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Supporting Statenent for Reporting Requirenents
in 21 CFR 25 - Environmental |npact Considerations

A. Justification

1. G rcunstances of Information Collection

The National Environnmental Policy Act (NEPA), 42 U.S.C
4321- 4347, states national environnental objectives and inposes
upon each Federal agency the duty to consider the environnental
effects of its actions. Section 102(2)(C) of NEPA requires the
preparation of an environnental inpact statement (EIS) for every
maj or Federal action that will significantly affect the quality
of the human environment.

The FDA NEPA regul ations are at 21 CFR part 25. FDA is
requesting OMB approval for the reporting requirenents contained
in the FDA regul ation "Environnental |npact Considerations.” All
applications or petitions requesting agency action require the
subm ssion of an Environnmental Assessnment (EA) or a claimof
categorical exclusion. Sections 25.15(a) and (d) specify the
procedures for submtting to FDA a claimfor a categorica
exclusion (certain classes of FDA-regul ated actions have little
or no potential to cause significant environnmental effects and
are excluded fromthe requirenents to prepare an EA or EIS).
Sections 25.40(a) and (c) specify the content requirenents for
EA' s for nonexcluded actions.

2. Purpose and Use of Information

This collection of information is used by FDA to assess the
envi ronnment al i npact of agency actions and to ensure that the
public is informed of environnental analyses. Firnms wishing to
manuf act ure and mar ket substances regul ated under statutes for
whi ch FDA is responsible nmust, in nost instances, submt
applications requesting approval. Environnmental information nust
be included in such applications (when not eligible for
categorical exclusion) for the purpose of determ ning whether the



proposed action may have a significant inpact on the environnent.
Where significant adverse effects cannot be avoi ded, the agency
uses the submtted information as the basis for preparing and
circulating to the public an EI'S, nade avail abl e through Federa
Regi ster notice also filed for conment at the Environnental
Protection Agency (EPA). The final EIS including the comments
received is reviewed by the agency to wei gh environnental costs
and benefits in determ ning whether to pursue the proposed action
or sone alternative that woul d reduce expected environnenta

i npact. Wen the agency finds that no significant environnental
effects are expected, the agency prepares a Finding of No
Significant I npact (FONSI).

3. Use of Inproved Infornation Technol ogy

For human drugs, the subm ssions under 21 CFR part 25 are
part of an application for marketing. FDA has taken the
followng steps to facilitate the el ectronic subm ssion of new
drug applications:

El ectroni ¢ Regul atory Subm ssions for Archive - The Food
and Drug Adm ni stration Mdderni zation Act (FDAMA), along with the
Prescription Drug Marketing Act reauthorization (PDUFA I1),
mandat e that the agency shall devel op and update its information
managenent infrastructure to allow, by fiscal year 2002, the
paperl ess recei pt and processing of INDs (investigational new
drug applications) and NDAs (new drug applications), as defined
in PDUFA, and rel ated subm ssions. Mving an information-
intensive activity, such as drug regulatory review, froma paper-

based to an electronic environment will provide a nunber of
benefits.

I n Septenber 1997, FDA published the Gui dance for Industry
on "Archiving Subm ssions in Electronic Format -- NDAs." This

gui dance provided for the recei pt and archive of electronic Case
Report Fornms (CRF) and Case Report Tabul ations (CRT) w thout an
acconpanyi ng paper copy. In FY 1998, the agency established an
El ectroni ¢ Docunent Room (EDR) to manage the recei pt and handling

of all electronic subm ssions. In January 1999, FDA published
the Guidance for Industry on "Providing Regul atory Subm ssions in
El ectronic Format - NDAs." This gui dance docunent covers the

full NDA and is not limted to CRTs and CRFs. Approximately 40%
of original NDAs now i ncl ude gui dance-conpliant electronic

subm ssions (i.e., submssions for archive). Qut of 86 original
NDAs recei ved since January 1999, 36 included el ectronic
conponents and 9 were full electronic NDAs. The agency al so
received 43 el ectronic NDA supplements. Qut of 6,978 NDA
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anendnent s, supplenents, and anmendnents to supplenents, 100 were
el ectroni c.

Secure E-Mail - During a drug's devel opnent cycl e,
conmuni cati ons between FDA's CDER review divisions and the
conpany devel oping the drug is sensitive and proprietary. Prior
to using secure E-mail, CDER nethods of "secure" communication
included U.S. mail, courier, telephone, and facsimle. These
nmet hods, sone of which are not entirely secure, can be
inefficient or time consum ng, and can significantly contribute
to the overall length of time involved in the drug review
process. The wi despread use of E-mail across the Internet offers
a nore efficient and scal eabl e means of information exchange.
However, security risks of comrunicating over the Internet are
wel | known. The information technology industry is answering
security concerns by devel opi ng new standards of cryptographic
techni ques, E-mail formats, authentication algorithnms, and ot her
rel ated aspects of secure communications. In 1998, CDER
conducted a formal requirenents study for secure E-mail which | ed
to the selection of Wirldtal k Corporation's WrldSecure Server as
the base pilot platform CDER began testing Worl dSecure Server
inlate 1998. A pilot systemwas put into place in January 1999.
After the pilot's run, the production systenis requirenents were
devel oped fromthe pilot's requirenents and new i nformati on
gathered fromthe pilot results. The design for a production
system was based on these requirenments. CDER recently installed
a production systemand additional firns are being given secure
E-mai | accounts.

ICH M2 - The International Conference on Harnonization of
Techni cal Requirenents for the Registration of Pharmaceuticals
for Human Use (ICH) was formed to mnimze waste in the
di scovery, devel opnment, regul ation, nmanufacture, nmarketing, and
use of human therapeutic products worldw de. The regul atory
authorities of Europe, Japan, and the United States joined with
their respective pharnaceutical trade associations in an
agreenent to take action on harnoni zation by participating in the
ICH.  The ICH Multi-disciplinary Goup 2 (M) Expert Wrking
G oup (EWS was established to determ ne el ectronic standards and
provi de solutions to facilitate international electronic
comuni cation in the three ICH regions. The first effort of the
M2 EWG was to establish a series of reconmendations that would
formthe basis for standardized el ectronic conmunication in each
of the three regions. These recommendations included physi cal
medi a formats, secure comunications, and structured data
formats. Building on these standards, the EWs t hen began work on
a detailed specification for the secure, electronic transm ssion
of individual case safety reports (adverse event reports). The
specification is intended to support transm ssion between
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i ndustry partners, industry and regulatory authorities and

bet ween regul atory authorities in all three regions. The
production of a specification for an el ectronic comon techni cal
docunent (CTD) was the next major effort assigned to the M2 EWG
The I CH steering conmttee agreed in March 1999 that this effort
shoul d be undertaken by the M2 EWG i n cooperation with the

subj ect matter expert working groups for each section of the CITD
The CTD wor ki ng groups are charged wi th harnoni zing the fornmat
and content of the application docunents for new product
applications. The resulting I CH gui dances, when i npl enented,

wi |l change the content and format of NDA subm ssions to the FDA
The M2 specification will define the nature of an el ectronic
subm ssion for CTD subm ssions and could have a major inpact on
the way el ectronic subm ssions are received, archived, and

revi ewed.

In addition to the above, FDA encourages applicants to use,
as applicable, conputerized indexing services (databases), such
as ENVI RONLI NE, Tox-Line, and RTECS to search the scientific
literature for environnmental data on new or existing products.
FDA has also instituted, internally, a conputerized indexing
systemto | ocate data previously submtted to the agency. FDA
envi ronnmental scientists neet with industry representatives and
provi de specific gui dance docunents on the types of data required
for a particular action. This helps the agency and industry
sponsors concentrate on those issues that may involve potentially
significant environnental consequences.

4. Efforts to ldentify Duplication

FDA avoi ds duplication by encouraging applicants to
reference in their environnmental docunents data and information
presented in other docunents that are available to FDA and the
public (see 825.40(d)).

FDA intends to focus environnmental reviews on the use and
di sposal fromuse of FDA regulated articles. For exanple, FDA
del eted the requirenents for the subm ssion of em ssion
information for production sites because FDA found that FDA-
regul ated articles produced in conpliance with all applicable
requi renents under Federal, State, and local law w Il not
significantly affect the environnent. Therefore, the
envi ronnent al inpact of the manufacture of a proposed substance
will not be reviewed by FDA through an EA or an EI S unless there
exi st extraordinary circunstances relating to the manufacture
that nmay have a significant environnental effect. Because FDA
actively works to ensure the consistency of its protocols with
t hose prescribed by EPA the Anerican Society for Testing and
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Materials (ASTM, and Organi zation for Econom c¢ Co-operation and
Devel opnment (OECD), FDA avoi ds unnecessary duplication of
environmental testing. Thus, environnmental testing that has

al ready been performed will not have to be repeated by a

di fferent protocol when applicants nove from one regul atory
agency to another and from one country to another for approvals
of the sanme chem cal substance.

Where possible, existing data are used by FDA in eval uating
the environnmental inpact of an industry-sponsored application or
petition. To the extent publicly available, data in FDA files
may be cross-referenced, data available in the scientific
literature may be submitted, and data gat hered for other
gover nment agenci es, such as EPA, may be used in support of the
envi ronnental review of an application to FDA

FDA recogni zes that there are instances where the sane
substance may be the subject of separate environnental analyses
by anot her agency, for exanple by EPA. FDA has determ ned that
separate environnental review is not necessary for FDA approval
of a food additive petition or FDA granting a request for an
exenption fromregulations as a food additive if the substance is
al ready regi stered by EPA under the Federal |nsecticide,
Fungi ci de, and Rodenticide Act (FIFRA) for the sane use requested
in the petition. Although both agencies have worked to elimnate
duplication of effort, applications submtted to FDA sonetines
involve a different use of a chem cal substance than the use(s)
reviewed by EPA and the patterns of environnmental introduction
often vary. Therefore, in some circunstances, a docunent
prepared by FDA or anot her agency may not suffice as the NEPA
docunent .

5. | nvol venent of Snmmll Entities

For both large and small entities, FDA has identified the
types of information necessary to review the environnental inpact
of a new product and, where possible, provides case-by case
gui dance on the specific types of information required for a
particul ar action. FDA does not have the resources to performa
firm s environmental studies and the information gathering
necessary for the evaluation of a new product. However, small
manuf acturers may request help in applying for approval fromthe
FDA O fice of Small Mnufacturer's Assistance. Because FDA has
identified categories of actions that are categorically excluded
fromthe requirement to prepare an EA and EI'S, fewer EA' s and
EIS s are likely to be required fromsmall businesses.



6. Consequences |If Information Collected Less Frequently

| ndustry-sponsored applications and petitions are submtted
to obtain perm ssion to market a new product or to expand the
usage of a currently regulated product. |If the frequency of
collection for environnental inpact data were reduced, the agency
coul d not assess the environnental inpact of approving
applications. Failure to take environnental factors into account
in the agency deci si onnmaki ng woul d | eave the agency susceptible
to court challenge and may result in unnecessary delays in the
approval for marketing of products.

7. Consistency with the Guidelines in 5 CFR 1320.5(d) (2)

Data collection for applications is consistent with these
gui del i nes.

8. Consul tation Qutside the Agency

FDA proposed revisions to 21 CFR part 25 in the Federa
Regi ster of April, 3, 1996. FDA received coments on the
proposed rule from 13 manufacturers, professional associations,
envi ronment al groups, academ cs, environnmental consultants, and
the EPA. |In general the comrents supported FDA s proposed
revisions to nore efficiently inplement NEPA. One manufacturer
of human and veterinary pharmaceuticals projected that the final
rul e woul d reduce by 75%the nunber of its products that wll
require EA's, and a pharmaceutical industry trade association
estimated that the rule would reduce by 90% t he anpunt of
environnental information submtted to the agency. Several
commenters sought clarification of the categorical exclusion
criteria in 825.31(b), that is, agency action on human drug
applications if the action increases the active noiety but the
concentration of the substances at the point of entry into the
aquatic environment will be below 1 part per billion. FDA placed
additional information in the admnistrative record regarding
this categorical exclusion and categorical exclusions that apply
to foods, food additives, and color additives. Through
notification in the FEDERAL REGQ STER on Cctober 22, 1996, the
agency sought comments on the categorical exclusions for which
the informati on was provided. Four additional comments were
submtted as a result of the reopening of the coment peri od.

FDA addressed the substantive comments in the final rule
and, in sone instances, FDA anmended the proposed regulations in
response to conments.



On March 13, 2000, (65 FR 13405), FDA requested coments on
the extension of this collection of information. There were no
conmment s received.

9. Renuneration of Respondents

FDA has not provided and has no intention to provide any
paynment or gift to respondents under the revisions of part 25.

10. Assurance of Confidentiality

NEPA requires that EA's and EIS s be nade avail able for
public review. However, 21 CFR 25.50(b) recognizes that FDA
actions involving investigations, review, and approval of
applications and premarket notifications for human drugs, ani nmal
drugs, biologic products, and devices are protected from
di scl osure under the Trade Secret Act (TSA), the Federal Food,
Drug, and Cosnetic Act (FFDCA), and 21 CFR part 20.

Addi tionally, under 21 CFR 25.51 (a), data constituting trade
secrets or confidential information under the TSA or the FFDCA
must not be included in the portion of environnmental docunents
that is nade public. Thus, environnmental information will be
made available to the public to the extent permtted.

11. Questions of a Sensitive Nature

There are no questions of a sensitive nature in the
envi ronment al i npact requirenents.

12. Esti mat es of Annual i zed Hour Burden

Esti mat ed annual reporting burden for human drugs -

Under 21 CFR 312.23(a)(7)(e), 21 CFR 314.50(d)(1)(iii), and
21 CFR 314.94(a)(9)(i), each Investigational New Drug Application
(I'ND), New Drug Application (NDA), and Abbrevi ated New Drug
Application (ANDA) nust contain a claimfor categorical exclusion
under 88 25.30 or 25.31 or an environnmental assessnment under 8§
25.40. In 1998, FDA received 2,427 IND's from 1, 874 sponsors,
129 NDA's from 80 applicants, 2,500 supplenents to NDA's from 238
applicants, 345 ANDA's from 101 applicants, and 3,713 suppl enents
to ANDA's from 165 applicants. FDA estimates that it receives
approxi mately 9094 clains for categorical exclusions as required



under 88 25.15(a) and (d),
requi red under 88 25.40(a) and (c).

provi ded by the pharnaceuti cal
t akes sponsors or applicants approximately 8 hours to prepare a
excl usion and approxi mately 3400 hours to

claimfor a categorical
prepare an environnent al

and 20 environment al
Based on i nformati on

i ndustry, FDA estinmates that it

assessnent .

assessnents as

Estimated Annual Reporting Burden for Human Drugs

CFR
Section

Number of
Respondents

Annual Frequency
per Response

Total Annual
Responses

Hours per Response

Total Burden Hours

25.15 (a) & (d)

2039

4.46

9,094

8

72,752

25.40 (a) & (c)

20

1

20

3400

68,000

Total

140,752

There are no capital costs or operating and maintenance costs associated with this collection of information.

Esti mat ed annual

petitions,

reporting burden for
Under 21 CFR 71.1 and 21 CFR 170. 39,
col or additive petitions,

human foods -
food additive
and requests for exenption

fromregulation as a food additive nust contain a clai mof

cat egori ca
assessnment under
petitions,

excl usi on under
8 25. 40.
9 color additive petitions,

regul ati on exenption requests.
approxi mately 80 clains of categorical

under 88§ 25.15(a) and (d),
requi red under
petitioners or
cl ai m of categori cal
prepare an environnent al

88 25.40(a) and (c).
requestors approximately 8 hours to prepare a
excl usi on and approxi mately 210 hours to
assessnent.

and 12 environment al
FDA estinates t hat

88 25.30 or 25.32 or an environnental
In 1998, FDA received 57 food additive
and 26 threshol d of
FDA estimates that it
excl usi ons as required
assessnents as

recei ved

it takes

Estimated Annual Reporting Burden for Human Foods

CFR Number of Annual Frequency Total Annual Hours per Response Total Burden Hours
Section Respondents per Response Responses
25.15 (a) & (d) 44 1.8 8.0 8 640

25.40 (a) & ()

1

11

12

210

2520

Total

3160

There are no capital costs or operating and maintenance costs associated with this collection of information.

The Food and Drug Admi nistrati on Mdderni zati on Act (FDAMA) of

1997 (Pub. L.

105- 115) amended section 409 of the Federal Food,

Drug, and Cosnetic Act (the Act) to establish a premarket
notification process as the prinmary nethod for authorizing a new

use of a food additive that

is a food contact substance.

Secti on

409(h)(6) of the act defines a food contact substance as any
substance intended for use as a conponent of materials used in




manuf acturing , packing, transporting, or holding food if such
use is not intended to have any technical effect in food. Under
the notification process, FDA nust be notified at | east 120 days
prior to the marketing of a food contact substance. |If FDA does
not object within 120 days to the use of a food contact substance
that is the subject of a notification, the substance may be
legally marketed for the notified use. FDA expects that the

maj ority of new uses of food contact substances that will be the
subj ect of premarket notifications would previously have been
regul ated under the food additive petition process or exenpted
fromthe requirenment of a regulation under the threshold of
regul ati on process.

Estimat ed annual reporting burden for nedical devices -

Under 21 CFR 814, Pre-Market Approvals (original PMAs and
suppl emental s) nust contain a claimfor categorical exclusion
under 88 25.30 or 25.31 or an environnental assessnment under §
25.40. In 1998, FDA received 568 clains (original PMAs and
suppl emental s) for categorical exclusions as required under
§825. 15(a) and (d), and O (zero) environnmental assessnents as
requi red under 8825.40(a) and (c). Based on information provided
by | ess than 10 sponsors, FDA estimates that it takes
approximately | ess than one hour to prepare a claimfor a
cat egori cal exclusion and an unknown nunber of hours to prepare
an environnmental assessnent.

Estimated Annual Reporting Burden for Medical Devices

CFR Number of Annual Frequency Total Annual Hours per Response Total Burden Hours
Section Respondents per Response Responses

25.15 (a) & (d) 94 6 568 1 568

25.40 (a) & (C) 0 0 0 0 0

Total 568
There are no capital costs or operating and maintenance costs associated with this collection of information.

Esti mat ed annual reporting burden for biological products -

Under 21 CFR 312(a)(7)(iv)(c) and 601.2(a), an |IND and
Bi ol ogi cs License Application nust contain a claimfor
cat egorical exclusion under 88 25.30 or 25.31 or an environnental
assessnment under 8 25.40. 1In 1998, FDA received 492 INDs from
278 sponsors, 78 license applications from20 applicants, and 903
suppl enents to license applications from 190 applicants. FDA
estimates that approximately 10% of these suppl enments woul d be
submtted with a claimfor categorical exclusion or an
envi ronnment al assessnent.

FDA estimates that it receives approximately 660 clains for
cat egorical exclusion as required under 88 25.15(a) and (d), and
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2 environnental assessnents as required under 88 25.40(a) and
(c). Based on information provided by industry, FDA estinates
that it takes sponsors and applicants approxinmately 8 hours to
prepare a claimfor categorical exclusion and approxi mately 3400
hours to prepare an environnental assessnent.

Estimated Annual Reporting Burden for Biological Products

CFR Number of Annual Frequency Total Annual Hours per Response Total Burden Hours
Section Respondents per Response Responses

25.15 (a) & (d) 317 2 660 8 5280

25.40 (a) & (c) 2 1 2 3400 6800

Total 12,080

There are no capital costs or operating and maintenance costs associated with this collection of information.

Estimat ed annual reporting burden for animal drugs -

Under 21 CFR 88 514.1(b)(14), New Animal Drug Applications
(NADAs), Abbreviated New Ani mal Drug Applications (ANADA' s),
514.8(a) (1) supplenental NADAs and ANADAs, 511.1(b)(10)
| nvesti gati onal New Ani mal Drug Applications (INADAs), 570.35
(c)(1)(viii) Generally Recognized as Safe (GRAS), Affirmation
Petitions and 571.1(c) Food Additive Petitions nust contain a
claimfor categorical exclusion under 88 25.30 or 25.31 or an
envi ronment al assessnent under 8§ 25. 40. Since the last OVB
Approval of the subject collections of information the Center of
Veterinary Medicine (CYM has received approxi mately 545 cl ai ns
for categorical exclusions as required under 88 25.15(a) and (d),
and 32 environnental assessnents as required under 88 25.40(a)
and (c). Based on information provided by industry, FDA
estimates that it takes sponsors/applicants approximately 8 hours
to prepare a claimfor a categorical exclusion and approxi mately
2160 hours to prepare an environnental assessnent.

Estimated Annual Reporting Burden for Animal Drugs

CFR Number of Annual Frequency Total Annual Hours per Response Total Burden Hours
Section Respondents per Response Responses

25.15 (a) & (d) 194 2.8 545 8 4,360

25.40 (a) & (c) 29 11 32 2160 69,120

Total 73,480

There are no capital costs or operating and maintenance costs associated with this collection of information.

Based on information provided by industry, FDA estinates that the

conbi ned burden for the Environmental
Part 25 (21 CFR Part 25) are as foll ows:
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Entire Total Estimated Annual Reporting Burden
For All Centers

CFR Section Number of Annual Total Annual Hours per Total Burden
Respondents Frequency per Responses Response Hours
Response
25.15(a)& ((d) 2688 17.06 10,875 33 83,600
25.40 (a)&(c) 62 4.02 66 9170 146,440
Total 2750 21.08 10,941 9203 230,040

13. Estinates of Annualized Cost Burden to Respondents

FDA's Economi cs Staff estinates the average industry wage
rate of $50.00 per hour for preparing and submtting the
information collection requirenents associated with marketing
applications. Based on a total industry burden of 230,040 hours,
t he annual i zed cost burden to respondents would be $11, 502, 000.

14. Esti mates of Annualized Cost Burden to the Gover nnent

FDA estimates a total of 5 FTEs are devoted to the review of
subm ssions associated with 21 CFR part 25. Based on an estinate
of $100, 000 per FTE, the annualized cost burden to FDA woul d be
$500, 000.

15. Changes I n Burden

As expl ai ned under nunber 12 above, the revised burden
estimates are the result of the average nunber of clains for
cat egorical exclusions and EAs subnmitted over the past few years.

16. Tinme Schedul e, Publication, and Anal ysis Pl ans

FDA does not intend to publish tabulated results of the
information collection requirenents that are inposed by 21 CFR
part 25.
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17. Displaying of OMB Expiration Date

There are no forns associated with this collection.

18. Exception to the Certification Statenent

There are no exceptions to the "Certification for Paperwork
Reduction Act Subm ssions” in item19 of OVB Form 83-1.
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approved 8/8/00.
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