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I. EXECUTIVE SUMMARY 

 

Section 604 of the Food and Drug Administration Safety and Innovation Act of 2012 

requests that FDA submit to Congress a report regarding when a premarket notification 

should be submitted for a modification or change to a legally marketed device, stating: 

 

…the report shall include the Secretary’s interpretation of the following terms: 

‘could significantly affect the safety or effectiveness of the device’, ‘a 

significant change or modification in design, material, chemical composition, 

energy source, or manufacturing process’, and ‘major change or modification 

in the intended use of the device’. The report also shall discuss possible 

processes for industry to use to determine whether a new submission under 

subsection (k) is required and shall analyze how to leverage existing quality 

system requirements to reduce premarket burden, facilitate continual device 

improvement, and provide reasonable assurance of safety and effectiveness of 

modified devices. In developing such report, the Secretary shall consider the 

input of interested stakeholders. 

 

This document is intended to provide FDA the industry’s analysis and conclusions regarding 

when a premarket notification should be submitted for a modification or change to a legally 

marketed device.  The analysis includes a review of the foundational laws and regulations 

associated with 510(k)s and GMPs, including the discussions in associated Federal Register 

preambles, and subsequent guidance documents. 

 

The regulation of device changes is, and always has been, a fundamental element of the U.S. 

medical device regulatory system.  FDA first promulgated regulations governing device 

changes and premarket notification requirements in 1977.  To assist manufacturers in 

evaluating modifications or changes to legally marketed devices and in documenting filing 

decisions related to those changes, FDA provided written guidance on those regulations in 

1997.  The FDA also finalized the Quality Systems Regulation (“QSR”) in 1996, which 

established new design control requirements that require, among other things, design 

verification or validation procedures to evaluate device changes.    

 

A review of the legislative and regulatory history related to device changes reveals several 

important factors: 

 

- In the first instance, the manufacturer is best qualified to determine whether or not a 

change “could significantly affect the safety or effectiveness” of a device; 

- The incorporation of the language “could significantly affect the safety and effectiveness 

of a device” into the final regulation was intended to more specifically define the scope 

of changes required submitted to the Agency; and  

- The QSR is intended to be an integral part of a manufacturer’s change assessment 

evaluation in determining when a new 510(k) is required.
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It is clear that FDA’s 1997 guidance document, “Deciding when to submit a 510(k) for a 

change to an existing device”, in combination with the QSR, continues to afford both 

Agency and industry a strong foundation for determining when a premarket notification 

should be submitted for a modification or change to a legally marketed device.  Although 

we make specific recommendations on how that guidance can be further strengthened, we 

continue to believe that it provides the necessary direction and flexibility to ensure that 

modifications are adequately assessed, and when appropriate, submitted to the Agency. 
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II. THE LEGAL AND REGULATORY BACKGROUND SUPPORTS THE 

POSITION THAT ONLY A SPECIFICALLY DEFINED SUBSET OF CHANGES  

TRIGGER A NEW 510(K) SUBMISSION 

 

A. The statute does not explicitly address device modifications 

 

The Food, Drug and Cosmetic Act does not specifically address device 

modifications and how they should be regulated.  Section 510(k) of the Act requires 

that: 

 

“Each person who is required to register under this section and who proposes 

to begin the introduction or delivery for introduction into interstate commerce 

for commercial distribution of a device intended for human use shall, at least 

ninety days before making such introduction or delivery, report to the 

Secretary or person who is accredited under section 360m(a) of this title (in 

such form and manner as the Secretary shall by regulation prescribe)— 

(1) the class in which the device is classified under section 360c of this 

title or if such person determines that the device is not classified under 

such section, a statement of that determination and the basis for such 

person's determination that the device is or is not so classified, and 

(2) action taken by such person to comply with requirements under section 

360d or 360e of this title which are applicable to the device.” 

 

B. The regulation regarding changes to 510(k) devices was intended to more 

specifically define when a change would be subject to FDA review, and in this way, 

support manufacturer determinations of when to submit changes for Agency 

consideration. 

 

FDA first articulated when a new premarket notification, or 501(k), would be 

required for a legally marketed device in the proposed establishment registration 

and premarket notification regulation of September 3, 1976.  See 41 Fed. Reg. 3748 

(1976).  In the proposed rule, FDA stated that premarket notifications would be 

required if the following criteria were met: 

 

The device being introduced is a device being currently distributed 

commercially by the person required to register, but the device has 

been significantly changed or modified in design, component, 

method of manufacture, or intended use.  The following constitute 

significant changes or modifications that render a device subject to 

section 510(k): 

a) Any change in the device that could affect the safety or 

effectiveness of the device, e.g., a change or modification in 

design, material, chemical composition, energy source or 

manufacturing process,  

b) Any change or modification in the intended use of the device. 

 

Emphasis added.   
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In the final rule, however, FDA modified the language to more specifically detail 

which changes should be submitted to the Agency.  See 42 Fed. Reg. [42519] 

(1977).  The preamble to the final rule stated at Comment 18: 

 

Numerous comments requested clarification or changes in 

proposed 807.81(a)(3) with reference to situations requiring a 

premarket notification submission when a change or modification 

is to be made to a device already in commercial distribution. These 

comments stated that:  

(1) There is no need to require a premarket notification 

submission when a proposed change will increase the safety or 

effectiveness of the device.  

(2) Not every change in design, material, chemical 

composition, energy source, and manufacturing process is a 

significant change affecting the safety or effectiveness of the 

device and therefore a premarket notification submission 

should not be required for every such change.   Instead, the 

regulation should identify what types of changes are significant 

enough to require a premarket notification submission.  

(3) The Food and Drug Administration should not require a 

premarket notification submission for every change in 

manufacturing process since too many such changes are made 

on a regular basis. 

 

The Commissioner believes that FDA should be aware of and 

determine whether or not a change will increase the safety or 

effectiveness of the device.  Proposed §807.81(a)(3)(1), therefore, 

has been changed in the final regulation to require that a premarket 

notification be submitted only for changes that could significantly 

affect safety or effectiveness whether or not the manufacturer 

believes that it will increase or decrease safety or effectiveness. 

 

The Commissioner did not intend that the owner or operator 

should submit a premarket notification for every change in 

design, material, chemical composition, energy source, or 

manufacturing process. This list was only intended as an 

example of some types of changes that often affect safety or 

effectiveness.  The manufacturer is required to submit a premarket 

notification only if the change could significantly affect the safety 

or effectiveness of the device whether or not it is a change of one 

of the types given as examples.  A change has been made to the 

new § 807.81(a) (3) to indicate that premarket notification is 

required only if the change or modification could significantly 

affect the safety or effectiveness of the device or if there is a major 

change or modification in the intended use of the device.  Under 

the act, the burden is on the manufacturer to determine 
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whether a premarket notification should be submitted for a 

change or modification in a device.  The Commissioner believes 

that the manufacturer is the person best qualified to make this 

determination. If appropriate, FDA will notify the manufacturer 

that the premarket notification that was submitted need not have 

been submitted so that he may be aware that premarket notification 

is not required in such a situation. From such experiences, FDA 

may eventually draw some guidelines as to when a premarket 

notification submission is not required. 

 

Emphasis added. 

 

A few key concepts emerge from the analysis above.  First, FDA intended the 

language in the regulations, “could significantly affect safety or effectiveness of the 

device,” to more specifically define the inquiry into what changes would require 

510(k) notification to FDA.  Second, while FDA identified types of changes that 

often affect safety or effectiveness, FDA also clarified that it did not intend that the 

owner submit a premarket notification for every change within those types of 

changes.  Instead, FDA mandated submission only of those that could significantly 

affect the safety or effectiveness of the device, or represent at a major change in the 

intended use of the device.   

 

Finally – and importantly – FDA made quite clear in the final rule that the 

manufacturer is the person best qualified to make this determination.  At any time 

throughout the lifecycle of the product, the manufacturer maintains the knowledge 

and documentation associated with the product, in the form of design history files, 

risk documentation, device master records, regulatory filings, and postmarket 

feedback and analyses.  All these elements, required by regulation and subject to 

inspection and enforcement action, contribute to a determination of whether a 

modification could significantly affect the safety or effectiveness of a device.  

Although at the administrative level FDA has the last word on whether a change to 

a marketed device requires a 510(k) submission, the Agency understood that the 

overwhelming majority of device changes would be reviewed by manufacturers and 

not the Agency, and therefore, appropriate rules and guidance would be necessary 

for the manufacturers to make the correct submission decisions. This structure 

exists today, and it works. 
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III. THE FD&C ACT REQUIRES A GOOD MANUFACTURING PRACTICES 

REGULATION TO HELP ASSURE SAFE AND EFFECTIVE DEVICES, AND A 

FAILURE TO COMPLY WITH THE FDA’S QUALITY SYSTEMS 

REGULATION IS A VIOLATION OF LAW ENFORCED BY CDRH’S OFFICE 

OF COMPLIANCE 

Section 520(f) of the FD&C Act requires manufacturers to implement good 

manufacturing practices.  Section 520(f) states: 

 

(f) Good manufacturing practice requirements 

(1)(A) The Secretary may, in accordance with subparagraph (B), 

prescribe regulations requiring that the methods used in, and the facilities 

and controls used for, the manufacture, pre-production design validation 

(including a process to assess the performance of a device but not 

including an evaluation of the safety or effectiveness of a device), 

packing, storage, and installation of a device conform to current good 

manufacturing practice, as prescribed in such regulations, to assure that 

the device will be safe and effective and otherwise in compliance with 

this chapter. 

 

Of note, the law specifies that good manufacturing practice requirements are to be 

implemented in such manner that they “assure that the device will be safe and effective 

and otherwise in compliance with this chapter.”  Thus, the law identifies GMPs as an 

important control in assuring the safety and effectiveness of the device. 

 

In 1996, FDA published the Quality Systems Regulation at 21 CFR 820 to implement 

FDA’s important new authority, pre-production design validation, and did so by 

including design verification and validation.  This regulation specifically included a 

provision regulating design changes.  See 21 CFR § 820.30(i).  Specifically the regulation 

states: 

 

(i) Design changes. Each manufacturer shall establish and maintain 

procedures for the identification, documentation, validation or where 

appropriate verification, review, and approval of design changes 

before their implementation. 

 

The preamble to the regulation at 21 CFR 820, published in the Federal Register on 

October 7, 1996, provides further clarification on FDA’s thinking on including design 

changes within the requirements for design controls and a quality system, as quoted 

below: 

 

When changes are made to new or existing designs, the design controls 

of § 820.30 must be followed to ensure that the changes are 

appropriate and that the device will continue to perform as intended.  

 

 



June 1, 2013  9 

 

All design changes made after the design review that approves the 

initial design inputs for incorporation into the design, and those 

changes made to correct design deficiencies once the design has been 

released to production, must be documented. The records of these 

changes create a history of the evolution of the design, which can be 

invaluable for failure investigation and for facilitating the design of 

future similar products. Such records can prevent the repetition of 

errors and the development of unsafe or ineffective designs. The 

evaluation and documentation should be in direct proportion to the 

significance of the change. Procedures must ensure that after the 

design requirements are established and approved, changes to the 

design, both pre- production and post-production are also 

reviewed, validated (or verified where appropriate), and 

approved. Otherwise, a device may be rendered unable to properly 

perform, and unsafe and ineffective. ISO 9001:1994, section 4.4.9, 

similarly provides that ‘‘all design changes and modifications shall be 

identified, documented, reviewed, and approved by authorized 

personnel before their implementation.’’  Note that when a change is 

made to a specification, method, or procedure, each manufacturer 

should evaluate the change in accordance with an established 

procedure to determine if the submission of a premarket 

notification (510(k)) under § 807.81(a)(3) (21 CFR 807.81(a)(3)), or 

the submission of a supplement to a PMA under § 814.39(a) (21 

CFR 814.39) is required.  Records of this evaluation and its results 

should be maintained.” (See FR Notice Vol. 61, No. 195, pages 

52621-52622) 

 

Emphasis added. 

 

After completing the appropriate validation or verification to support a design change, the 

preamble to the QSR encourages the manufacturer to also evaluate the change “in 

accordance with an established procedure” to determine whether a premarket submission 

is needed, and to maintain records of the evaluation and its results.  Within this context, 

the output of design controls is an input to the decision-making process for filing 

decisions. 
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IV. FDA GUIDANCE AND ENFORCEMENT ACTIVITIES 1978-2011 ARE 

CONSISTENT WITH THE ORIGINAL INTENT OF THE PREMARKET 

NOTIFICATION REGULATION AND RECOGNITION OF GMP 

 

In 1997, FDA published a guidance document entitled “Deciding when to submit a 

510(k) for a change to an existing device (K-97)”.  This guidance document provides a 

window into the Agency’s thinking that has now prevailed for more than two decades.  In 

its introductory comments, the Agency acknowledges that “the key issue here is that the 

phrase “could significantly affect the safety or effectiveness of the device” and the use of 

the adjectives "major" and "significant" sometimes lead to subjective interpretations.”    

 

The following is a discussion of the pivotal concepts on which FDA’s guidance relied: 

 

A. Strong reliance on GMPs 

 

The 1997 guidance document rightfully relied heavily on the role that the then 

GMPs and the now current QSR would play in the determination as to whether a 

premarket notification would be required for device changes.  In this regard, the 

guidance document states: 

 

Any guidance on 510(k)s for changes to a marketed device 

must consider the role the Good Manufacturing Practice 

(GMP) regulation plays in changes to device design. For some 

types of changes to a device, the Agency continues to find that 

a 510(k) is not necessary and that reliance on existing GMP 

requirements may continue to reasonably assure the safety and 

effectiveness of the changed device. . . .  

 

. . . The Quality Systems regulation has similar requirements 

relating to design changes, and these requirements will replace 

the 1978 GMP requirements on June 1, 1998. Under the 

Quality Systems regulation, manufacturers are required to 

review and approve any changes to device design and 

production (new §820.30 and §820.70) and document changes 

and approvals in the device master record (new §820.181). Any 

process whose results cannot be fully verified by subsequent 

inspection and test must be validated (new §820.75), and 

changes to the process require review, evaluation, and 

revalidation of the process where appropriate (new §820.75). 

 

The net effect of the 1978 GMP regulation or the new Quality 

Systems regulation is to require that, when manufacturers make 

a change in the design of a device, they must have a process in 

place to demonstrate that the manufactured device meets the 

change in design specifications (or the original specifications, 

if no change was intended). They must keep records, and these 

records must be made available to an FDA inspector…  
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…For many types of changes to a device, it may be found that 

a 510(k) is not necessary, and the Agency may reasonably 

rely on good manufacturing practices (either as 

implemented under the 1978 GMP or the Quality Systems 

regulation) to continue to assure the safety and 

effectiveness of the changed device. This reliance is enhanced 

when manufacturers document their decision-making based on 

their testing results or other design validation criteria.  (See 

pages 2-3) 

 

Emphasis added. 

 

B. FDA recognized in the 1997 guidance document that testing and validation play 

key role in the determination of whether a change “could significantly affect the 

safety and effectiveness of the device.” 

 

In developing its 1997 guidance document, the Agency made it clear that it did 

not see the interpretation of the language “could significantly affect the safety and 

effectiveness of the device” as an abstract, theoretical exercise.  Rather, the 

Agency understood that manufacturers should reach determinations on whether a 

change “could significantly affect safety and effectiveness” in significant part 

based on the type of validation testing used to evaluate the modified device and 

results of such testing.  Thus, a decision whether to submit a new 510(k) is 

informed by the types and results of the testing that the manufacturer conducts in 

order to validate the change.  The Agency’s 1997 guidance document fully 

supports this conclusion.  A sampling of the guidance in this regard follows: 

 

Introduction: 

 

Thus, while the Quality Systems regulation requires design 

controls for many devices, those controls do not take effect 

until June 1, 1998. Until then, manufacturers must still comply 

with the current GMP regulation, which imposes requirements 

on changes to device design. For many types of changes to a 

device, it may be found that a 510(k) is not necessary, and the 

Agency may reasonably rely on good manufacturing practices 

(either as implemented under the 1978 GMP or the Quality 

Systems regulation) to continue to assure the safety and 

effectiveness of the changed device. This reliance is enhanced 

when manufacturers document their decision-making 

based on their testing results or other design validation 

criteria.  (See Guidance at page 1) 
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Technology, Engineering, and Performance Changes: 

  

These types of changes encompass a broad span of design 

activities from minor engineering changes in a circuit board 

layout to a change from electromechanical to microprocessor 

control of device function. Chart B illustrates the decision-

making logic scheme for such technology, engineering or 

performance specifications changes to a device. The key to 

using this logic scheme is that all changes are evaluated or 

validated according to the current GMP requirements, and 

the results of this evaluation/ validation are used to guide 

the decision-making on when to submit a new 510(k).  (See 

Guidance at pages 12 and 13) 

 

B8.3 Do results of design validation raise new issues of safety and effectiveness? 

All changes to device design will require some level of 

design validation or evaluation to assure that the device 

continues to perform as intended.  The successful 

application of routine design validation activities will 

logically result in manufacturers documenting their efforts 

and proceeding with the design change, i.e., assuring that no 

issues of safety or effectiveness are raised.  

 

Occasionally, however, either routine design validation 

activities produce unexpected results or otherwise prove to be 

inadequate to validate the design change. In such instances, 

questions of safety and effectiveness may be associated with 

the design change, and the manufacturer may need to submit a 

new 510(k).  (See Guidance at pages 15 and 16) 

 

C2.1.2 Is there a change in performance specifications?  

Frequently, a change in material is made to purposefully alter 

the performance specifications of a device.   

 

In this case, decision point B5 should be used (in addition to 

this one) to help decide whether a 510(k) is necessary.  

Sometimes, however, changes in materials can inadvertently 

affect the performance of a device.  Under GMPs, 

manufacturers are responsible for assessing whether a 

change in material affects the device’s ability to meet 

specifications.  If performance specifications are 

inadvertently affected by a materials change, a new 510(k) 

will probably be necessary. Manufacturers should still use the 

logic scheme beginning at decision point B5 to help decide 

whether a 510(k) should be submitted when performance 

specifications are inadvertently affected.  (See Guidance at 

page 18) 
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V. IT IS UNCLEAR THAT THERE IS A REAL PROBLEM THAT NEEDS TO BE 

SOLVED 

 

The 1997 guidance document has been in existence and use for over sixteen years, 

providing manufacturers with a consistent, predictable tool to assist their assessment of 

when submissions are needed for device modifications.  Since its release, the guidance 

document has provided manufacturers with clarity on the key issues to consider when 

determining whether or not a new premarket notification is required for a change or 

modification to a device.  

 

There are hundreds of thousands of cleared medical devices on the US market.  Even if 

each had been modified just once every year or every other year since the publishing of 

that guidance document, one can infer that the document was applied successfully 

hundreds of thousands of times, and there is no indication of any widespread or systemic 

misuse of the 1997 guidance document that would lead to a significant departure from it.   

 

For those instances in which FDA has disagreed with a company’s analysis of a device 

change or modification, FDA is not without recourse.  For example, we are quite aware 

of instances of companies recalling their product because it was determined that they did 

not have the appropriate clearance to market a modified device.  A review of warning 

letters reveals a small number of cases in which FDA believed a manufacturer should 

have filed a new premarket notification.  Many of these warning letters were for product 

claims that went beyond the indications cleared in the original 510(k).  Other warning 

letters reveal that the failure in filing a 510(k) was subordinate to the company not having 

appropriate quality systems and design control processes to manage device modifications 

in an adequate manner.  In each case, FDA has had the appropriate process and authority 

to find the violation and take appropriate enforcement action.  
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IV. THE PATH FORWARD – RELIANCE ON THE AGENCY TO REVIEW SAFETY 

AND EFFECTIVENESS OF DEVICE MODIFICATIONS, OR RELIANCE ON A 

SYSTEM OF CHECKS AND BALANCES? 

 

Based upon our analysis of the statute, regulations, guidance and experience, we find 

that: 

 

- The current language in the regulations, “could significantly affect safety or 

effectiveness of the device,” was intended to more specifically define those 

changes to marketed devices that would require 510(k) notification to FDA.   

- While FDA identified types of changes that often affect safety or effectiveness, 

FDA also clarified that it did not intend that the owner submit a premarket 

notification for every change in these types of changes, only those that “could 

significantly affect” the safety or effectiveness of the device, or changes that 

resulted in a major change or modification in the intended use of the device. 

- The final rule governing changes or modification to marketed devices is clear that 

the manufacturer is the person best qualified to make the determination of 

when a device change requires a premarket notification review.   

- Good manufacturing practices are the law, to be implemented in such manner that 

they “assure that the device will be safe and effective and otherwise in 

compliance” with the FD&C Act. 

- Device modifications are contemplated and addressed in the Quality Systems 

Regulation; the preamble to the QSR makes it clear that the Agency considered 

through design controls that device changes, including the assessment of the 

change and documentation to support it were an integral part of the QSR and the 

assurance of safety and effectiveness. 

- The 1997 guidance document gave necessary meaning to the regulatory phrase, 

“could significantly affect the safety or effectiveness of the device” and withstood 

the test of time: thousands of modified marketed devices have been marketed over 

the past 16 years with reliance on this guidance without any evidence that the 

guidance document adversely affected FDA’s premarket review process or the 

public health. 

 

In contrast, the 2011 draft guidance document, “510(k) device modifications: Deciding 

when to submit a 510(k) for a change to an existing device”, presented a significant 

departure from the Agency’s historical approach to device modifications in several key 

aspects:  

 

1) The draft guidance removed reliance on the Quality Systems Regulation and 

associated validation testing as a key component of the decision-making process.  

2) The draft guidance failed to recognize a fundamental premise of the regulations 

that “the manufacturer is the person best qualified to make this determination” 

(Federal Register, Vol. 42, No. 163).  Reliance on manufacturers to know their 

devices and make correct device modification determinations based on that 

knowledge is critical to providing a reasonable assurance of safety and 

effectiveness of modified marketed devices because FDA simply cannot review 

the enormous volume of changes to devices that occur on an ongoing basis.  
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3) The draft guidance established an expectation that some change types would 

always require a 510(k).  For example, as it relates to material changes, the 2011 

draft guidance states: 

“Changes in material formulation of patient-contacting devices or device 

components may affect the biocompatibility of the device. These changes 

may also affect material properties and the safe and effective performance 

of a device. Therefore, a new 510(k) should be submitted for changes in 

material formulation for patient-contacting devices or device 

components.”  (See Guidance at page 26) 

 

The above example highlights the Agency’s 2011 departure from the preamble 

directive in the 1977 final rule governing modifications to marketed devices that 

not all changes of a type would necessarily require a 510(k), and also 

demonstrates an intolerance for validation testing required by its QSR regulation 

that the 1997 device modification guidance relied upon to determine the 

significance of changes to marketed devices.  

4) The 2011 draft guidance shifts a significant level of decision-making from the 

manufacturer to the Agency, contrary to the original regulatory intent, by 

mandating submissions for categories of changes that were previously just 

examples of changes that might require a new 510(k) submission, and 

emphasizing the need for manufacturers to discuss with FDA proposed 

modifications related 510(k) submission determinations. 

 

This contrast with FDA’s longstanding (and successful) reliance on its interpretation of 

its regulation governing modifications to marketed devices, reinforced by the Agency’s 

1997 guidance, that manufacturers are in the best position to make initial submission 

determinations for device changes, and that not all changes of a type necessarily require 

new 510(k)s, and future guidance raises the important questions:  (1) is it legally 

permissible for FDA to supplant the regulation governing device modifications with a 

legally non-binding guidance document; and (2) can the Agency effectively supplant the 

knowledge that thousands of device manufacturers have about their devices with an 

artificially restrictive guidance document and limited resources that cannot possibly take 

the place of manufacturers relying on the Agency’s administrative historical 

interpretation of the regulation, and guidance that further implies that interpretation?  

From a public health perspective, should the approach to modifications of marketed 

devices be one in which only those changes that do not require 510(k)s be determined by 

FDA in each and every case, and if so, at what cost to the US healthcare system?  Or 

should FDA rely on its Quality Systems regulation, and other general controls that 

require compliance, e.g., labeling, to maintain and improve an existing framework of 

regulatory principles  that provides a high level of assurance of safety and effectiveness 

for the implementation of changes to marketed devices.? 

 

With all of this in mind, we postulate that the path forward should have the following key 

tenets as a foundation: 
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- Only those changes that could significantly affect safety and effectiveness should 

require a new premarket notification, i.e., no single type of change should be 

identified as always requiring or not requiring a new premarket notification 

- The determination of “could significantly affect safety and effectiveness” should 

continue to be made through substantial reliance on the Quality Systems 

regulation.  Specifically, as discussed in the preamble to the Quality Systems 

regulation, “procedures must ensure that after the design requirements are 

established and approved, changes to the design, both pre- production and post-

production are also reviewed, validated (or verified, appropriate), and approved. 

…when a change is made to a specification, method, or procedure, each 

manufacturer should evaluate the change in accordance with an established 

procedure to determine if the submission of a premarket notification (510(k)) 

under § 807.81(a)(3) (21 CFR 807.81(a)(3)), … is required.  Records of this 

evaluation and its results should be maintained.”  

- A change that “could significantly affect the safety or effectiveness of the device” 

is a change specific to an individual device that has reached a threshold, as 

assessed by the manufacturer in accordance with established procedures, when 

determined by the results of design verification or validation procedures in 

compliance with the requirements of the Quality System. 

 

We believe that many of FDA’s current concerns with the 1997 guidance document can 

be addressed through three basic modifications: 

 

1) An explicit requirement in the guidance document that when a change is made to 

a specification, method, or procedure, each manufacturer should evaluate the 

change in accordance with an established procedure to determine if the 

submission of a premarket notification is required, and to require the retention of 

records of this evaluation and its results. 

2) An explicit requirement in the guidance document for each manufacturer to 

establish a procedure within its quality system to ensure that after the design 

requirements are established and approved, changes to the design, both pre- 

production and post-production are also reviewed, validated (or verified where 

appropriate), and approved. 

3) Explicit statements at every stage of the guidance document that the responses to 

each question in the decision trees must be made based on the results of validation 

testing (or verification testing, where applicable) undertaken in compliance with 

the requirements of 21 CFR 820.  This would provide assurance to the Agency 

that the questions in the 1997 guidance document are not being arbitrarily 

answered; rather, that they are being addressed through an FDA-sanctioned 

process and documented accordingly. 

 

The three recommendations above address the requirement in Section 604 of FDASIA to 

clarify how to leverage existing quality system requirements to reduce premarket burden, 

facilitate continual device improvement, and provide reasonable assurance of safety and 

effectiveness of modified devices. 
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In summary, we recommend that the path forward rely on the existing 1997 guidance 

document, with the modifications suggested above.  The 1997 guidance document offer a 

process for the clear interpretation of “could significantly affect safety or effectiveness” 

that is grounded in the FD&C Act, consistent with the regulation and administrative 

history and part of a longstanding Agency position that cannot be changed without 

rulemaking.  Most importantly, the longstanding approach of FDA’s device modification 

regulation, and the explanation in the 1997 Guidance Document of that approach, support 

the public health and ensure that safe, effective, and current renditions of devices are 

available to the patients who need them. 
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SEC. 604. DEVICE MODIFICATIONS REQUIRING PREMARKET NOTIFICATION 

PRIOR TO MARKETING. 

 

Section 510(n) (21 U.S.C. 360(n)) is amended by— 

 

(1) striking ‘‘(n) The Secretary’’ and inserting ‘‘(n)(1) The Secretary’’; and 

 

(2) by adding at the end the following: 

 

‘‘(2)(A) Not later than 18 months after the date of enactment of this paragraph, the Secretary 

shall submit to the Committee on Energy and Commerce of the House of Representatives and the 

Committee on Health, Education, Labor, and Pensions of the Senate a report regarding when a 

premarket notification under subsection (k) should be submitted for a modification or change to a 

legally marketed device. The report shall include the Secretary’s interpretation of the following 

terms: ‘could significantly affect the safety or effectiveness of the device’, ‘a significant change 

or modification in design, material, chemical composition, energy source, or manufacturing 

process’, and ‘major change or modification in the intended use of the device’. The report also 

shall discuss possible processes for industry to use to determine whether anew submission under 

subsection (k) is required and shall analyze how to leverage existing quality system requirements 

to reduce premarket burden, facilitate continual device improvement, and provide reasonable 

assurance of safety and effectiveness of modified devices. In developing such report, the 

Secretary shall consider the input of interested stakeholders. 

 

‘‘(B) The Secretary shall withdraw the Food and Drug Administration draft guidance entitled 

‘Guidance for Industry and FDA Staff—510(k) Device Modifications: Deciding When to Submit 

a 510(k) for a Change to an Existing Device’, dated July 27, 2011, and shall not use this draft 

guidance as part of, or for the basis of, any premarket review or any compliance or enforcement 

decisions or actions. The Secretary shall not issue— 

‘‘(i) any draft guidance or proposed regulation that addresses when to submit a premarket 

notification submission for changes and modifications made to a manufacturer’s previously 

cleared device before the receipt by the Committee on Energy and Commerce of the House of 

Representatives and the Committee on Health, Education, Labor, and Pensions of the Senate of 

the report required in subparagraph (A); and 

‘‘(ii) any final guidance or regulation on that topic for one year after date of receipt of such 

report by the Committee on Energy and Commerce of the House of Representatives and the 

Committee on Health, Education, Labor, and Pensions of the Senate. 

 

‘‘(C) The Food and Drug Administration guidance entitled ‘Deciding When to Submit a 510(k) 

for a Change to an Existing Device’, dated January 10, 1997, shall be in effect until the 

subsequent issuance of guidance or promulgation, if appropriate, of a regulation described in 

subparagraph (B), and the Secretary shall interpret such guidance in a manner that is consistent 

with the manner in which the Secretary has interpreted such guidance since 1997.’’ 

 


