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WW Regulatory Affairs Today  
Increasingly Complicated Pre-Market Application Processes 

Increasing Bench and Animal Data Requirements 

Clinical Data Requests More Common 

Longer Total Review Times 

Investors Require Regulatory Clarity 
Definition of Regulatory Processes in each Market 

Defined Device Class and Application Type (510(k), PMA, etc.) 

Bench, Animal, Clinical Data Requirements 

ApproximateTiming for Clearance / Approval 

Poorly Defined 2nd and 3rd World  

Regulatory Processes 
Uncertain Requirements and Timing 

Increased Compliance Scrutiny 
Post Market Activities (Complaints, Adverse Events) 

CAPA, Management Oversight, Design Controls 

Bias for Enforcement Action 



So Whatõs Really Going On? 
First World Countries 

Strengthening of premarket review processes 

Constant addition of new regulation and guidance 

Greater variety of devices requiring clinical studies prior to approval (or 

clearance) to market 

Recognition by Regulators that majority of safety issues due to design 

related issues 

Increase in compliance inspections (frequency and scrutiny) and 

enforcement action 

Press sensationalizing public device related issues 

Second World Countries 

Formalization and strengthening of regulatory frameworks 

Mutual recognition and attempts at adoptions / harmonization 

New $$ available for healthcare due to emerging economies 

Increased importance of foreign markets in product strategies 



CDRHõs Preliminary Reports on 510(k) Process:  

Internal Evaluation of 510(k) Process ï 55 
Recommendations Including: 

Key Elements of Substantial Equivalence are not well defined 
Intended Use vs. Indications for Use 

Technological Differences vs. Different Questions of Safety and Effectiveness 

Clarifying the Scope of Devices that can be used as Predicates 

Improvements and Streamlining of De Novo Process 

Improving Quality of 510(k) Submissions 
Better Quality Clinical Trial Design 

Adopting ñAssurance Casesò 

Improve Use of Consensus Standards 

Increased Submission Requirements for new Class IIb designation 

Clarity on when 510(k)s would require Human Clinical Information 

Increased use of Post Market Surveillance 

Improved Availability of Information on 510(k) Cleared Devices 

Publishing of 510(k) Program Metrics / Periodic Audits 

Significant New Guidance Documents in 2011 / 2012 



IOM Report on 510(k) Process  
Report Conclusions / Recommendations 

510(k) process cannot be transformed to evaluate safety and effectiveness as long 

as it is based on Substantial Equivalence 

Information is not available to determine the effects of the current 510(k) process on 

facilitating or inhibiting innovation 

Replace the 510(k) process with a new, integrated pre and post market framework to 

assure safety and effectiveness 

Develop and implement a comprehensive post market system 

FDA should review perceived limitations on post market authorities and attempt to 

address these limitations 

Investigate the potential for broad use and improvements to the de novo process 

Implement a CQI program for medical device regulatory decisions to continuously 

improve the process 

Commission an assessment of the effects of FDAôs regulatory processes on device 

innovation 

Improvements to procedures for software contained in medical devices 

Address currently unclassified pre-amendment devices by calling for PMAs or 

reclassifying these devices  

 



510(k) Process Challenges  
Process can be 
Unpredictable 

Device Bench Testing 
Requirements 

Need for Animal or Human 
Data 

Changing of Requirements 
Mid-Process 

Increase in Data 
Requirements 

Biocompatibility 

Verification and Validation 

Animal and Clinical 

More Scrutiny of 
Predicates 

More Burdensome 
Additional Information 
Process 

More Questions 

Requests for More Detail 

NSE Decisions Based on Lack of 
Performance Data 

Longer Total Review Times 

More Influence by Medical 
Officers and Clinical 
Reviewers 

 



US Device Trends 

Source: Understanding Barriers to Medical Device Quality; FDA October 31, 2011  



Planned / Issued Important New Guidance 

Documents from FDA  
General Premarket Issues  

Pre-Submission Interactions 

Early Feasibility Studies 

Decisions for Investigational Device Exemption 

Clinical Investigations 

510(k) Modifications 

Design Considerations for Pivotal Clinical 

Investigations 

Evaluation of Automatic Class III Designation 

(De Novo) 

510(k) Paradigm (510(k) Program Guidance) 

Enforcement Policy for 510(k) for Certain IVDs 

and Radiology Devices 

In Vitro Companion Diagnostic Devices 

Postmarket and Compliance Guidance 

Distinguishing and Reporting Medical Device 

Recalls from Product Enhancements 

Medical Device Reporting 

Annual Reports for Approved Premarket Approval 

Applications 

 

Global Harmonization or Standards Related 

Guidances 

Appropriate Use of Consensus Standards in 

Premarket Submissions 

Medical Device ISO 13485:2003 Voluntary 

Audit Report Submission Pilot Program 

Cross-Cutting, Process, and Other 

Guidances 

CDRH Appeals Processes 

Medical Device Classification Product Codes 

Design Considerations for Devices Labeled 

for Home Use 

Framework for Regulatory Oversight of 

Laboratory Developed Tests 

FDA Notification and Medical Device 

Reporting for Laboratory Developed Tests 

Quality System Requirements Guide for 

Laboratory Developed Tests 

513(g) Procedures 

513(g) User Fee 

 

Bold = Issued 



CE Marking and the EU Market  
CE Marking Process (MDD, IVDD, AIMDD) 

Good News: 

Continues to be PREDICTABLE 

General process has not changed considerably 

Managed by commercial entities (Notified Bodies) which tends to support some 

innovations (i.e. ï on site CE review, regulatory strategy review, etc.) 

Bad News: 

Regulation and Standards continuing to evolve and grow in complexity (MDD 

2007 amendments, IVDD structure changes) 

Notified Body Consolidation 

Increased scrutiny of NBôs by accreditation agencies 

Specific device-related clinical data more common for Class IIa and IIb devices, 

less reliance on published literature 

Periodic technical documentation assessments 

Increased interest from Competent Authorities regarding vigilance reports 

 



Common Premarket Mistakes  
Submissions 

Incomplete or poorly written premarket applications 

Failure to show compliance with all relevant standards 

Including ñpromises to completeò prior to product introduction 

Inaccurate or misleading statements 

Incomplete / poorly written labeling and instructions for use 

Inadequate bench, animal, clinical data to support application 

requirements (safety / effectiveness, substantial equivalence)  

Design Controls 

Inappropriately leveraging test results from prior designs 

Poorly documented performance testing (protocols and reports) 

Missing required performance data 

Inadequate sample sizes during Verification and Validation 

Failure to test final configuration 

Design iteration post submission without submission amendments 

 

 



Keys to Success  
New Product Submission Strategies 

Assess and plan for the global market place 

Communicate with Regulatory Authorities early and often 

Determine bench, animal, human data requirements 

Modularize and standardize submission preparation work to allow 
for re-use (device description, technology information, bench testing 
summaries, etc.) 

Bias for action and data gathering / submission over rationalization 

Avoid submission of incomplete premarket applications 
(i.e. ï ñletôs try it and see if they notice!ò) 

Understand where your competition has had difficulties (pre and 
post market) and proactively address known issues 

Public information on pre-market submission and related 
correspondence 

Adverse event databases / TPLC reports 

Clinical trial publication and databases 



Keys To Success (cont.)  
Submission Maintenance 

Implement a program to comprehensively analyze product and 
process changes and behave conservatively related to 
submission of these changes (i.e. ï file when in question) 

Verify and / or Validate ALL design changes ï avoid 
rationalization wherever possible 

Where design changes do not require resubmission keep 
comprehensive internal documentation justifying conclusions 

Product line extensions may raise new questions of performance 
and safety.  Discuss them with regulatory bodies prior to 
implementation. 

Understand and implement new FDA guidance on when to file a 
new 510(k) 

If possible develop an ongoing relationship with key regulatory 
reviewers (FDA, NB, etc.) 

 

 



Keys to Success (cont.)  
Design Control Practices 

Analyze and determine necessary upgrades in key areas: 

Requirements Definition 

Risk Analysis 

Application of Statistical Techniques 

Verification and Validation 

Requirements Traceability 

Analyze and understand risk associated with testing leveraged 
from previous designs 

Understand areas of regulatory focus 

Biocompatibility 

Sterilization 

Cleaning 

Packaging 

Shelf-Life 

Animal / Clinical Studies 

 



Keys to Success (cont.)  
New Product Pipeline and Introduction 
Schedules 

Develop a WW regulatory strategy and avoid assumptions and 
preconceptions about how a product will be regulated 

Adjust schedules based on changes in regulatory approvals 
processes 

Allow adequate time to perform required testing on final device 
configuration 

Understand regulatory risk associated with product development 
decisions 

3rd World Clinical Studies / First in Man Trials 

Materials / Devices ñPurchased at Riskò 

Leveraging testing from previous designs 

Significant Risk vs. Non-significant Risk Clinical Studies 

Develop and implement a regulatory communication plan 

 



Compliance Activities  
Compliance and Premarket Submissions 

CE Marking and PMA Applications require successful inspections 

prior to approval 

Implement Design Controls prior to beginning product 

development 

Implement full QMS early enough to allow for iterations and 

generation of necessary execution evidence 

~70 items of execution evidence necessary to achieve ISO 13485 

certification 

PMA Approval inspections tend to focus on application of design 

controls and process validation / controls 



Todayõs Best Practices 
Leveraging excellent Design Control processes 

to shorten submissions and time-to-market 

Early and periodic communication with 

regulators 

Regulatory strategy development for each new 

product or significant product change 

Complete, comprehensive submissions 

Product lifecycle approaches to Design Controls 

Enhanced focus on device performance and 

safety 

Preference to action over rationalization 

 



Questions  


