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Commissioner      
Food and Drug Administration 
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Jeffrey E. Shuren, M.D., J.D.        
Director, Center for Devices and Radiological Health  
Food and Drug Administration 
Department of Health and Human Services 
 
Division of Dockets Management (HFA–305) 
Food and Drug Administration 
5630 Fishers Lane, Room 1061 
Rockville, MD 20852 
 
Submitted electronically at www.regulations.gov 
 
RE: Docket No. FDA-2011-D-0652 
 
Dear Dr. Hamburg and Dr. Shuren, 
 
These comments from Public Citizen’s Health Research Group are being submitted in response 
to the Food and Drug Administration’s (FDA’s) request for public comments on the document 
entitled “Draft Guidance for Industry and Food and Drug Administration Staff; The 510(k) 
Program: Evaluating Substantial Equivalence in Premarket Notifications [510(k)]” (76 FR 
81510-81511; Docket No. FDA-2011-D-0652). 
 
In general, we oppose the draft guidance because it would perpetuate the FDA’s long-standing 
overly permissive interpretation of the regulatory provisions for “same intended use” and 
“different technological characteristics.” Such permissive interpretations have allowed the 
agency to clear many novel moderate- to high-risk devices that differ significantly from their 
already marketed predicate devices without these devices undergoing appropriate clinical testing 
to ensure that they are safe and effective, resulting in significant harms to patients.      
 
Our specific comments regarding the guidance are as follows: 
 
(1) Page 7, second paragraph – The draft guidance states the following regarding the intended 

use of a medical device: 
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Safety and effectiveness factor into both parts of this review standard. First, FDA must 
find that the intended use of the device and its predicate are ''the same." As discussed in 
the Intended Use Section of this guidance, differences in the indications for use, such as 
the population for which a device is intended or the disease a device is intended to treat 
do not necessarily result in a new intended use. Such differences result in a new intended 
use when they affect (or may affect) the safety and/or effectiveness of the new device as 
compared to the predicate device and the differences cannot be adequately evaluated 
under the comparative standard of substantial equivalence. 
 

The proposed interpretation of “same intended use” reflected in the above paragraph is 
overly permissive in two respects. First, it allows a new device reviewed under the 510(k) 
process to be considered as having the same intended use even though it is intended to treat a 
completely different disease or disorder than that for which the predicate device is intended 
to treat.  
 
Second, the above guidance inappropriately intertwines the determination of a new device’s 
intended use with the assessment of its safety and effectiveness relative to the cited predicate 
device. While the assessment of safety and effectiveness is relevant to the assessment of a 
new device’s technological characteristics, it is irrelevant to the assessment of whether the 
new device has the same intended use as the predicate device.  
 

(2) Page 9, first paragraph under 1. Multiple Predicates – The draft guidance proposes the 
following regarding 510(k) submissions that cite multiple predicate devices: 

 
In certain circumstances, a manufacturer may use multiple predicate devices to help 
demonstrate substantial equivalence. If the manufacturer intends to use multiple 
predicates to address Decision Points 2-4 on the Flowchart, each predicate device must 
have the same intended use as the new device, and any difference in technological 
characteristics from the predicate devices must not raise different questions of safety and 
effectiveness.   
 

We strongly endorse this provision, which would abolish the FDA’s prior practice of 
allowing split predicates where a manufacturer cites one predicate device for establishing 
same intended use and another for assessing a device’s technological characteristics. Under 
the proposed guidance, if multiple predicate devices are cited, each predicate must have the 
same intended use as the new device. 

 
(3) Pages 10-11, multiple predicate scenarios – The two scenarios in the draft guidance provide 

examples of 510(k) submissions using multiple predicate devices where the agency would 
find the new device to be substantially equivalent to the cited predicates. It would be helpful 
if the guidance was expanded to include scenarios of 510(k) submissions using multiple 
predicates that would result in a determination of not substantially equivalent.  
 

(4) Page 13, paragraph under 3. Identification and Documentation of the Predicate(s) – The 
draft guidance includes the following recommendations: 
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Although manufacturers may cite more than one predicate device in a 510(k), FDA 
recommends that the manufacturer identify the primary predicate device to which a 
substantial equivalence claim is being made. Further, as part of the decision-making 
process, FDA should clearly cite the predicate device relied upon in determining 
substantial equivalence for the new device in its review documentation. If multiple 
predicates or reference devices are used in accordance with this guidance, the 
manufacturer should identify each device and explain why more than one predicate or a 
reference device is necessary and appropriate to support substantial equivalence. 
Manufacturers should choose the most appropriate predicate for their new device. 
 

We support these recommendations because they will limit the misuse of the option of citing 
multiple predicates in a 510(k) submission. 

 
(5) Pages 13-15, section D. Intended Use – The draft guidance offers the following explanation 

regarding the agency’s approach to assessing the intended use of a device reviewed under the 
510(k) process: 

 
D. Intended Use 
 
Under section 513(i) of the FD&C Act, FDA may only determine that a device is 
substantially equivalent to a predicate device if it has the same intended use … A finding 
of a new intended use for a device found NSE is relatively rare. Approximately 10% of all 
NSE decisions are due to a new intended use. This type of NSE determination generally 
reflects a finding that a change in the indications for use of a device creates a new 
intended use. This section of the guidance provides further clarification about the terms 
“intended use” and “indications for use,” describes how FDA determines what the 
intended use of a device is, and provides examples of changes in indications for use that 
may constitute a new intended use making the device ineligible for review under the 
510(k) program. 
 
   1. Explanation of Intended Use and Indications for Use 
 
For purposes of substantial equivalence, the term intended use means the general 
purpose of the device - or what the device does - and encompasses the indications for 
use. The term indications for use describes the disease or condition the device will 
diagnose, treat, prevent, cure or mitigate, including a description of the patient 
population for which the device is intended. The intended use of a device is one criterion 
that determines whether a device can be cleared for marketing through the 510(k) 
process or must be evaluated in a PMA application or, if appropriate, a De Novo 
petition. The indications for use statement in a 510(k) is one factor used to determine a 
device's intended use. 
 
A finding of substantial equivalence means that the indications for use of the new device 
fall within the intended use of the predicate device and, therefore, the two devices have 
the same intended use … 
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   2. Determining Intended Use 
 
Section 513(i)(l)(E)(i) provides that the FDA’s determination of intended use of a device 
“shall be based on the proposed labeling” submitted in a 510(k). When a review of the 
indications for use and all other information in the proposed labeling submitted with a 
510(k) supports an intended use that is the same as that of the predicate device, FDA will 
determine that the new device and predicate device have the same intended use. 
 
When a review of the labeling submitted with a 510(k) shows that the indications for use 
of a new device and predicate device differ, FDA must evaluate whether the new 
indications for use fall within the same intended use as that of the predicate device. As 
described in Section IV.A, because the substantial equivalence determination is grounded 
in safety and effectiveness, this determination depends upon the safety and effectiveness 
of the new device for the new indication relative to the safety and effectiveness of the 
predicate device. 
 
Once FDA has determined the indications for use of the new device upon review of the 
proposed labeling, FDA may rely upon information regarding the safety and effectiveness 
of the new indications for use that does not appear in the proposed labeling submitted 
with the 510(k) … 
 
   3. Determining When Indications for Use Result in a New Intended Use 
 
Not every change in indications for use that may affect safety or effectiveness will result 
in a finding of a new intended use. Only a change in the indications for use that raises 
different questions of safety and effectiveness and precludes a meaningful comparison 
with the predicate device constitutes a new intended use. FDA may find changes in 
indications for use of a device to constitute a new intended use when the changes raise a 
safety or effectiveness issue that was not raised by the predicate device or when the 
changes have the potential to significantly increase a safety or effectiveness concern 
raised by the predicate device. 

 
The discussion of the evaluation of the intended use of a new device submitted under the 
510(k) process perpetuates the agency’s overly permissive interpretation of “same intended 
use.” Furthermore, the guidance fails to provide adequate clarity regarding (a) the distinction 
between “intended use” and “indications for use;” and (b) the criteria the agency uses for 
determining whether a new device has the same intended use as the cited predicate device 
when their indications for use differ.  
 
We again note that the above guidance inappropriately intertwines the determination of a 
new device’s intended use with the assessment of its safety and effectiveness relative to the 
cited predicate device. While the assessment of safety and effectiveness is relevant to the 
assessment of a new device’s technological characteristics, it is irrelevant to the assessment 
of whether the new device has the same intended use as the predicate device. 
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In its 2010 report entitled “Medical Devices and the Public’s Health: The FDA 510(k) 
Clearance Process at 35 Years,”1 the Institute of Medicine’s (IOM’s) Committee on the 
Public Health Effectiveness of the FDA 510(k) Clearance Process observed the following 
regarding the determination of “same intended use:” 
 

The determinations of “intended use” and “indications for use” are critical elements in 
the 510(k) process because they directly affect the determination of substantial 
equivalence (see Figure 4-1). To continue through the 510(k) process, a new device must 
have the same intended use as its predicate. However, a device is not required to have the 
same indications for use as the predicate (FDA, 2010b) … It is important to note that 
terms intended use and indications for use were developed for other regulatory purposes 
but have been adapted by [the Center for Devices and Radiological Health (CDRH)] to 
be used as part of the substantial-equivalence decision-making process of the 510(k) 
review (FDA, 1997). 

  
Finding 4-3 The key regulatory terms intended use and indications for use are poorly 
defined and are susceptible to varying interpretations that lead to inconsistency in 
decision-making and create confusion among FDA staff, industry, Congress, the 
courts, and consumers. 

 
We agree with the IOM committee’s finding. The FDA’s permissive interpretation of the 
term “same intended use” is among the many problems with the 510(k) process that we have 
emphasized in the past.2 The intended use of a device and its labeled indication are not the 
same. In the absence of a statutory definition of “same intended use,” CDRH practice permits 
a lenient interpretation of this term. The agency has asserted that its “scientific expertise 
enables it to exercise considerable discretion in construing intended uses.”3 In practice, the 
FDA has permitted even novel implantable devices to be reviewed and cleared under the 
510(k) process. Such lenient interpretations have allowed unsafe and ineffective devices to 
reach the market, and the draft guidance, if finalized as written, will allow such problems to 
recur.  

(6) Pages 16-18, Section E. Technological Characteristics – The FDA offers the following 
guidance regarding its assessment of technological characteristics of a device under the 
510(k) process: 

 
E. Technological Characteristics 
 
After FDA has determined that a valid predicate device exists for a new device and that 
both devices have the same intended use, FDA will move to Decision Points 3 and 4 of 
the Flowchart (see Appendix A). In these steps of the 510(k) review process, FDA 
compares the technological characteristics of the new device and the predicate device to 
determine whether differences exist, and whether any differences in technology raise 
different questions of safety and effectiveness. Although devices reviewed under the 
510(k) program commonly have technological differences from their predicate devices, 
FDA rarely makes a finding of [not substantially equivalent] at Decision Point 4 … 
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3. Step 3 -Determination of Whether the Differences in Technological 
Characteristics Raise Different Questions of Safety and Effectiveness 

 
If FDA determines that there are differences in the technological characteristics of the 
new device and the predicate device, FDA reviews and evaluates all relevant information 
bearing on any such differences in technological characteristics to determine whether 
they raise different questions of safety and effectiveness for the new device as compared 
to the predicate device (Decision Point 4 on the Flowchart). A "different question of 
safety or effectiveness" is a question raised by the technological characteristics of the 
new device that was not applicable in the 510(k) for the predicate device, and poses an 
important safety or effectiveness concern for the new device. 

 
Like the draft guidance on assessing intended use, the proposed guidance on determining 
whether identified differences in technological characteristics between a new device and its 
cited predicate raise different questions of safety and effectiveness would continue the FDA’s 
overly permissive interpretation of this regulatory provision under the 510(k) process. In 
particular, the definition of what the agency considers to be a “different question of safety or 
effectiveness” is too narrowly constructed. Such an interpretation has led to devices serving 
as predicates for markedly dissimilar devices cleared under the 510(k) process. We urge the 
FDA to revise the guidance to broaden what it considers to be “different questions of safety 
and effectiveness” when there are differences in technological characteristics between a new 
device and its cited predicate. 

 
(7) Page 21, paragraph under 2. Technological Differences – The draft guidance states the 

following: 
 

FDA may request clinical data for a 510(k) when the technological differences between 
the new device and predicate device are significant but do not support an immediate NSE 
determination due to different questions of safety and effectiveness. In these limited 
situations, clinical data may be needed to evaluate the safety and effectiveness of the new 
device as compared to the predicate device. 

  
The FDA should always request clinical data for a 510(k) device whenever (a) the 
technological differences between the new device and predicate device are significant; and 
(b) the new device is intended to be permanently implanted, life-sustaining, or life-
supporting.   

 
(8) Page 24, first paragraph – The draft guidance notes the following regarding the special 

510(k) program: 
 
The Special 510(k) Program is intended to facilitate the submission, review, and 
clearance of a modification to a manufacturer's device that is already cleared for 
distribution into interstate commerce via a 510(k) submission. A modification to a 
marketed device may qualify for a Special 510(k) when all three of the following factors 
are met: 
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• the requested modification is made to a legally marketed device and submitted by the 
owner of that device; 

• the indications for use and fundamental scientific technology of the proposed device are 
unchanged from the legally marketed device; and 

• the manufacturer is in conformance with the Quality System (QS) regulation. 
 
Special 510(k)s are considered appropriate where, under certain circumstances, 
compliance with design controls are sufficient to permit a more streamlined submission. 

 
Regarding this part of the guidance, the following comment was submitted anonymously to 
the FDA docket for the draft guidance:4  

 
Special 510(k)s sometimes include multiple changes to a device. The sum of these 
changes should be considered when deciding whether the device is to be reviewed as a 
special or as a traditional 510(k). Therefore, it would be recommended to limit the 
number of changes that can be made in a special. If too many changes made, the 
submission should be sent as a traditional 510(k). 

 
We agree with this comment. 

 
In closing, we urge the FDA to adopt more restrictive interpretations of the regulatory provisions 
for “same intended use” and “different technological characteristics.” 
 
Thank you for the opportunity to comment on the draft guidance. 
 
Sincerely, 
 
 

 
Michael A. Carome, M.D. 
Deputy Director 
Public Citizen’s Health Research Group 

 
Sidney M. Wolfe, M.D. 
Director 
Public Citizen’s Health Research Group 
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