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1. Followed relevant Procedures, 
Standards & Guidance

• Verify relevant procedures followed

• NB report should cover procedures and use of harmonised standards
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Quality System Requirements (Annex II.3) :

1. Procedures ensure ‘suitably qualified’ persons

2. Integrate clinical evaluation into QMS as continuous process

3. Procedures clinical evaluation, investigation & PMS/PMCF:
• ensure relevance of data to device
• data includes safety, performance & risk-benefit evaluation
• use of MedDev 2.7.1

4. Document control of procedures, reports, qualifications & TD/DD

5. Identification, evaluation & verification of undesirable side effects, 
severity and probability of occurrence



Methodology:

• Protocol describing systematic review of literature

• Objective identified

• Identification of data (sources, selection criteria, full coverage)

• Relevance of data: clinical, technical and biological

• Assessment of clinical data

• Significance of literature (authors field, expertise, conclusions 
are substantiated by data, current state-of the art technology 
and medical practice, references from peer-reviewed journals, 
studies followed scientific principles, GCP etc.)

In other words: were they decent studies in proper journals?
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2. Verified Device Characteristics 
& Performance.

• Verify characteristics and performance

• Evaluate validation of clinical claims

• NB report should cover description and product specification
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Primary total hip replacement surgery: a systematic review of outcomes 1998 – Health Technology Assessment  NHS R&D HTA Programme
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Charnley, Müller, PCA, Ring, McKee-Farrar, Harris-Galante, Stanmore, 
Charnley-Müller, Lubinus, Exeter …



3. Completed Risk Analysis –
Severity, Probability & 
Multidisciplinary Approach

• Verify risk analysis, estimates of side effects and involvement of clinical
expertise in risk analysis

• NB report should cover risks identified by hazards, severity of hazards
and probability of occurrence of harm



Holistic view:

• Risks in RMF addressed in clinical evaluation report

• Risks from CIP included in RMF

• Residual risks in RMF and in IFU

identical

• Positive acceptance of residual risks
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4. Identified, appraised, analysed 
& assessed Clinical Data

• Verify use of MedDev 2.7.1

• NB report should cover complete and adequate documentation per
MedDev 2.7.1



Types of publications:

• Published original peer-reviewed research work:

� PubMed, Medline, EMBASE, SciSearch, Pascal, Biosis, TGG 
Health & Wellness Database, General Science Abstracts …

• Systematic reviews:

� Cochrane Database of Systematic Reviews

• If unpublished data are used:

No isolated case reports No random experiences

No report with insufficient detail  No unsubstantiated opinions
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Steps in assessment

1. Identify databases, search 
strategy, results

2. Inclusion criteria for analysis

3. Exclusion criteria with reason for 
exclusion

4. Assess detailed parameters

5. Appraise results of studies

6. Analyse results
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5. Addressed relevance, 
equivalence / similarity & 
limitations of Clinical Data

• Verify relevance and inclusion of safety, performance and risks<benefits

• NB report should cover suitability of data, limitations of data and validity 
of any justifications
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State of the Science on Implant Dentistry. 2006 – The International Journal of Oral & Maxillofacial Implants

Relevance
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“Equivalent” “Comparable” or “Similar”:

Clinical:

• same clinical condition or purpose

• same site in the body

• similar population (including age, anatomy, physiology)

• similar relevant critical performance for specific intended use

Technical:

• similar conditions of use

• similar specifications and properties 

• similar design

• similar principles of operation

Biological:

• same materials in contact with the same tissues or body fluids

Checklist
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“Implants” ?????

Equivalence / Similarity



6. Addressed safety, 
performance & risk-benefit –
ERs 1, 3 & 6

• Verify relevance and inclusion of safety, performance and risks<benefits

• NB report should cover suitability of data, limitations of data and validity
of any justifications



Steps in safety

1. Complications

2. Mortality

3. Side effects

4. Pain

5. Quality of Life
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RISKS

BENEFITS



7. Demonstrated conformity 
with relevant ERs

• Verify data meets relevant ERs

• NB report should cover proof of clinical performance and expected benefits
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93/42/EEC as amended by 2007/47/EC:

Annex X 1.1 – “As a general rule, confirmation of conformity with the 
requirements concerning the characteristics and performances 
referred to in ER1 and ER3, under the normal conditions of use of 
the device, and the evaluation of the side-effects and of the 
acceptability of the benefit/risk ratio referred to in ER 6, must be 
based on clinical data.”

Follow through to ER 13 !



8. Provided relevant Clinical 
Investigation documents –
Clinical Investigation Plan, amendments, ethics, 
informed consent, CRFs, Regulatory Authority 
approval and Final Signed and Dated Report

• Verify relevant procedures followed, use of harmonised standards,
compliance with regulatory and ethical requirements

• NB report should cover proof of clinical performance intended
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“Where a clinical investigation has been carried out … it is expected that 
documentation … will be available for consideration.”

• Expected to be designed, conducted and reported in accordance with 
EN ISO 14155 -1 & -2

• Documentation to be available:
� Clinical Investigation Plan (study design, participants, 

treatment, blinding, dependent variables, follow up, 
statistical analyses)

� CIP amendments, rationale and evidence of notification of 
Regulatory Authority

� Ethics Committed opinion, informed consent forms, patient 
information documents

� Case report forms, monitoring and audit records
� Regulatory Authority approvals and correspondence
� Final report – signed and dated
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“Where the clinical investigation(s) was performed outside the EU, the 
manufacturer must demonstrate that the use of the device (including 
clinical practice and techniques) and patient population are equivalent 
to those for which the device will be used within the EU.”

Checklist



9. Provided Conclusions and 
Justification if no Clinical 
Investigation

• Verify justification if no clinical investigation performed. Validate conclusions.

• NB report should cover proof of expected benefits to patients
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For each proposed clinical indication state whether :

� Clinical evidence demonstrates conformity with relevant Essential 
Requirements

� Device performs as intended by the manufacturer

� Device does not pose any safety concerns to either recipient or end-
user

� Risks associated with the use of the device are acceptable when 
weighed against the benefits to the patient in light of current ‘state of 
the art.’

� No need for further clinical investigation or PMCF



10.Justified appropriateness of 
Post Market Surveillance 
including PMCF

• Verify appropriateness of planned PMCF or justification for not
conducting PMCF

• NB report should cover PMS



Implant Registries

Sales/Marketing

Post-market Study
Customer Surveys

Clinical Investigations

Active/passive device tracking

Quality Control

Medical literature reviews

Returns

Inputs

Recalls

Advisory
Notice

Product Performance
monitoring system

C
om

plaints

MDR/Vigilance
Incident

Vigilance report 
to EU

Outputs

Service

Technical

Warranty Claims
Repairs

Testing

Sales Call Feedback

Internal Product Audits

Field Service

Rep/Distributor Feedback

PMS– NBMed 2.12

MDR to FDA

New product design

Corrective action - PDCA 

Risk Management update
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PMS Sources of Information:

1. Harmonised European Standards
• EN ISO 13485:2003
• EN ISO 14971:2000 or 14971:2007

2. Guidance Documents
• MEDDEV 2.12-1 rev 5 2007 – vigilance

• MEDDEV 2.12-2 2004 – post market clinical follow-up

• GHTF Study Group 5 N2R8 2007 – value of PMS

• NBMed 2.12 rec 1 2000 – PMS Sources

3. Country Specific Guidance
• MHRA PMS Guidance for Joint Replacement Implants 2000
• MHRA Vigilance Guidance for Joint Replacement Implants 2008
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Post Market Surveillance / Post Market Clinical Fol low-up

� Adequate PMS System

� Plan for PMCF

� Adequate justification for no PMCF

� Update Clinical Evaluation with data obtained from PMS/PMCF



I. High risk – no clinical data

• Bare metal stent
• Class III long term implant
• Based on 2 competitor studies
• No significant PMCF planned



II. Class I – no clinical data

“As I am manufacturer of class I, 
2007/47/EC does not add any further 
requirements for me.”



III. PMCF not registered

• clinical trail commitment in PMCF during
registration

• no registration of clinical trial in 
e.g. clinicaltrials.gov



IV. PMCF – no target dates

• PMCF identified in policy
• no actual PMCF plan
• no specific timing and focus



V. Off-label use

• well orchestrated off-label use data
• extension of claims
• no further clinical follow up planned



VI. State of art

• Cited 10 – 20 articles
• Last one from 2002
• No clear search protocol



VII. In house testing

• Clinical trial IIa wound dressing
• Used on 12 employees and family
• Nice summary report



VIII. Bias

• PMCF consist of active feedback   
gathered from clinicians (=PMS)



IX. RA managers word

• Degradable implant
• Clinical review written  by RA manager
• No clinical expert review



X. Holistic view on risks

Remaining hazards in RA

� IFU warnings

� Clinical trial application for PMCF
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Contact Us
Name: Gert Bos

Title: Head of Regulatory and Clinical Affairs

Address: BSI
Kitemark House, Maylands Avenue

Hemel Hempstead, HP2 4SQ, UK

Telephone: +44 (0)1442 278664

Fax: +44 (0)8450 765601

Email: Gert.Bos@bsigroup.com

Links: www.bsigroup.com/healthcare


