
238 

21 CFR Ch. I (4–1–07 Edition) § 25.21 

(h) Withdrawal of existing approvals 
of FDA-approved articles, unless cat-
egorically excluded in §§ 25.31 (d) or (k), 
25.32(m), or 25.33 (g) or (h). 

(i) Approval of food additive petitions 
and color additive petitions, approval 
of requests for exemptions for inves-
tigational use of food additives, the 
granting of requests for exemption 
from regulation as a food additive 
under § 170.39 of this chapter, and al-
lowing notifications submitted under 
21 U.S.C. 348(h) to become effective, un-
less categorically excluded in § 25.32(b), 
(c), (i), (j), (k), (l), (o), (q), or (r). 

(j) Establishment of a tolerance for 
unavoidable poisonous or deleterious 
substances in food or in packaging ma-
terials to be used for food. 

(k) Affirmation of a food substance as 
GRAS for humans or animals, on 
FDA’s initiative or in response to a pe-
tition, under parts 182, 184, 186, or 582 of 
this chapter and establishment or 
amendment of a regulation for a prior- 
sanctioned food ingredient, as defined 
in §§ 170.3(l) and 181.5(a) of this chapter, 
unless categorically excluded in § 25.32 
(f), (k), or (r). 

(l) Approval of NDA’s, abbreviated 
applications, applications for mar-
keting approval of a biologic product, 
supplements to such applications, and 
actions on IND’s, unless categorically 
excluded in § 25.31 (a), (b), (c), (e), or (l). 

(m) Approval of NADA’s, abbreviated 
applications, supplements, and actions 
on INAD’s, unless categorically ex-
cluded under § 25.33 (a), (c), (d), or (e). 

(n) Approval of PMA’s for medical de-
vices, notices of completion of PDP’s 
for medical devices, authorizations to 
commence clinical investigation under 
an approved PDP, or applications for 
an IDE, unless categorically excluded 
in § 25.34. 

[62 FR 40592, July 29, 1997, as amended at 65 
FR 30355, May 11, 2000] 

§ 25.21 Extraordinary circumstances. 
As required under 40 CFR 1508.4, FDA 

will require at least an EA for any spe-
cific action that ordinarily would be 
excluded if extraordinary cir-
cumstances indicate that the specific 
proposed action may significantly af-
fect the quality of the human environ-
ment (see 40 CFR 1508.27 for examples 
of significant impacts). Examples of 

such extraordinary circumstances in-
clude: 

(a) Actions for which available data 
establish that, at the expected level of 
exposure, there is the potential for se-
rious harm to the environment; and 

(b) Actions that adversely affect a 
species or the critical habitat of a spe-
cies determined under the Endangered 
Species Act or the Convention on 
International Trade in Endangered 
Species of Wild Flora and Fauna to be 
endangered or threatened or wild flora 
or fauna that are entitled to special 
protection under some other Federal 
law. 

§ 25.22 Actions requiring the prepara-
tion of an environmental impact 
statement. 

(a) There are no categories of agency 
actions that routinely significantly af-
fect the quality of the human environ-
ment and that therefore ordinarily re-
quire the preparation of an EIS. 

(b) EIS’s are prepared for agency ac-
tions when evaluation of data or infor-
mation in an EA or otherwise available 
to the agency leads to a finding by the 
responsible agency official that a pro-
posed action may significantly affect 
the quality of the human environment. 

Subpart C—Categorical 
Exclusions 

§ 25.30 General. 
The classes of actions listed in this 

section and §§ 25.31 through 25.34 are 
categorically excluded and, therefore, 
ordinarily do not require the prepara-
tion of an EA or an EIS: 

(a) Routine administrative and man-
agement activities, including inspec-
tions, and issuance of field compliance 
programs, program circulars, or field 
investigative assignments. 

(b) Recommendation for an enforce-
ment action to be initiated in a Fed-
eral court. 

(c) Agency requests for initiation of 
recalls. 

(d) Destruction or disposition of any 
FDA-regulated article condemned after 
seizure or the distribution or use of 
which has been enjoined or following 
detention or recall at agency request if 
the method of destruction or disposi-
tion of the article, including packaging 
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material, is in compliance with all 
Federal, State, and local requirements. 

(e) Extramural contracts, other 
agreements, or grants for statistical 
and epidemiological studies, surveys 
and inventories, literature searches, 
and report and manual preparation, or 
any other studies that will not result 
in the production or distribution of any 
substance and, therefore, will not re-
sult in the introduction of any sub-
stance into the environment. 

(f) Extramural contracts, other 
agreements, and grants for research for 
such purposes as to develop analytical 
methods or other test methodologies. 

(g) Activities of voluntary Federal- 
State cooperative programs, including 
issuance of model regulations proposed 
for State adoption. 

(h) Issuance, amendment, or revoca-
tion of procedural or administrative 
regulations and guidance documents, 
including procedures for submission of 
applications for product development, 
testing and investigational use, and ap-
proval. 

(i) Corrections and technical changes 
in regulations. 

(j) Issuance of CGMP regulations, 
HACCP regulations, establishment 
standards, emergency permit control 
regulations, GLP regulations, and 
issuance or denial of permits, exemp-
tions, variances, or stays under these 
regulations. 

(k) Establishment or repeal by regu-
lation of labeling requirements for 
marketed articles if there will be no in-
crease in the existing levels of use or 
change in the intended uses of the 
product or its substitutes. 

(l) Routine maintenance and minor 
construction activities such as: 

(1) Repair to or replacement of equip-
ment or structural components (e.g., 
door, roof, or window) of facilities con-
trolled by FDA; 

(2) Lease extensions, renewals, or 
succeeding leases; 

(3) Construction or lease construc-
tion of 10,000 square feet or less of oc-
cupiable space; 

(4) Relocation of employees into ex-
isting owned or currently leased space; 

(5) Acquisition of 20,000 square feet or 
less of occupiable space in a structure 
that was substantially completed be-

fore the issuance of solicitation for of-
fers; and 

(6) Acquisition of between 20,000 
square feet and 40,000 square feet of oc-
cupiable space if it constitutes less 
than 40 percent of the occupiable space 
in a structure that was substantially 
completed before the solicitation for 
offers. 

(m) Disposal of low-level radioactive 
waste materials (as defined in the Nu-
clear Regulatory Commission regula-
tions at 10 CFR 61.2) and chemical 
waste materials generated in the lab-
oratories serviced by the contracts ad-
ministered by FDA, if the waste is dis-
posed of in compliance with all applica-
ble Federal, State, and local require-
ments. 

[62 FR 40592, July 29, 1997, as amended at 65 
FR 56479, Sept. 19, 2000] 

§ 25.31 Human drugs and biologics. 

The classes of actions listed in this 
section are categorically excluded and, 
therefore, ordinarily do not require the 
preparation of an EA or an EIS: 

(a) Action on an NDA, abbreviated 
application, application for marketing 
approval of a biologic product, or a 
supplement to such applications, or ac-
tion on an OTC monograph, if the ac-
tion does not increase the use of the 
active moiety. 

(b) Action on an NDA, abbreviated 
application, or a supplement to such 
applications, or action on an OTC 
monograph, if the action increases the 
use of the active moiety, but the esti-
mated concentration of the substance 
at the point of entry into the aquatic 
environment will be below 1 part per 
billion. 

(c) Action on an NDA, abbreviated 
application, application for marketing 
approval of a biologic product, or a 
supplement to such applications, or ac-
tion on an OTC monograph, for sub-
stances that occur naturally in the en-
vironment when the action does not 
alter significantly the concentration or 
distribution of the substance, its me-
tabolites, or degradation products in 
the environment. 

(d) Withdrawal of approval of an NDA 
or an abbreviated application. 

(e) Action on an IND. 
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(f) Testing and release by the Food 
and Drug Administration of lots or 
batches of a licensed biologic product. 

(g) Establishment of bioequivalence 
requirements for a human drug or a 
comparability determination for a bio-
logic product subject to licensing. 

(h) Issuance, revocation, or amend-
ment of a standard for a biologic prod-
uct. 

(i) Revocation of a license for a bio-
logic product. 

(j) Action on an application for mar-
keting approval for marketing of a bio-
logic product for transfusable human 
blood or blood components and plasma. 

[62 FR 40592, July 29, 1997, as amended at 63 
FR 26697, May 13, 1998; 64 FR 399, Jan. 5, 1999; 
70 FR 14980, Mar. 24, 2005] 

§ 25.32 Foods, food additives, and color 
additives. 

The classes of actions listed in this 
section are categorically excluded and, 
therefore, ordinarily do not require the 
preparation of an EA or an EIS: 

(a) Issuance, amendment, or repeal of 
a food standard. 

(b) Action on a request for exemption 
for investigational use of a food addi-
tive if the food additive to be shipped 
under the request is intended to be 
used for clinical studies or research. 

(c) Approval of a color additive peti-
tion to change a provisionally listed 
color additive to permanent listing for 
use in food, drugs, devices, or cos-
metics. 

(d) Testing and certification of 
batches of a color additive. 

(e) Issuance of an interim food addi-
tive regulation. 

(f) Affirmation of a food substance as 
GRAS for humans or animals on FDA’s 
initiative or in response to a petition, 
under parts 182, 184, 186, or 582 of this 
chapter, and establishment or amend-
ment of a regulation for a prior-sanc-
tioned food ingredient, as defined in 
§§ 170.3(l) and 181.5(a) of this chapter, if 
the substance or food ingredient is al-
ready marketed in the United States 
for the proposed use. 

(g) Issuance and enforcement of regu-
lations relating to the control of com-
municable diseases or to interstate 
conveyance sanitation under parts 1240 
and 1250 of this chapter. 

(h) Approval of a request for diver-
sion of adulterated or misbranded food 
for humans or animals to use as animal 
feeds. 

(i) Approval of a food additive peti-
tion or GRAS affirmation petition, the 
granting of a request for exemption 
from regulation as a food additive 
under § 170.39 of this chapter, or allow-
ing a notification submitted under 21 
U.S.C. 348(h) to become effective, when 
the substance is present in finished 
food-packaging material at not greater 
than 5 percent-by-weight and is ex-
pected to remain with finished food- 
packaging material through use by 
consumers or when the substance is a 
component of a coating of a finished 
food-packaging material. 

(j) Approval of a food additive peti-
tion or GRAS affirmation petition, the 
granting of a request for exemption 
from regulation as a food additive 
under § 170.39 of this chapter, or allow-
ing a notification submitted under 21 
U.S.C. 348(h) to become effective, when 
the substance is to be used as a compo-
nent of a food-contact surface of per-
manent or semipermanent equipment 
or of another food-contact article in-
tended for repeated use. 

(k) Approval of a food additive peti-
tion, color additive petition, or GRAS 
affirmation petition, or allowing a no-
tification submitted under 21 U.S.C. 
348(h) to become effective, for sub-
stances added directly to food that are 
intended to remain in food through in-
gestion by consumers and that are not 
intended to replace macronutrients in 
food. 

(l) Approval of a petition for color ad-
ditives used in contact lenses, sutures, 
filaments used as supporting haptics in 
intraocular lenses, bone cement, and in 
other FDA-regulated products having 
similarly low levels of use. 

(m) Action to prohibit or otherwise 
restrict or reduce the use of a sub-
stance in food, food packaging, or cos-
metics. 

(n) Issuance, amendment, or revoca-
tion of a regulation pertaining to in-
fant formulas. 

(o) Approval of a food additive peti-
tion for the intended expression prod-
uct(s) present in food derived from new 
plant varieties. 
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(p) Issuance, amendment, or revoca-
tion of a regulation in response to a 
reference amount petition as described 
in § 101.12(h) of this chapter, a nutrient 
content claim petition as described in 
§ 101.69 of this chapter, a health claim 
petition as described in § 101.70 of this 
chapter, or a petition pertaining to the 
label declaration of ingredients as de-
scribed in § 101.103 of this chapter. 

(q) Approval of a food additive peti-
tion, the granting of a request for ex-
emption from regulation as a food ad-
ditive under § 170.39 of this chapter, or 
allowing a notification submitted 
under 21 U.S.C. 348(h) to become effec-
tive for a substance registered by the 
Environmental Protection Agency 
under FIFRA for the same use re-
quested in the petition, request for ex-
emption, or notification. 

(r) Approval of a food additive peti-
tion, color additive, GRAS affirmation 
petition, or allowing a notification sub-
mitted under 21 U.S.C. 348(h) to become 
effective for a substance that occurs 
naturally in the environment, when 
the action does not alter significantly 
the concentration or distribution of 
the substance, its metabolites, or deg-
radation products in the environment. 

[62 FR 40592, July 29, 1997, as amended at 65 
FR 30355, May 11, 2000] 

§ 25.33 Animal drugs. 
The classes of actions listed in this 

section are categorically excluded and, 
therefore, ordinarily do not require the 
preparation of an EA or an EIS: 

(a) Action on an NADA, abbreviated 
application, or a supplement to such 
applications, if the action does not in-
crease the use of the drug. Actions to 
which this categorical exclusion ap-
plies may include: 

(1) An animal drug to be marketed 
under the same conditions of approval 
as a previously approved animal drug; 

(2) A combination of previously ap-
proved animal drugs; 

(3) A new premix or other formula-
tion of a previously approved animal 
drug; 

(4) Changes specified in § 514.8(b)(3), 
(b)(4), or (c)(3) of this chapter; 

(5) A change of sponsor; 
(6) A previously approved animal 

drug to be contained in medicated feed 
blocks under § 510.455 of this chapter or 

as a liquid feed supplement under § 558.5 
of this chapter; or 

(7) Approval of a drug for use in ani-
mal feeds if such drug has been ap-
proved under § 514.2 or 514.9 of this 
chapter for other uses. 

(b) [Reserved] 
(c) Action on an NADA, abbreviated 

application, or a supplement to such 
applications, for substances that occur 
naturally in the environment when the 
action does not alter significantly the 
concentration or distribution of the 
substance, its metabolites, or degrada-
tion products in the environment. 

(d) Action on an NADA, abbreviated 
application, or a supplement to such 
applications, for: 

(1) Drugs intended for use in nonfood 
animals; 

(2) Anesthetics, both local and gen-
eral, that are individually adminis-
tered; 

(3) Nonsystemic topical and oph-
thalmic animal drugs; 

(4) Drugs for minor species, including 
wildlife and endangered species, when 
the drug has been previously approved 
for use in another or the same species 
where similar animal management 
practices are used; and 

(5) Drugs intended for use under pre-
scription or veterinarian’s order for 
therapeutic use in terrestrial species. 

(e) Action on an INAD. 
(f) Action on an application sub-

mitted under section 512(m) of the act. 
(g) Withdrawal of approval of an 

NADA or an abbreviated NADA. 
(h) Withdrawal of approval of a food 

additive petition that reduces or elimi-
nates animal feed uses of a food addi-
tive. 

[62 FR 40592, July 29, 1997, as amended at 71 
FR 74782, Dec. 13, 2006] 

§ 25.34 Devices and electronic prod-
ucts. 

The classes of actions listed in this 
section are categorically excluded and, 
therefore, ordinarily do not require the 
preparation of an EA or an EIS: 

(a) Action on a device premarket no-
tification submission under subpart E 
of part 807 of this chapter. 
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(b) Classification or reclassification 
of a device under part 860 of this chap-
ter, including the establishment of spe-
cial controls, if the action will not re-
sult in increases in the existing levels 
of use of the device or changes in the 
intended use of the device or its sub-
stitutes. 

(c) Issuance, amendment, or repeal of 
a standard for a class II medical device 
or an electronic product, and issuance 
of exemptions or variances from such a 
standard. 

(d) Approval of a PMA or a notice of 
completion of a PDP or amended or 
supplemental applications or notices 
for a class III medical device if the de-
vice is of the same type and for the 
same use as a previously approved de-
vice. 

(e) Changes in the PMA or a notice of 
completion of a PDP for a class III 
medical device that do not require sub-
mission of an amended or supplemental 
application or notice. 

(f) Issuance of a restricted device reg-
ulation if it will not result in increases 
in the existing levels of use or changes 
in the intended uses of the product or 
its substitutes. 

(g) Action on an application for an 
IDE or an authorization to commence a 
clinical investigation under an ap-
proved PDP. 

(h) Issuance of a regulation exempt-
ing from preemption a requirement of 
a State or political subdivision con-
cerning a device, or a denial of an ap-
plication for such exemption. 

(i) Approval of humanitarian device 
exemption under subpart H of part 814 
of this chapter. 

[62 FR 40592, July 29, 1997, as amended at 70 
FR 69277, Nov. 15, 2005] 

Subpart D—Preparation of 
Environmental Documents 

§ 25.40 Environmental assessments. 
(a) As defined by CEQ in 40 CFR 

1508.9, an EA is a concise public docu-
ment that serves to provide sufficient 
evidence and analysis for an agency to 
determine whether to prepare an EIS 
or a FONSI. The EA shall include brief 
discussions of the need for the pro-
posal, of alternatives as required by 
section 102(2)(E) of NEPA, of the envi-

ronmental impacts of the proposed ac-
tion and alternatives, and a listing of 
agencies and persons consulted. An EA 
shall be prepared for each action not 
categorically excluded in §§ 25.30, 25.31, 
25.32, 25.33, or 25.34. The EA shall focus 
on relevant environmental issues relat-
ing to the use and disposal from use of 
FDA-regulated articles and shall be a 
concise, objective, and well-balanced 
document that allows the public to un-
derstand the agency’s decision. If po-
tentially adverse environmental im-
pacts are identified for an action or a 
group of related actions, the EA shall 
discuss any reasonable alternative 
course of action that offers less envi-
ronmental risk or that is environ-
mentally preferable to the proposed ac-
tion. The use of a scientifically justi-
fied tiered testing approach, in which 
testing may be stopped when the re-
sults suggest that no significant im-
pact will occur, is an acceptable ap-
proach. 

(b) Generally, FDA requires an appli-
cant to prepare an EA and make nec-
essary corrections to it. Ultimately, 
FDA is responsible for the scope and 
content of EA’s and may include addi-
tional information in environmental 
documents when warranted. 

(c) Information concerning the na-
ture and scope of information that an 
applicant or petitioner shall submit in 
an EA may be obtained from the center 
or other office of the agency having re-
sponsibility for the action that is the 
subject of the environmental evalua-
tion. Applicants and petitioners are en-
couraged to submit proposed protocols 
for environmental studies for technical 
review by agency staff. Applicants and 
petitioners also are encouraged to con-
sult applicable FDA EA guidance docu-
ments, which provide additional advice 
on how to comply with FDA regula-
tions. 

(d) Consistent with 40 CFR 1500.4(j) 
and 1502.21, EA’s may incorporate by 
reference information presented in 
other documents that are available to 
FDA and to the public. 

(e) The agency evaluates the infor-
mation contained in an EA and any 
public input to determine whether it is 
accurate and objective, whether the 
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