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under section 515 of the act consists of 
FDA’s issuance of an order approving 
an application for premarket approval 
(PMA) for the device or declaring com-
pleted a product development protocol 
(PDP) for the device. 

(a) Before FDA requires that a device 
commercially distributed before the 
enactment date of the amendments, or 
a device that has been found substan-
tially equivalent to such a device, has 
an approval under section 515 of the act 
FDA must promulgate a regulation 
under section 515(b) of the act requir-
ing such approval, except as provided 
in paragraph (b) of this section. Such a 
regulation under section 515(b) of the 
act shall not be effective during the 
grace period ending on the 90th day 
after its promulgation or on the last 
day of the 30th full calendar month 
after the regulation that classifies the 
device into class III is effective, which-
ever is later. See section 501(f)(2)(B) of 
the act. Accordingly, unless an effec-
tive date of the requirement for pre-
market approval is shown in the regu-
lation for a device classified into class 
III in this part, the device may be com-
mercially distributed without FDA’s 
issuance of an order approving a PMA 
or declaring completed a PDP for the 
device. If FDA promulgates a regula-
tion under section 515(b) of the act re-
quiring premarket approval for a de-
vice, section 501(f)(1)(A) of the act ap-
plies to the device. 

(b) Any new, not substantially equiv-
alent, device introduced into commer-
cial distribution on or after May 28, 
1976, including a device formerly mar-
keted that has been substantially al-
tered, is classified by statute (section 
513(f) of the act) into class III without 
any grace period and FDA must have 
issued an order approving a PMA or de-
claring completed a PDP for the device 
before the device is commercially dis-
tributed unless it is reclassified. If 
FDA knows that a device being com-
mercially distributed may be a ‘‘new’’ 
device as defined in this section be-
cause of any new intended use or other 
reasons, FDA may codify the statutory 
classification of the device into class 
III for such new use. Accordingly, the 
regulation for such a class III device 
states that as of the enactment date of 
the amendments, May 28, 1976, the de-

vice must have an approval under sec-
tion 515 of the act before commercial 
distribution. 

[52 FR 17732, May 11, 1987] 

§ 864.9 Limitations of exemptions from 
section 510(k) of the Federal Food, 
Drug, and Cosmetic Act (the act). 

The exemption from the requirement 
of premarket notification (section 
510(k) of the act) for a generic type of 
class I or II device is only to the extent 
that the device has existing or reason-
ably foreseeable characteristics of 
commercially distributed devices with-
in that generic type or, in the case of 
in vitro diagnostic devices, only to the 
extent that misdiagnosis as a result of 
using the device would not be associ-
ated with high morbidity or mortality. 
Accordingly, manufacturers of any 
commercially distributed class I or II 
device for which FDA has granted an 
exemption from the requirement of 
premarket notification must still sub-
mit a premarket notification to FDA 
before introducing or delivering for in-
troduction into interstate commerce 
for commercial distribution the device 
when: 

(a) The device is intended for a use 
different from the intended use of a le-
gally marketed device in that generic 
type of device; e.g., the device is in-
tended for a different medical purpose, 
or the device is intended for lay use 
where the former intended use was by 
health care professionals only; 

(b) The modified device operates 
using a different fundamental sci-
entific technology than a legally mar-
keted device in that generic type of de-
vice; e.g., a surgical instrument cuts 
tissue with a laser beam rather than 
with a sharpened metal blade, or an in 
vitro diagnostic device detects or iden-
tifies infectious agents by using 
deoxyribonucleic acid (DNA) probe or 
nucleic acid hybridization technology 
rather than culture or immunoassay 
technology; or 

(c) The device is an in vitro device 
that is intended: 

(1) For use in the diagnosis, moni-
toring, or screening of neoplastic dis-
eases with the exception of 
immunohistochemical devices; 
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(2) For use in screening or diagnosis 
of familial or acquired genetic dis-
orders, including inborn errors of me-
tabolism; 

(3) For measuring an analyte that 
serves as a surrogate marker for 
screening, diagnosis, or monitoring 
life-threatening diseases such as ac-
quired immune deficiency syndrome 
(AIDS), chronic or active hepatitis, tu-
berculosis, or myocardial infarction or 
to monitor therapy; 

(4) For assessing the risk of cardio-
vascular diseases; 

(5) For use in diabetes management; 
(6) For identifying or inferring the 

identity of a microorganism directly 
from clinical material; 

(7) For detection of antibodies to 
microorganisms other than 
immunoglobulin G (IgG) or IgG assays 
when the results are not qualitative, or 
are used to determine immunity, or the 
assay is intended for use in matrices 
other than serum or plasma; 

(8) For noninvasive testing as defined 
in § 812.3(k) of this chapter; and 

(9) For near patient testing (point of 
care). 

[65 FR 2310, Jan. 14, 2000] 

Subpart B—Biological Stains 

§ 864.1850 Dye and chemical solution 
stains. 

(a) Identification. Dye and chemical 
solution stains for medical purposes 
are mixtures of synthetic or natural 
dyes or nondye chemicals in solutions 
used in staining cells and tissues for di-
agnostic histopathology, 
cytopathology, or hematology. 

(b) Classification. Class I (general con-
trols). These devices are exempt from 
the premarket notification procedures 
in subpart E of part 807 of this chapter 
subject to the limitations in § 864.9. 
These devices are also exempt from the 
current good manufacturing practice 
requirements of the quality system 
regulation in part 820 of this chapter, 
with the exception of § 820.180, with re-
spect to general requirements con-
cerning records, and § 820.198, with re-
spect to complaint files. 

[45 FR 60583, Sept. 12, 1980, as amended at 54 
FR 25044, June 12, 1989; 66 FR 38789, July 25, 
2001] 

§ 864.1860 Immunohistochemistry re-
agents and kits. 

(a) Identification. 
Immunohistochemistry test systems 
(IHC’s) are in vitro diagnostic devices 
consisting of polyclonal or monoclonal 
antibodies labeled with directions for 
use and performance claims, which 
may be packaged with ancillary re-
agents in kits. Their intended use is to 
identify, by immunological techniques, 
antigens in tissues or cytologic speci-
mens. Similar devices intended for use 
with flow cytometry devices are not 
considered IHC’s. 

(b) Classification of 
immunohistochemistry devices. (1) Class I 
(general controls). Except as described 
in paragraphs (b)(2) and (b)(3) of this 
section, these devices are exempt from 
the premarket notification require-
ments in part 807, subpart E of this 
chapter. This exemption applies to 
IHC’s that provide the pathologist with 
adjunctive diagnostic information that 
may be incorporated into the patholo-
gist’s report, but that is not ordinarily 
reported to the clinician as an inde-
pendent finding. These IHC’s are used 
after the primary diagnosis of tumor 
(neoplasm) has been made by conven-
tional histopathology using 
nonimmunologic histochemical stains, 
such as hematoxylin and eosin. Exam-
ples of class I IHC’s are differentiation 
markers that are used as adjunctive 
tests to subclassify tumors, such as 
keratin. 

(2) Class II (special control, guidance 
document: ‘‘FDA Guidance for Submis-
sion of Immunohistochemistry Appli-
cations to the FDA,’’ Center for De-
vices and Radiologic Health, 1998). 
These IHC’s are intended for the detec-
tion and/or measurement of certain 
target analytes in order to provide 
prognostic or predictive data that are 
not directly confirmed by routine 
histopathologic internal and external 
control specimens. These IHC’s provide 
the pathologist with information that 
is ordinarily reported as independent 
diagnostic information to the ordering 
clinician, and the claims associated 
with these data are widely accepted 
and supported by valid scientific evi-
dence. Examples of class II IHC’s are 
those intended for semiquantitative 
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