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approval. For example, FDA may re-
quire as a condition to approval: 

(1) The submission of certain infor-
mation identified in the approvable let-
ter, e.g., final labeling; 

(2) Restrictions imposed on the de-
vice under section 520(e) of the act; 

(3) Postapproval requirements as de-
scribed in subpart E of this part; and 

(4) An FDA inspection that finds the 
manufacturing facilities, methods, and 
controls in compliance with part 820 of 
this chapter and, if applicable, that 
verifies records pertinent to the HDE. 

(d) Not approvable letter. FDA will 
send the applicant a not approvable 
letter if the agency believes that the 
application may not be approved for 
one or more of the reasons given in 
§ 814.118. The not approvable letter will 
describe the deficiencies in the applica-
tion and, where practical, will identify 
measures required to place the HDE in 
approvable form. The applicant may 
respond to the not approvable letter in 
the same manner as permitted for not 
approvable letters for PMA’s under 
§ 814.44(f), with the exception that if a 
major HDE amendment is submitted, 
the review period may be extended up 
to 75 days. 

(e) FDA will consider an HDE to have 
been withdrawn voluntarily if: 

(1) The applicant fails to respond in 
writing to a written request for an 
amendment within 75 days after the 
date FDA issues such request; 

(2) The applicant fails to respond in 
writing to an approvable or not approv-
able letter within 75 days after the date 
FDA issues such letter; or 

(3) The applicant submits a written 
notice to FDA that the HDE has been 
withdrawn. 

[61 FR 33244, June 26, 1996, as amended at 63 
FR 59221, Nov. 3, 1998] 

§ 814.118 Denial of approval or with-
drawal of approval of an HDE. 

(a) FDA may deny approval or with-
draw approval of an application if the 
applicant fails to meet the require-
ments of section 520(m) of the act or of 
this part, or of any condition of ap-
proval imposed by an IRB or by FDA, 
or any postapproval requirements im-
posed under § 814.126. In addition, FDA 
may deny approval or withdraw ap-
proval of an application if, upon the 

basis of the information submitted in 
the HDE or any other information be-
fore the agency, FDA determines that: 

(1) There is a lack of a showing of 
reasonable assurance that the device is 
safe under the conditions of use pre-
scribed, recommended, or suggested in 
the labeling thereof; 

(2) The device is ineffective under the 
conditions of use prescribed, rec-
ommended, or suggested in the labeling 
thereof; 

(3) The applicant has not dem-
onstrated that there is a reasonable 
basis from which to conclude that the 
probable benefit to health from the use 
of the device outweighs the risk of in-
jury or illness, taking into account the 
probable risks and benefits of currently 
available devices or alternative forms 
of treatment; 

(4) The application or a report sub-
mitted by or on behalf of the applicant 
contains an untrue statement of mate-
rial fact, or omits material informa-
tion; 

(5) The device’s labeling does not 
comply with the requirements in part 
801 or part 809 of this chapter; 

(6) A nonclinical laboratory study 
that is described in the HDE and that 
is essential to show that the device is 
safe for use under the conditions pre-
scribed, recommended, or suggested in 
its proposed labeling, was not con-
ducted in compliance with the good 
laboratory practice regulations in part 
58 of this chapter and no reason for the 
noncompliance is provided or, if it is, 
the differences between the practices 
used in conducting the study and the 
good laboratory practice regulations do 
not support the validity of the study; 

(7) Any clinical investigation involv-
ing human subjects described in the 
HDE, subject to the institutional re-
view board regulations in part 56 of 
this chapter or the informed consent 
regulations in part 50 of this chapter, 
was not conducted in compliance with 
those regulations such that the rights 
or safety of human subjects were not 
adequately protected; 

(8) The applicant does not permit an 
authorized FDA employee an oppor-
tunity to inspect at a reasonable time 
and in a reasonable manner the facili-
ties and controls, and to have access to 
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and to copy and verify all records per-
tinent to the application; or 

(9) The device’s HUD designation 
should be revoked in accordance with 
§ 814.102(c). 

(b) If FDA issues an order denying 
approval of an application, the agency 
will comply with the same notice and 
disclosure provisions required for 
PMA’s under § 814.45(b) and (d), as ap-
plicable. 

(c) FDA will issue an order denying 
approval of an HDE after an approvable 
or not approvable letter has been sent 
and the applicant: 

(1) Submits a requested amendment 
but any ground for denying approval of 
the application under § 814.118(a) still 
applies; 

(2) Notifies FDA in writing that the 
requested amendment will not be sub-
mitted; or 

(3) Petitions for review under section 
515(d)(3) of the act by filing a petition 
in the form of a petition for reconsider-
ation under § 10.33 of this chapter. 

(d) Before issuing an order with-
drawing approval of an HDE, FDA will 
provide the applicant with notice and 
an opportunity for a hearing as re-
quired for PMA’s under § 814.46(c) and 
(d), and will provide the public with no-
tice in accordance with § 814.46(e), as 
applicable. 

[61 FR 33244, June 26, 1996, as amended at 63 
FR 59221, Nov. 3, 1998] 

§ 814.120 Temporary suspension of ap-
proval of an HDE. 

An HDE or HDE supplement may be 
temporarily suspended for the same 
reasons and in the same manner as pre-
scribed for PMA’s in § 814.47. 

[63 FR 59221, Nov. 3, 1998] 

§ 814.122 Confidentiality of data and 
information. 

(a) Requirement for disclosure. The 
‘‘HDE file’’ includes all data and infor-
mation submitted with or referenced in 
the HDE, any IDE incorporated into 
the HDE, any HDE amendment or sup-
plement, any report submitted under 
§ 814.126, any master file, or any other 
related submission. Any record in the 
HDE file will be available for public 
disclosure in accordance with the pro-

visions of this section and part 20 of 
this chapter. 

(b) Extent of disclosure. Disclosure by 
FDA of the existence and contents of 
an HDE file shall be subject to the 
same rules that pertain to PMA’s 
under § 814.9(b) through (h), as applica-
ble. 

§ 814.124 Institutional Review Board 
requirements. 

(a) IRB approval. The HDE holder is 
responsible for ensuring that a HUD 
approved under this subpart is adminis-
tered only in facilities having an Insti-
tutional Review Board (IRB) con-
stituted and acting pursuant to part 56 
of this chapter, including continuing 
review of use of the device. In addition, 
a HUD may be administered only if 
such use has been approved by the IRB 
located at the facility or by a similarly 
constituted IRB that has agreed to 
oversee such use and to which the local 
IRB has deferred in a letter to the HDE 
holder, signed by the IRB chair or an 
authorized designee. If, however, a phy-
sician in an emergency situation deter-
mines that approval from an IRB can-
not be obtained in time to prevent seri-
ous harm or death to a patient, a HUD 
may be administered without prior ap-
proval by the IRB located at the facil-
ity or by a similarly constituted IRB 
that has agreed to oversee such use. In 
such an emergency situation, the phy-
sician shall, within 5 days after the use 
of the device, provide written notifica-
tion to the chairman of the IRB of such 
use. Such written notification shall in-
clude the identification of the patient 
involved, the date on which the device 
was used, and the reason for the use. 

(b) Withdrawal of IRB approval. A 
holder of an approved HDE shall notify 
FDA of any withdrawal of approval for 
the use of a HUD by a reviewing IRB 
within 5 working days after being noti-
fied of the withdrawal of approval. 

[61 FR 33244, June 26, 1996, as amended at 63 
FR 59221, Nov. 3, 1998] 

§ 814.126 Postapproval requirements 
and reports. 

(a) An HDE approved under this sub-
part H shall be subject to the post-
approval requirements and reports set 
forth under subpart E of this part, as 
applicable, with the exception of 
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