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SUPPORTI NG STATEMENT

Sterility Requirenment for Aqueous-Based Drug Products for O al
I nhal ati on; Reporting and Recordkeepi ng Requirenents - 21 CFR

200. 51
A. Justification
1. Crcunstances of Infornation Collection

The Food and Drug Administration (FDA) is requesting OVB

approval of the information collection requirenents contained in

21 CFR 200.51 that are |listed bel ow

REPORTI NG REQUI REMENTS

21 CFR 314.97

21 CFR 314.70 (b)(2)

21 CFR 314.70(c)

Requi res subm ssion of a
suppl ement to an

abbrevi ated application
for certain changes,
listed in section 314.70,
made to achieve sterility
as required under
proposed section
200.51(a).

Requi res subm ssion of a
suppl ement to an approved
application for certain
changes, listed in
section 314.70(b)(2),
made to achieve sterility
as required under
proposed section
200.51(a).

Requi res subm ssion of a
suppl ement to an approved
application for certain
changes, listed in



section 314.70(c), nade
to achieve sterility as
requi red under proposed
section 200.51(a).
RECORDKEEPI NG REQUI REMENTS
21 CFR 211.113(b) Requi res that appropriate
witten procedures be
est abl i shed and followed to
prevent m crobi ol ogi cal
contam nation of drug products
purporting to be sterile,
i ncl udi ng validation of the
sterilization process.
FDA relies primarily on section 301(a) of the Federal Food,
Drug, and Cosnetic Act for authority to require sterility of
i nhal ati on solutions for nebulization and on section 505(b) (1)
and (j)(2)(A) to inpose related reporting requirenents.
Under section 301(a), the introduction or delivery for
introduction into interstate commerce of an adul terated or
m sbranded drug is prohibited. Under the sterility requirenent
for inhalation solutions, an inhalation solution not manufactured
as sterile would be considered injurious to health and | acking
adequate directions for use, and thus would viol ate section
301(a).
Under section 505(b) and (j), persons applying for approval
of a drug nust submt to FDA as a part of the application, anong

ot her things, a full description of the nmethods used in, and the

facilities and controls used for, the manufacture, processing,



and packing of the drug. The nethods, facilities, and controls
used to achieve sterility nmust be described pursuant to this
section.

Al so, 21 CFR 211.113(b) requires that appropriate witten
procedures be established and followed to prevent m crobi ol ogi cal

contam nation of drug products purporting to be sterile.

2. Pur pose and Use of I nformation

The final rule requires that all aqueous-based drug products
for oral inhalation, including those currently approved, be
manuf actured sterile. Respondents will be required to submt a
suppl enental application under 8 314.70(b) or 314.97, descri bing
their new manufacturing process for achieving sterility of their
aqueous-based drug products. FDA needs this information to
determ ne conpliance with this new regulation and will use the
information collected to nake deci sions on approval of
suppl enental applications. Applicants wll have 2 years to
conply with the sterility requirenent.

FDA uses information about the nethods, facilities, and
controls used for the manufacture, processing, and packagi ng of
drugs, including the nethods used to achieve sterility, to
eval uate the safety of a drug.

The sterility requirenment for inhalation solutions serves a



conpel ling Federal interest in that it prevents dangerous

m crobi al contam nation that can | ead to serious adverse health
consequences. Contam nated inhal ation solutions for nebulization
are likely to cause lung infections because the drug product is
introduced directly into the lungs in a manner which at | east
partially bypasses the patient’s natural defense nechani sns.

Many patients using inhalation solution products for nebulization
have chronic obstructive airway di sease or cystic fibrosis, or
are i nmmunoconprom sed. M crobial contam nation of these products
may result in serious health consequences due to opportunistic
pat hogens entering the lungs or the possible inactivation of the

drug product by these m croorgani sns.

3. Use of I nproved I nformati on Technol ogy

It is hoped that all subm ssions relating to the sterility
i ssues involved in this rule could be nade electronically in the
future. As explained below, FDA is working toward nore
w despread use of el ectronic subm ssions of drug applications.

El ectroni ¢ Regul atory Subm ssions for Archive - The Food
and Drug Adm ni stration Mddernization Act of 1997 (FDAMAR), al ong
with the Prescription Drug User Fee Act (PDUFA) I
reaut hori zation, nmandate that the agency shall devel op and update

its informati on managenent infrastructure to allow, by fiscal



year 2002, the paperless recei pt and processing of I NDs and human
drug applications, as defined in PDUFA, and rel ated subm ssi ons.
Moving an information-intensive activity, such as drug regul atory
review, froma paper-based to an el ectronic environnment wll
provi de a nunber of benefits. This is true sinply fromthe
perspective of generating, handling, and storing the huge vol unes
of paper commonly associated with applications. 1|In general,
t hese paper applications (often containing hundreds of vol unes)
are submtted with several copies, a process that can take
several days |onger than preparation of a correspondi ng
el ectroni ¢ subm ssion, which the agency can easily reproduce.
Preparation of applications in electronic formresults in direct
cost savings related to materials, supplies, and paper handling
| ogistics (i.e., labor, facilities). However, this is expected
to be only a small portion of the potential savings. The nost
substanti al burden reduction may not be in information recording,
reporting, and recordkeeping, but in the flexibility, efficiency,
speed, and ease of filing required information that will result
in cost savings to regulated industry, as well as FDA

I n Septenber 1997, FDA published the Gui dance for I|ndustry
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

t he CGui dance 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 supplenments. Qut of 6,978 NDA
anendnents, supplenents, and anendnents to supplenents, 100 were
el ectronic.

Secure E-Mail - During a drug's devel opnent cycle,
comuni cati ons between FDA's CDER revi ew divisions and the
conpany devel oping the drug is sensitive and proprietary. Prior
to using secure E-mail, CDER nethods of "secure" comrunication
included U.S. mail, courier, tel ephone, and facsimle. These
net hods, sone of which are not entirely secure, can be
inefficient or tinme consum ng, and can significantly contribute
to the overall length of tinme involved in the drug review
process. The w despread use of E-nail across the Internet offers

a nore efficient and scal eabl e nmeans 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 st andards of cryptographic
techni ques, E-mail formats, authentication algorithnms, and ot her
rel ated aspects of secure conmunications. [In 1998, CDER
conducted a formal requirenents study for secure E-mail which | ed
to the selection of Wirldtalk Corporation's Wrl dSecure Server as
the base pilot platform CDER began testing Wrl dSecure Server
inlate 1998. A pilot systemwas put into place in January 1999.
After the pilot's run, the production system's requirenents were
devel oped fromthe pilot's requirenments and new i nfornmation
gathered fromthe pilot results. The design for a production
system was based on these requirenents. CDER recently installed
a production system and additional firns are being given secure
E-mai | accounts.

ICH M2 - The International Conference on Harnonization (I CH)
of Technical Requirenments for the Registration of Pharnmaceuticals
for Human Use was fornmed to mnim ze waste in the discovery,
devel opnent, regul ation, manufacture, marketing, and use of human
t herapeutic products worldwi de. The regulatory authorities of
Eur ope, Japan, and the United States joined with their respective
phar maceuti cal trade associations in an agreenent to take action

on harnoni zation by participating in the | CH



The I1CH Multi-disciplinary Goup 2 (M) Expert Wrking G oup
(EW5 was established to determ ne el ectronic standards and
provide solutions to facilitate international electronic
communi cation in the three I1CHregions. The first effort of the
M2 EWG was to establish a series of recomendations that woul d
formthe basis for standardi zed el ectronic conmuni cation in each
of the three regions. These recommendations included physi cal
medi a formats, secure communications, 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
i ndustry partners, industry and regulatory authorities and
between regul atory authorities in all three regions. The
production of a specification for an electronic comon technical
docunent (CTD) was the next mmjor effort assigned to the M2 EWG
The I1CH steering commttee 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 CTD.
The CTD wor ki ng groups are charged with harnoni zing the fornat
and content of the application docunents for new product

applications. The resulting |ICH gui dances, when i npl enent ed,



wi || change the content and format of NDA subm ssions to the FDA
The M2 specification will define the nature of an electronic
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.

4, Efforts to ldentify Duplication

Section 200.51 does not conflict with or duplicate other
regul ations. Al inhalation solutions for nebulization will be
required to be sterile for the first time under this rule.

Many conpani es al ready manufacture their inhalation
solutions for nebulization as sterile. O these conpanies, those
that make a sterility claimfor their products should have
submtted to FDA data to establish the sterility of these
products. This rule inposes no additional obligations on these
conpani es. Oher conpanies that manufacture their inhalation
solutions for nebulization as sterile do not nake a sterility
claimin their |labeling. These conpanies should incur a m ninal
burden under this rule to put their sterility records into an

appropriate format for inclusion in a supplenent to FDA

5. | nvol vement of Small Entities




FDA' s assurance of the safety of drug products applies to
small as well as to | arge businesses involved in the manufacture
of drugs. FDA believes that its duty requires the equal
application of the regulations to all enterprises. Wile FDA
does not believe it can apply different standards with respect to
statutory requirenents, FDA does provide special help to snall
busi nesses. A small busi ness coordi nator has been assigned to
the Comm ssioner’s staff to ensure that small busi nesses have an
adequat e opportunity to express their concerns and to keep FDA
managenent appri sed of how regul atory deci sions m ght inpact the
smal | business comunity. To provide additional assistance to
smal | busi nesses, FDA has established an office whose excl usive
concern is to provide small businesses with help in dealing with
FDA regul atory requirenents.

Exenpting small businesses fromthis rule is not a feasible
alternative, since nost firnms believed to be using nonsterile
manuf acturing for these products neet the Small Busi ness
Adm ni stration (SBA) definition of a small business. Sone small
conpanies will choose to minimze the cost burden by contracting
out the manufacture and packagi ng of these products to facilities
that al ready have the capability to manufacture the products to

be sterile. The rule would permt two years for the
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manuf acturing conversion to sterility to take place in order to

prevent any disruptions and hardships to these firnms.

6. Consequences if Infornation Collected Less Frequently

The rul e inposes a one-time reporting requirement unless
changes are made subsequent to subm ssion to FDA of sterility-
rel ated docunentation

Failure to collect the informati on woul d be inconsi stent
Wi th statutory requirenents because the information about nethods
and controls used to achieve sterility is essential to the

eval uation of the safety of inhalation solutions.

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

There is no inconsistency as a result of this rul emaking.
Any inconsistencies are related to regulatory requirenents
concerni ng suppl enment subm ssion under 21 CFR 314.70, and are

approved by OMB under Control Nunber 0910-0001.

8. Consul tation Qutside the Agency

| ndustry representatives and academ ci ans were consul ted

11



wWith respect to the technical elenents of the sterility
requi renent. There was general agreenent as to the availability
of necessary data and the need for the mnimally burdensone, one-
time subm ssion to the agency of information regarding the
met hods and controls used to assure sterility.

On May 26, 2000 (65 FR 34082), FDA published a final rule to
be effective May 27, 2002. On Septenber 18, 2000 (65 56314) FDA
publ i shed a request for comrents on the proposed information

collection. There were no comments received.

9. Renmuner ati on of Respondents

No paynent or gift is provided to respondents.

10. Assurance of Confidentiality

Confidentiality of the information submtted under these
requi renents is protected under 21 CFR Part 20 and 21 CFR
314.430. Much information submtted to a drug application is
generally regarded as trade secret or confidential commercial or
financial information and is not available for public disclosure.

(See also 21 U.S.C. 331(j)).

11. Questions of a Sensitive Nature

12



The information requirenments contained in this rule do not

result in the collection of sensitive informtion.

12. Estimates of Annuali zed Hour Burden

The expected burden of information collection is as follows:
This rule would affect only those manufacturers of inhalation
solutions for nebulization that do not already manufacture their
products to be sterile or that manufacture their products to be
sterile but make no |l abeling clains relating to sterility. For
t hose conpani es manufacturing a sterile product and naki ng
sterility clains, the rule inposes no new burden because

subm ssion of sterility information would al ready be required.

Based on new data collected by its contractor, ERG FDA has
revised its estimate in the proposed rule of the nunber of
respondents in the reporting and recordkeepi ng burden charts.
Because the nunber of respondents has changed, the estimte of
the total hours has changed. The econom c analysis of the
proposed rule estimated 5 manufacturers, while the econom c
analysis of the final rule estinmates 8 manufacturers with 11
nonsteril e products based on new data collected by ERG However,

4 of the manufacturers are estimted to cease manufacturing,
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| eaving 4 conpani es manufacturing 7 products. These conpanies
are estimated to cease manufacturing because they may | ack the
i nhouse technical capability to convert their operations or m ght
find the prospective investnments in steriile production
technol ogies to be unattractive. Because each nonsterile product
w Il require an annual report (8 314.81(b)(2)(iv)), the nunber of
annual responses for nonsterile products has increased to 7.
Based on a review of FDA' s past experience wth applicants
subm tting suppl enental applications under 8§ 314.97, it is
estimated that 160 hours are needed to prepare a suppl enent al
application. Therefore, the total hours for the annual reporting
burden for manufacturers of nonsterile products has increased
from 800 hours in the proposal to 1120 hours in the final. The
agency's review of the estimated reporting burden for
manuf acturers of sterile products in the proposal and its
experience with the annual reporting burden for manufacturers of
sterile products supported the estinmate provided in the proposal.
Therefore, the estimated reporting burden for manufacturers of
sterile products in the final rule is the sane as in the
proposal. Because of the estimated increase fromthe proposal to
the final in the nunber of respondents for nonsterile products,

t he nunbers of recordkeepers in the recordkeepi ng burden chart

14



has increased by 2 fromthe proposal. FDA estimated a total of 7
recordkeepers in the proposal and now estimates a total of 9
recordkeepers as a result of new data collected by ERG The
proposal estinmated 2 hours per record, and FDA s review of that
estimate and its experience with the control and validation of

m cr obi ol ogi cal contam nati on supports this proposed esti nate.
Therefore, the total nunber of hours for the recordkeepi ng burden

has i ncreased from 14 hours to 18 hours.

Esti mat ed Annual Reporting Burden

CFR Nunber of Annual Tot al Hour s Tot a
Section Respondents | Frequency | Annual per Hour s
per Responses | Response
Response
314. 97, 7 1 7 160 1120°
314.70
2 1 2 20 40°
t ot al 1160

' Reporting burden for manufacturers of nonsterile products

? Reporting burden for manufacturers of sterile products

Esti mat ed Annual Recordkeepi ng Burden

CFR Section | Number of Annual Tot al Hours per Tot al
Recor dkeepers Frequency of Annual Recor dkeeper Hour s

Recor dkeepi ng Recor ds
211.113(b) 9 1 9 2 18
t ot al 18

There are no capital costs or operating and nai ntenance costs associated with this proposed rule.
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13. Estimates of Annualized Cost Burden to Respondents

The estinmated average hourly wage for program personnel
i nvolved in conplying with the reporting and recordkeepi ng
requirenents is $33.00. Miltiplying the estimted average hourly
wage by 1.5 to account for non-wage | abor costs, an estinmated
hourly | abor cost is $50.00. The estimated total cost to the
respondents for submtting a sterility supplenent to FDA and
mai ntai ning sterility records, using $50.00 as the hourly cost

figure, is $58,900 (1120 + 40 + 18 x $50).

14. Esti mates of Annuali zed Cost Burden to the Governnent

No additional equipnment or staff will be required to
undertake review of the additional information. The information
is submtted in an application or supplenent to the appropriate
reviewing division within FDA for review by agency
m crobi ol ogi sts with an estimated wage rate of $26.00 per hour.
Assum ng an overhead rate of 60 percent, the cost to FDA is about
$42.00 per hour. A required sterility assurance review would
take approxi mately 25 hours per application, on average. Thus,
total FDA cost to review these forns is approxi mately $9450. 00

(25 x 9 x $42).
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15. Changes i n Burden

This is a new regul ation. Approval is requested for 3

years.

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

There are no publications.

17. Di spl ayi ng of OVB Expiration Date

The agency is not seeking an exenption not to display the

expiration date for OVB approval of the information collection.

18. Exception to the Certification Statement - Item 19

There are no exceptions to the certification statenent
identified in Item19, "Certification for Paperwork Reduction Act

Subm ssion," of OVMB Form 83-1.
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