vote for CEN/CENELEC, meaning that the harmonized EN version of this standard will be available with some delay (Unique Acceptance Procedure could be applied to the FDIS, which would limit the delay to  approx. 3 months).  France indicated that there are 4 negative votes to the proposed ISO13485 (Germany, Switzerland, Austria, and France). Based on feedback from the European members, it can reasonably be foreseen that some, if not all, of these negative votes will turn to “in favor”.

· SG3 to draft a statement of support for ISO 13485:2003 as a harmonized approach to quality system requirements to submit to the Steering Committee for approval and posting on the GHTF website.

PROPOSED GHTF STATEMENT ON THE USE OF ISO 13485

ISO 13485:2003 “Medical devices – Quality management systems – Medical devices – System requirements for regulatory purposes” is an international standard and was written by ISO TC 210 Working Group 1 in conjunction with GHTF Study Group 3. 

ISO13485:2003 is based on ISO9001:2000 however a few requirements have been modified and several medical device particular requirements have been added that have been deemed necessary for regulatory purposes.

GHTF considers ISO13485:2003 an acceptable standard for a Medical Device Quality Management System, and does not believe ISO 9001 alone is sufficient for medical devices or that ISO 9001 should not be required in addition to ISO 13485.

Those countries considering incorporating quality management system requirements directly into their regulation and do not cite ISO13485:2003 verbatim are encouraged to harmonize their regulation with ISO13485:2003.
2)
Steering Committee Assignment

· Discussed the November 26, 2002 Meeting of the Ad hoc-Group “Common Data”

Background:

In its 5th meeting on 28th - 30th October 2002 in Tokyo the GHTF Steering Committee intensely discussed the goals and the future strategy of GHTF. One of the most important strategic goals is global acceptance of regulatory data. In that context an Ad hoc-Group was set up to further think about global acceptance of data and to identify possible future work items of GHTF, which could contribute to achieving this goal. Mr. Will was asked to chair the Ad hoc-Group, to convene a meeting and to report the outcome of the deliberations to the GHTF Secretariat by end of December 2002 (see attached files)
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SG 3 reviewed and discussed responsibilities for the SG3 “data sets” identified in Dr. Hojo’s Meeting Minutes of the ad hoc-Group meeting November 26 in Berlin. SG3 discussion and decisions are captured below:

	Common Data Set

	Responsible Party
	Issue
	SG3 Decision

	SG3
	Risk Management: 

	Already an approved work item and work in progress

	SG3
	Supplier Evaluation and Verification of Purchased Product

As a new work item, it was suggested that SG3 could develop an analysis of the different venues/manufacturing sites where quality system compliance needs to be assessed - decision tree.
	Propose New Work Item for Supplier Evaluation and Verification of Purchased Product

	SG3
	Internal Audits:

SG3 to consider internal auditing when developing guidance on supplier evaluation and verification of purchased products based on a principle decision tree .
	Could be partially addressed in the Proposed New Work Item for Supplier Evaluation and Verification of Purchased Product

	SG3
	Design Verification and Validation: 

This is considered completed work at this time.
	Work already completed.

SG3-N99-9

	SG3
	Non-Conforming Product: 

Nonconforming product requirements and concepts are a part of Corrective and Preventive Actions (CAPA).  SG3 will evaluate the guidance in TC 210’s ISO TR 14969 which is Guidance on ISO 13485:2003 and then determine if CAPA guidance is needed on top of TR 14696
	Not considered necessary at this time but will reevaluated after the publishing of TC 210’s ISO TR 14969

	SG3
	Process Verification and Validation: 

This is considered completed work at this time.
	Work already completed.

SG3-N99-10

	SG3
	Design History File; Device Master Record; Device History File: While these are all FDA terms, similar documents are required, this appears to be clearly understood within industry and it is consensus of the Study Group that this does not fall within the scope of work for this group
	Not considered necessary at this time

	SG3
	Internal Complaint Handling Procedures: 

This requires further clarification, but in general this is considered part of CAPA. To be further assessed at a later time.
	Not considered necessary at this time but will reevaluated after the publishing of TC 210’s ISO TR 14969

	SG3
	Records of Corrective and Preventive Actions – CAPA

SG3 will evaluate the guidance in TC 210’s ISO TR 14969 which is Guidance on ISO 13485:2003 and then determine if CAPA guidance is needed on top of TR 14696
	Not considered necessary at this time but will reevaluated after the publishing of TC 210’s ISO TR 14969


· Additional Work Item Proposals from the Singapore meeting of May, 2002 were reviewed:

· Guidance on the validation of the application of computer software in medical devices and in the production processes:  Two documents were offered as possible sources, the FDA document that GHTF SG3 reviewed and commented on back in Ireland in 2000 (http://www.fda.gov/cdrh/comp/guidance/938.pdf ) was mentioned as a possible adoption by GHTF as well as new work being developed in ISO CD17667 (N213).  Chair to provide to SG3 members electronic copy of ISO CD 17667.

· Members to review ISO CD 17667 and determine if the next round of this ISO standard should receive formal GHTF SG#3 comments.  Bring decision to Tokyo meeting.  If so, SG#3 will review the DIS and the Chair will collate comments and send to IEC (Nick Tongson). 

· Introduction of an open ended work item to scrutinize standards on aspects related to QMS for adherence the principles of GHTF.  A new work item was not deemed necessary but there was a commitment that all felt this was a part of the study groups standing operating principles.

· Clarification of our relationship on the drafting of ISO TC 14969 (Guidance document to ISO13485:2003).  It was reconfirmed that SG3 continues to be formally invited to participate with TC210 on this draft.

· Explore posting of the GHTF SG#3 statements on ISO 13485 (as opposed to ISO9001) as the central focus of a harmonized regulatory quality system for medical devices.

· Victor Dorman-Smith to review the website to determine if “Recommendations for Emerging Regulatory Systems” can be posted there.

· Identification of Document to be Forwarded to Steering Committee
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3)
RISK MANAGEMENT IN THE CONTEXT OF QUALITY MANAGEMENT

Risk Management requirements have many linkages to Quality Systems and vice a versa – this guidance document is to identify and establish those linkages. SG#3 plans on using ISO 13485 and ISO 14971 as the basis for the guidance document, but not directly reference any requirements.  The guidance document will be based in principles.  Several Risk Management reference documents were provided by the Chair to the Study Group in advance and were only intended to facilitate discussion. 

Risk management as an integral part of A QUALITY SYSTEM

· Introduction

1. Purpose

2. Scope

· Definitions

· General/Documentation

· Management Responsibilities

1. Policy 

2. Planning

3. Resources

4. Oversight

5. Approvals

· Design and Development

1. Risk Analysis

a) Hazard Identification

b) Risk Estimation

2. Risk Evaluation

3. Risk Control

4. Acceptability of Residual Risk 

· Product Traceability/Identification

· Purchasing Controls and Acceptance Activities

· Production and Process Controls

1. Process Validation
2. Work Environment

3. MFG Equipment Preventive Maintenance

· Servicing

· CAPA

1. Post Production Information (Post Market Surveillance, Post Marketing Studies, Servicing, Service records, Complaints, , etc.)

2. Manufacturing non-conformities/defects, Engineering Non-conformities/defects

3. Quality System/Internal audit findings

4. Quality System/External audit findings

· Design Changes (Product and Process)

· Statistical Techniques

A draft guidance document was prepared.  

· Study group members were given assignments for drafting and reviewing.  All drafting assignments and comments on the document due to the Chair by April 30th.

4)
Design Control and Process Validation Guidance for medical device manufacturers

Study Group worked on revisions to the existing GHTF Design Control and GHTF Process Validation Guidance Documents.  It was decided that editorial revisions would not be made but only revisions in order to ensure guidance consistency with the revised requirements in ISO 13485:2003.

· Proposed revision plans for the revision of these GHTF Final Documents will be submitted to the Steering Committee by March 24th for re-issuance as Final Documents (FD).

5)  Upcoming Meeting Schedule

	LOCATION
	DATE
	WORK ITEMS

	Tokyo, Japan
	May 25-30, 2003
	Risk Management Guidance Draft 2

Final Design and Development Guidance for Re-issuance

Final Process Validation Guidance for Re-issuance

	Washington, DC
	August, 2003
	Risk Management Guidance Proposed Draft for Comment

Supplier Evaluation and Verification of Purchased Product Decision Tree – Initial Drafting

	Florence, Italy

ISO TC 210 WG#1
	September 22-25, 2003
	Final Drafting of ISO TR 14969

	Europe
	Nov/Dec 2003
	Review public comments and revise Risk Management Guidance Document for Final

	Canada
	Spring 2004
	Supplier Evaluation Decision Tree
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Ad hoc-Group “Common Data” (2002-11-26)- Record of Flip-Chart Notes and Rationale


Pre-Marketing Data


		Data

		Who is already dealing with it?

		Priority 

		Rationale for selection/ ranking



		Determination of product status (MD or not, class)




		SG 1

		

		already in work



		Documentation of the intended use




		

		++

		



		QS- Data


· Risk management (process)


· Supplier evaluation and verification of purchased products


· Internal audits


· Design verification and validation


· Non-conforming products


· Process verification and validation (e.g. sterilisation)




		ISO,SG 3


ISO *


SG 4


SG 3 *


SG 3

		+++


+


+(+)

		in particular if the supplier is outside of the GHTF-world there is a need of uniform rules 


already in work


already in work



		Material Master File

		

		++

		the manufacturer has to demonstrate the safety etc. of the used material over the whole product life cycle






		Conformity with essential principles


· List of internationally accepted standards


· Test Reports


· Usability (human factors)


· Labelling


· Risk assessment results

		FDA,IEC *


SG 1


ISO,IEC

		+++


++(+)


+(+)

		including procedures for performing tests, that should be accepted by different regulators 


need of further elaboration


already in work


already in work






		Clinical Data


· Pre-clinical evidence


· Feasibility and research studies


· Clinical Data / evidence


· Expert Reports


· Risk-Benefit-evaluation


· Reliance on equivalent products


Post Marketing Clinical Follow- up




		ISO TC194,OECD *


GCP,ISO,CETF


FDA, CETF *


FDA, Japan, CETF *

		+++


+


+++


++(+)


+++


+++

		



		Declaration of conformity

		NBOG *

		+++

		need of further


elaboration






		Registration of manufactures and products

		EUDAMED

		++(+)

		uniform data set that will be accepted by different regulators (establishing a common database, like EUDAMED)






		Audit reports

		SG 4

		

		already in work






		Design evaluation report (CABs, Regulators)




		NBOG (?)*

		++(+)

		common requirements for the contents ( basis for performing the necessary investigations / tests)





Post-Marketing Data


		Data

		Who is already dealing with it?

		Priority 

		Rationale for selection / ranking



		· Design History File


· Device Master Record


· Device History File

		FDA


FDA


FDA

		++


++


++




		different definitions and requirements  



		Traceability

		CEN *

		++

		need of common acceptable requirements






		Vigilance Reports


· Manufacturers


· CAs




		SG 2*

		++(+)




		specification of data that should be delivered to the CA minimising the need of additional communication


CAs should use common assessment procedures / criteria, increasing the confidence between Cas,


concept of lead authority should be strengthened






		Internal Complaint Handling Procedures

		FDA

		+

		description of a commonly acceptable approach






		Recalls and advisory notices issued by the manufacturer

		

		+++

		need of guidance and uniform rules






		Records of corrective and preventive Actions –CAPA-

		

		++

		common acceptable requirements 






		Installation Records

		

		+

		



		Audit Reports

		SG 4

		

		already in work






		Enforcement Actions

		

		++(+)

		





* = Need for further elaboration, not all relevant aspects addressed
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Report on the Meeting of the Ad hoc-Group “Common Data“ - held on 26th of November 2002 in Berlin


Background


In its 5th meeting on 28th - 30th October 2002 in Tokyo the GHTF Steering Committee intensely discussed the goals and the future strategy of GHTF. One of the most important strategic goals is global acceptance of regulatory data. In that context an Ad hoc-Group was set up to further think about global acceptance of data and to identify future work items of GHTF, that could contribute to achieving this goal. Mr. Will was asked to chair the Ad hoc-Group, to convene a meeting and to report the outcome of the deliberations to the GHTF Secretariat by end of December 2002. 


Participants


The meeting was attended by


Horst Frankenberger 


(University of Applied Sciences Lübeck, Chair SG 4)


Michael Gropp 


(Guidant, GHTF Steering Committee)


Hiroshi Ishikawa 


(Toshiba, GHTF Steering Committee)


Matthias Neumann 


(German Federal Ministry of Health and Social Security)


Werner Schönbühler 


(Siemens, GHTF Steering Committee)


Hans-Georg Will 


(German Federal Ministry of Health and Social Security, GHTF Steering Committee)


Apologies were received from Maurice Freeman (Chair SG 1).


Objective of the meeting


The objective of the meeting, according to the mandate given by the Steering Committee and as agreed by the Ad hoc-Group, was to identify regulatory data, that currently cause serious problems (for industry or regulators) with regard to common acceptance, but have the potential of becoming commonly accepted data after being further elaborated or qualified to achieve utmost confidence in their validity. The term “regulatory data“ was understood in a broader sense to include data to be submitted to competent authorities or conformity assessment bodies, data to be kept on file and presented on request, data to be produced by conformity assessment bodies, data to be exchanged between competent authorities, and also procedures, where appropriate. As a result, a list of concrete proposals of future work items should be presented to the Steering Committee, including priorities, rationale for selection and a recommendation, which Study Group should deal with the different items.


Collection and ranking of ideas (potential work items)


By a brainstorming exercise ideas on potential commonly acceptable data (potential future work items of GHTF) were collected and recorded - based on the lifecycle of a medical device. The compilation was made with a view to existing problems for manufacturers and regulators in the field. In a subsequent step the identified items were ranked in terms of priorities (also taking into consideration feasibility aspects). Those items that are already being appropriately dealt with or projected at international level (GHTF, ISO, IEC etc.) were left aside (e.g. audit reports / SG 4). However, it was recognized, that not only totally new items, but also those should remain on the list, that are already dealt with, but need to be reconsidered under a new focus (e.g. harmonised forms vs. common substance). The remaining potential work items were clustered in different categories, in order to refer them to an existing or a new working group for consideration and further processing.


Conclusions and proposals


In conclusion, the Ad hoc-Group proposes to further elaborate in particular on the following data, in order to define a common approach and to achieve utmost confidence in these data thus reducing existing difficulties for manufacturers and regulators. The proposed work items, that have been assigned the highest priority by the Ad hoc-Group, are marked by using bold characters.


1. Quality system data

Some quality system data should be further specified and/or qualified to facilitate broader acceptance by competent authorities and conformity assessment bodies. The main concerns raised are related to 


· supplier evaluation and purchased products verification data, 


followed by 


· traceability data (e.g. distribution records), 


· records related to handling of non-conforming products 


and 


· records of corrective and preventive actions (CAPA). 


Additionally, the following data or procedures were identified as a potential source of problems and may also be taken into consideration:


· definition and contents of Material Master File, Device History File, Device Master Record and Design History File


· internal complaint handling procedures (description of a commonly acceptable approach).


Study Group 3 could deal with these work items. Consultation and liaison with ISO TC 210 WG 1 may be useful.


2. Preclinical and clinical data

Concerns about the validity of preclinical and clinical data may cause problems for manufacturers, competent authorities and conformity assessment bodies. These concerns could be avoided or at least reduced by the elaboration of commonly accepted 


· guidance on preclinical and clinical data, 


taking into consideration also aspects like 


· biocompatibility testing requirements for certain product categories,


· feasibility and research studies, 


· reliance on claimed equivalence to other products, 


· expert reports, 


· risk-benefit-evaluation and 


· post-marketing clinical follow-up.


The Ad hoc-Group holds the view that a new working group would have to be established to accomplish this work, delegation to an existing Study Group seems to be not appropriate.


3. Documents to demonstrate conformity with the Essential Principles

To support conformity assessment the compilation of a 


· list of internationally recognised standards 



(including definition of what is meant by “recognised“)


was considered by the Ad hoc - group to be a very helpful exercise. Additionally, in the context of demonstrating conformity some more aspects should be addressed to facilitate global acceptance of the respective data, namely


· documentation of the intended use,


· declaration of conformity,


· acceptabilty of test reports (general requirements, not only related to format) and 


· design evaluation reports (to be drawn up by competent authorities or conformity assessment bodies).


For most of these items it should be possible to achieve rather quick results. In principle, delegation of this work to Study Group 1 seems to be appropriate, a subgroup may be established, if necessary (e.g. for elaborating on design evaluation reports).


4. Vigilance data


Although there are agreed forms for adverse event reporting by manufacturers and for the exchange of vigilance reports between competent authorities, reports are often found to be lacking of relevant information. This results in additional requests addressed to the manufacturer by the competent authority in charge or, in case of inadequate competent authority reports, even by several competent authorities. Acceptance of the reports could be improved by further specifying and qualifying the information (including also the criteria to be used as the basis for risk assessment) to be provided in 


· vigilance reports (manufacturer and competent authority reports),


mainly in the narrative sections of the forms, to satisfy the competent authorities receiving the reports. A further issue (from the competent authorities´ as well as from the manufacturers´ perspective) in the context of the vigilance system is the adequacy of


· recall and advisory notices issued by the manufacturer.

Harmonised requirements should be elaborated to ensure common acceptance of such notices, to adequately protect public health and to avoid unfair competition in that respect.


Study Group 2 seems to be the appropriate body to deal with these items. A regulators´subgroup may be established, as most of the preparatory work will have to be done by the regulators.


5. Other data


Some more (potential) work items were identified by the Ad hoc-Group, that do not really fit in the previous categories. These are


· usability requirements (further development of IEC 60601-1 to be followed),


· registration of manufacturers and products (minimum data set being principally acceptable to all regulators),


· installation reports (manufacturer-user-interface) and


· reports on enforcement actions (to be exchanged between competent authorities).


The first three items could probably be referred to Study Group 1 for further consideration, the last one to Study Group 2.


Summary


The Ad hoc-Group has identified a considerable number of potential work items that may be included in the GHTF Work Programme to facilitate global acceptance of regulatory data. Highest priorities have been assigned to preclinical and clinical data, vigilance data, documents to demonstrate conformity with the Essential Principles and certain quality system data. With the exception of preclinical and clinical data, for which a new working group would have to be established, all work items could be referred to an existing Study Group.


___________________________________________________________________


Final version of 14th of December 2002


Hans-Georg Will / Matthias Neumann, Federal Ministry of Health and Social Security



