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Requi renments for Foreign and Donestic Establishnment Registration
and Listing for Human Drugs, Including Drugs that are Regul ated Under a
Bi ol ogi cs License Application, and Ani mal Drugs

AGENCY: Food and Drug Admi nistration, HHS.

ACTI ON:  Proposed rul e.

SUMVARY: The Food and Drug Adm nistration (FDA) is proposing to amend
its regul ati ons governing drug establishnment registration and drug
listing. The proposed revisions would reorgani ze, consolidate, clarify,
and nodify current regul ati ons concerning who nust register
establishments and |ist human drugs, human drugs that are al so

bi ol ogi cal products (including vaccines and all ergenic products), and/
or human cells, tissues, and cellular and tissue-based products (HCT/
Ps), and ani mal drugs. The proposal describes when and how to register
and list and what information nmust be submtted for registration and
listing. In addition, the proposal would nake certain changes to the
Nat i onal Drug Code (NDC) system and woul d require the appropriate NDC
nunber to appear on the |abels for drugs subject to the listing

requi renents. The proposed regul ations generally would require the

el ectronic subm ssion of all registration and nost |isting information.
We (FDA) rely on establishnment registration and drug |isting

i nformation for adm nistering many of our prograns, such as
post mar keti ng surveillance (including FDA inspections), bioterrorism
drug shortages and availability, and user fee assessnents. W are
taking this action to use the |latest technology to inprove our
registration and listing system which would further our goal of
protecting the public health. W also believe that the conversion to an
el ectronic systemwoul d make the registration and |isting processes
nore efficient and effective for industry and us. W are al so taking
this action to support the inplenentation of, for exanple, the

el ectronic prescribing provisions of the Medicare Prescription Drug,

| mprovenent, and Mderni zati on Act, our rul emaking requiring a bar code
on certain drug products, and the DailyMed initiative.

DATES: Submit written or el ectronic coments by Novenber 27, 2006.
Submt witten comments on the information collection requirenents by
Sept enber 28, 2006 to OVB (see ADDRESSES). See section | X of this
docunent for the proposed effective date and section X for the proposed
conpliance dates of a final rule based on this document.

ADDRESSES: You may submt comrents, identified by Docket No. 2005N- 0403
and/ RIN 0910- AAA9, by any of the foll ow ng nmethods:
El ectroni ¢ Subm ssi ons
Submt electronic coments in the foll ow ng ways:
Federal eRul emaking Portal: http://ww.regulations. gov.

Foll ow the instructions for submitting comrents.
Agency Wb site: http://ww. fda. gov/dockets/ecoments.
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Foll ow the instructions for submtting coments on the agency Wb site.
Witten Subm ssions
Submt witten subm ssions in the follow ng ways:

FAX: 301-827-6870.

Mai | / Hand del i very/ Courier [For paper, disk, or CD ROM
subm ssions]: Division of Dockets Managenent (HFA-305), Food and Drug
Adm ni stration, 5630 Fishers Lane, rm 1061, Rockville, NMD 20852.

To ensure nore tinmely processing of comrents, FDA is no | onger
accepting coments submtted to the agency by e-nmail. FDA encourages
you to continue to submt electronic comments by using the Federa
eRul emaki ng Portal or the agency Web site, as described in the
El ectroni ¢ Subm ssions portion of this paragraph.

Instructions: Al subm ssions received nust include the agency nane
and Docket No(s). and Regulatory Information Nunmber (RIN) (if a RIN
nunber has been assigned) for this rulemaking. All comments received
may be posted w thout change to http://ww. fda. gov/ ohrns/ docket s/ defaul t. htm

, i ncluding any personal information provided. For

additional information on submtting comments, see the "~ Comments'

headi ng of the SUPPLEMENTARY | NFORMATI ON section of this docunent.
Docket: For access to the docket to read background docunents or

coments received, go to http://ww.fda. gov/ohrns/dockets/default.htm

and insert the docket number(s), found in brackets in the headi ng of
this docunment, into the "~ Search'' box and follow the pronpts and/or go
to the Division of Dockets Managenment, 5630 Fishers Lane, rm 1061,
Rockville, NMD 20852.

Information Coll ection Provisions: Submt witten coments on the
i nformation collection provisions to the Ofice of Information and
Regul atory Affairs, O fice of Managenent and Budget (OVB).To ensure
that comments on the information collection are received, OVB
reconmends that witten coments be faxed to the O fice of Information
and Regul atory Affairs, OB, Attn: FDA Desk O ficer, FAX: 202-395-6974.

FOR FURTHER | NFORVATI ON CONTACT: For information concerning drugs
regul ated by the Center for Drug Eval uati on and Research (CDER)

Her bert Gerstenzang or John W Gardner, Center for Drug Eval uation and
Research (HFD-330), Food and Drug Adm nistration, 5600 Fishers Lane,
Rockvill e, NMD 20857, 301-827-8920,

her bert . gerst enzang@ da. hhs. gov or john. gardner @da. hhs. gov.

For information concerning products regulated by the Center for
Bi ol ogi cs Eval uati on and Research (CBER): Valerie A Butler, Center for
Bi ol ogi cs Eval uati on and Research (HFM 17), Food and Drug
Adm ni stration, 1401 Rockville Pike, Rockville, ND 20852-1448, 301-827-
6210, valerie.butler@da. hhs. gov.

For information concerning ani mal drugs: Lowell Fried (HFV-212) or
| sabel W Pocurull (HFV-226), Center for Veterinary Medicine (CVM,
Food and Drug Admi nistration, 7519 Standish Pl., Rockville, NMD 20855,
301-827-7820 or 240-453-6853,
lowel | . fried@ da. hhs. gov or isabel.pocurull @da. hhs. gov.
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SUPPLEMENTARY | NFORMATI ON:
Tabl e of Contents

| . Background

I1. Sunmary of Current Registration and Listing Requirenents
Summary of Section 510 of the Act

Summary of Current Registration and Listing Regul ations

Who Must Regi ster and List Under Current Regul ations?

What Are the Current Registration Requirements?

What Are the Current Listing Requirements?

. What Are the Current Requirenents Associated Wth the Use of
t he NDC Nunber ?

5. Wio Is Exenpt from Registration and Listing Under Current
Regul ati ons and Who Is Not Covered by the Current Registration and
Listing Requirenents in 21 CFR part 2077

6. Do Current Regulations Permt the Disclosure of Registration
and Listing Information?

[11. H ghlights of the Proposed Rul e

A. Proposed Changes to the Current Registration and Listing

Requi renent s

PONRED>
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B. Pronotion of Departnent of Health and Human Servi ces Feder al
Heal th Information Technology Initiatives
| V. Description of the Proposed Rule
Gener al
What |s the Purpose of Proposed Part 2077
Wio Wuld Part 207 Cover?
Who Wul d Not Be Subject to Part 2077
Who Wul d Be Exenpt from Regi stration and Listing?
. What Definitions and Interpretations of Terms Whuld Apply to
Part 2077?
B. Registration
1. Who Wuld Be Required to Register?
2. When Wuld Initial Registration Information Be Provided?
3. What Information Whul d Be Required for Registration?
4. What Are the Proposed Requirenents for Review ng and Updati ng
Regi stration Information?
C. The National Drug Code (NDC) Number: What is It? Howis It
Used? What Changes Are W Proposing?
What |s the NDC Nunber ?
How Di d NDC Nunmbers Origi nate? How Are They Used?
What Changes Are W Proposi ng?
How Do W Intend to I nplement the NDC Number Changes?
Li sting
Who Wul d Be Required to List Drugs?
When Would Initial Listing Information Be Provi ded?
What Listing Information Wul d Be Required?
What Listing Informati on Whul d Be Required for Mnufacturers?

aRwNE >

PONMNEORONE
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5. What Listing Informati on Whul d Be Required for Repackers and
Rel abel ers?

6. What Listing Informati on Woul d Be Required for Drug Product
Sal vagers Who are Not Repackers or Rel abel ers?

7. What Additional Drug Listing Information May Be Required?

8. What Are the Proposed Requirenments for Review ng and Updati ng
Li sting Information?

E. El ectronic Fornat

1. How Whul d Regi stration and Listing Information Be Provided to
FDA?

2. What Was the El ectronic Subm ssion Pilot Project?

3. How Wuld the Electronic Registration and Listing System
Wor k?

4. What Are the Proposed Requirenents for the Subm ssion of
Content of Labeling in Electronic Format?

5. Whuld the Proposal Require Electronic Subm ssion of
Advertisenments and O her Labeling?

6. What Cui dance Docunents Do W Intend To | ssue on Providing
Regi stration and Listing Information El ectronically?

7. How Would 21 CFR Part 11 Apply to the El ectroni c Subm ssion
of Registration and Listing Information?

8. What Language Wul d Be Used to Provide Registration and
Li sting Information?

9. Could the Electronic Format Requirenments Be Waived?

F. M scel | aneous

1. What Are the Proposed Requirenments for an O ficial Contact
and a United States Agent?

2. What Legal Status Is Conferred by Registration and Listing?

3. What Registration and Listing Informati on Wul d Be Made
Avai |l abl e for Public D sclosure?

G Conform ng Actions

1. Wthdrawal from Sal e of Drugs with Approved Marketi ng
Applications

2. Proposed Revisions to O her Regul ations

3. Conpliance Verification Reports
V. Legal Authority
VI. Analysis of Econom c Inpacts
VI1. Paperwork Reduction Act of 1995
VII1. Environnmental |npact
| X. Proposed Effective Date
X. Proposed Conpliance Dates
XI. Federalism
XI'l. Request for Comrents
XI'l1l. References

| . Background

We originally published establishment registration regulations for
human drugs, certain biological products, and animal drugs in the
Federal Register of February 14, 1963 (28 FR 1457) (proposed rule) and
April 3, 1963 (28 FR 3195) (final rule), and listing regulations for
these drugs in the Federal Register of Decenber 12, 1972 (37 FR 26431)
(proposed rule) and March 7, 1973 (38 FR 6258) (final rule).
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We currently maintain a database containing the establishnent
registration and drug listing information submtted on paper to us. W
rely on conplete and accurate registration and listing information to
acconplish a nunmber of our statutory and regul atory objectives. For
exanple, we use registration and listing information to:

Identify the manufacturers, repackers, relabelers, and
drug product sal vagers of marketed drugs;\ 1\

\1\ ""Drug'' or "“drugs'' refers to human drugs, including drugs
that are regul ated under a biologics |icense application, and ani mal
drugs (including Type A nmedicated articles), unless otherw se
specifically stated. " "Drugs'' is defined in proposed Sec. 207.1
and di scussed in section IV.A 5 of this docunent. Biologica
products subject to proposed part 207 are described in proposed
Sec. 207.9(c).

Identify the manufacturers, repackers, or relabelers of a
specific drug or ingredient when that drug or ingredient is in short
supply or is needed for a national energency. This information hel ps us
facilitate pronpt drug shipnent to the place where it is needed. For
exanple, during a bioterrorismincident, we could use drug listing
information to identify manufacturers, repackers, and rel abel ers of
drugs that woul d be hel pful in preventing or counteracting the deadly
ef fects of biological weapons. Wth this information, we could
facilitate pronpt shipnment of the drugs as needed;

Facilitate the recall of drugs marketed by manufacturers,
repackers, and rel abel ers;

Identify and cat al ogue narketed drugs;

Adm ni ster our postmarketing surveillance prograns for
drugs, including the drug surveillance sanpling programthat nonitors
the quality of the national drug supply;

Identify drugs marketed in violation of the |aw

Schedul e and pl an inspections of registered establishnments
pursuant to section 704 of the Federal Food, Drug, and Cosnetic Act
(the act) (21 U S.C. 374); and

Det er mi ne whi ch marketed drugs are identical, related, or
simlar to drugs reviewed for effectiveness under the Drug Efficacy
Study | nplenmentation (DESI) program

We also rely on registration and listing information to hel p us
conply with several other statutory provisions. W use the information
to:

Det erm ne which entities are subject to establishnent and
product user fees under the prescription drug user fee program and the
ani mal drug user fee program (21 U.S. C 379h and 379).

Generate accurate estimates of the nunber of
manuf acturers, repackers, rel abelers, and drug product sal vagers and
drugs that are affected by our rul emaking. These estimates hel p us
assess the inpact of our regulations on the regulated industry, which
we are required to do under the Regulatory Flexibility Act (5 U S C
601-612), as anended by the Small Busi ness Regul atory Enforcenent
Fai rness Act (Public Law 104-121), the Unfunded Mandates Reform Act of
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1995 (2 U.S.C. 1501 et seq.), the Paperwork Reduction Act of 1995 (44
U S. C. 3501-3520), Executive Order 12866 (Septenber 30, 1993), and the
Congressi onal Review Act (section 251 of Public Law 104-121).

Regi stration and listing information will continue to be used for
all of the inportant public health purposes outlined above. Moreover,
recent technol ogi cal advances would all ow us to enhance the useful ness
of registration and listing information. Specifically, we are proposing
that registration and listing informati on be submtted to us by using
the electronic drug registration and listing systemthat we intend to
develop. In addition to making the registration and |isting process
nore efficient for industry, the electronic subm ssion of registration
and listing informati on would allow us to review and use such
I nformation nore quickly and effectively in carrying out all of the

[[ Page 51278]]

activities described above. El ectronic subm ssion of this information
woul d also allow us to fully support the inplenentation of the

provi sions of the Medicare Prescription Drug, |nprovenent, and
Moder ni zati on Act (Public Law 108-173) (Medi care Mdernization Act),
specifically the electronic prescribing provisions. In addition,

el ectroni c subm ssion of registration and |isting information would
further the purpose of several statutes:

The Public Health Security and Bioterrorism Preparedness
and Response Act of 2002 (Public Law 107-188) (Bioterrorism Act)
anended section 510(i) of the act (21 U . S.C. 360(i)) to require that
foreign establishnments submt, anong other things, registration
information el ectronically.

The Medi cal Device User Fee and Mdderni zati on Act of 2002
(Public Law 107-250) al so anended section 510 of the act (at section
510(p)) to explicitly give the Secretary of Health and Human Servi ces
(the Secretary) discretion to require the el ectronic subm ssion of
registration information, upon a finding that el ectronic receipt of
such registration information is feasible, unless the Secretary grants
a request for a waiver.

The Governnment Paperwork Elimnation Act of 1998 (Public
Law 105-277, Title XVIlI) (GPEA) requires Federal agencies to give
persons who are required to nmaintain, submt, or disclose informtion
the option of doing so electronically when practicable as a substitute
for paper, and to use electronic authentication (el ectronic signature)
nmet hods to verify the identity of the sender and the integrity of the
el ectronic content.

W believe that conversion to the el ectronic subm ssion of
registration and listing information will further the purpose of these
| aws and nmake the registration and listing processes nore efficient and
effective for industry and us.

1. Summary of Current Registration and Listing Requirenments
A. Summary of Section 510 of the Act

Section 510(c) of the act requires every person upon first engagi ng
in the "~ manufacture, preparation, propagation, conmpounding, or
processing'' of a drug in any establishnent that he owns or operates in
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any State to inmediately regi ster his nane and pl ace of business and
such establishnment. Under section 510(a)(1l) of the act, the term
““manufacture, preparation, propagation, conpounding, or processing'
must include " repackagi ng or otherw se changi ng the contai ner

wr apper, or |abeling of any drug package * * * in furtherance of the
distribution of the drug * * * fromthe original place of manufacture
to the person who nmakes final delivery or sale to the ultimte consuner
or user.'' Section 510(a)(2) of the act mandates that the term "~nane''’
i ncl ude, anmong other things, the nanme of each partner of a partnershinp,
and the nane of each corporate officer and director of a corporation

An owner or operator of a registered establishnment nust al so

i medi ately register any additional establishnent that he owns or
operates in any State and in which he begins the " manufacture,
preparation, propagation, conpounding, or processing ' of a drug
(section 510(d) of the act). An owner or operator of any establishnment
that engages in these activities nust register its establishnment on or
bef ore Decenber 31 of each year (section 510(b) of the act). Section
510(i) of the act contains certain registration requirenents pertaining
to foreign establishnments (e.g., subm ssion of the nane of each

i mporter of a drug in the United States that is known to the

est abl i shnent, subm ssion of the nane of each person who inports or
offers for inport a drug into the United States for purposes of

i mportation). Section 510(g) of the act provides for certain exenptions
fromthe registration requirenents. In addition, section 510(p) of the
act gives the Secretary discretion to require the el ectronic subm ssion
of registration information, upon a finding that electronic receipt of
such registration information is feasible, unless the Secretary grants
a request for a waiver.

Section 510(j)(1) of the act requires that every person, at the
time of registration, submt a list of all drugs that are being
manuf act ured, prepared, propagated, conpounded, or processed by himfor
comercial distribution and that have not been previously listed by
him This information nmust be submitted in the formand manner
prescri bed by the Secretary (section 510(j)(1) of the act). This
listing informati on nmust be acconpani ed by, anong other things, a copy
of certain |abeling and, in sone cases, advertising for certain
categories of drugs. Section 510(j)(2) of the act requires certain
changes in listing information to be reported every June and Decenber,

i ncluding any material changes in information previously submtted
under the listing provisions.

Section 510(e) of the act permts the Secretary to assign a
regi stration nunber to any person or any establishnents registered
under section 510 and a |isting nunber to each drug or class of drugs
i sted under section 510(j) as long as the listing nunber is the sane
as that assigned pursuant to the National Drug Code. The di scl osure
provision in section 510(f) of the act requires the Secretary to nake
avail abl e for inspection any registration filed under section 510.
Section 510(f) also provides that certain listing information nust be
exenpt from di sclosure unless the Secretary finds that such exenption
woul d be inconsistent with protection of the public health.

B. Summary of Current Registration and Listing Regul ations
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1. Wo Must Register and List Under Current Regul ations?

Under current part 207 (21 CFR part 207), with certain exceptions,
owners or operators of establishnments that engage in the manufacturing
or processing of a drug or drugs nust, in addition to other
requi rements, register their establishnments and submit |isting
i nformation for each of their drugs in comercial distribution.\2\

Not wi t hst andi ng certai n exceptions, foreign drug establishnents that
manuf acture, repack, or relabel a drug that is inported or offered for
import into the United States nust also conply with the registration
and listing requirenments. As explained in section IV.E of this
docunent, all registration and listing information nmust currently be
submtted to us using paper forns specified by us.

\2\ " "Drug or drugs'' includes drugs regul ated under a BLA. For a
description of biological products covered under proposed part 207,
see proposed Sec. 207.9(c).

2. Wat Are the Current Registration Requirenents?

Current requirements for registration include, anbng other things,
the foll ow ng provisions:

Omners or operators of establishnments entering into the
manuf acturing or processing of a drug or drugs must register their
establishments within 5 days after beginning the manufacturing or
processing of drugs at the establishnents (Sec. 207.21(a)).

If owners or operators of the establishnents have not
previously entered into such operations, then those owners or operators
must register wwthin 5 days after the subm ssion of a new drug
application (NDA), abbreviated new drug application (ANDA), new ani nal
drug application (NADA), abbreviated new ani mal drug application
(ANADA), nedicated feed m Il |icense application, or biologics |icense
application (BLA) (Sec. 207.21(a)).

[[ Page 51279]]

Owners or operators of establishments that are required to
regi ster nust renew their registration annually in accordance with the
speci fied schedule (Sec. 207.21(a)). Changes in individual ownership,
corporate or partnership structure, |ocation, or drug-handling activity
must be subm tted as anendnents to registration within 5 days of such
changes (Sec. 207.26).

We assign a permanent registration nunber to each
regi stered establishnment (Sec. 207.35).

Private | abel distributors that do not otherw se
manuf acture or process drugs are not required to regi ster; however,
they must submit specified information to us to obtain a | abel er code
(Sec. 207.20(b)). Private label distributors are owners or operators
of establishnents not otherwi se required to regi ster under section 510
of the act that distribute under their own | abel or trade name a drug
manuf act ured or processed by a registered establishment.
3. What Are the Current Listing Requirenments?

Current requirements for listing include, anong other things, the
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foll owi ng provi sions:

Owners or operators of establishnments nust, at the tinme of
registration, submt a list of every drug bei ng manufactured or
processed in commercial distribution at that time (Sec. 207.21(a)).

Private | abel distributors that do not otherw se
manuf acture or process drugs are not required to list, but may elect to
submit listing information directly to us (Sec. 207.20(b)). Currently,
private |label distributors that elect to submt listing informtion
directly to us assune full responsibility for conpliance with the
requi renents of part 207 (Sec. 207.20(b)). Omners or operators of
establishnents that are required to register and list nust submt
listing information to us on behalf of private |abel distributors that
do not elect to submt listing information directly to us (Sec.
207.20(b)) .

Drugs that may be subject to current listing requirenents
i ncl ude bul k drug substances; finished dosage forns, whether
prescription or over-the-counter (OTIC) drugs; and Type A nedi cated
articles (Sec. 207.25(b)).

The required listing information submtted to us includes,
but is not limted to:

--The application nunber, if applicable,

--Copies of current |abeling as specified in current Sec.
207.25(b) and, in sone cases, a representative sanpling of
advertisenents,

--A quantitative listing of the active ingredient(s) (in sone
cases),

--The NDC nunber, and

--Any inprinting information (Sec. 207.25(b)).

Owners or operators of establishments that are required to
regi ster nust update their listing informati on every June and Decenber
or, at the discretion of the owner or operator, when the change occurs.
Updat ed i nformation nmust include, but is not Iimted to:

--Alist of each drug introduced by the registrant for commerci al
distribution that has not been included in any previously subnmtted
list,

--Alist of all previously listed drugs for which conmerci al
di stribution has been di sconti nued,

--Alist of all drugs for which a notice of discontinuance was
submitted and for which commercial distribution has resunmed, and

--Any material change, as defined under current Sec. 207.3(a)(3),
in any information previously submitted (Sec. 207.30(a)).

4. What Are the Current Requirenments Associated Wth the Use of the NDC
Nunber ?

The NDC systemis used, anobng other things, to assign a drug
listing nunber to each drug or class of drugs.

The NDC nunber currently consists of the | abel er code,
product code, and package code. W assign the | abeler code, and, as

stated in current regulations, " “establishnents'' assign the product
code and package code within certain paranmeters specified by us (Sec.
207. 35) .

Currently, we request, but not require, that the NDC
nunber appear on all drug | abels and | abeling (Sec. 201.2 (21 CFR
201.2), Sec. 207.35(b)(3)). However, drug products described in
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current Sec. 201.25(b) (21 CFR 201.25(b)) nust have on the | abel a bar
code that contains, at a mninum the appropriate NDC nunber in a
| i near bar code that neets specified standards (Sec. 201.25).

The current regul ations specify both format and pl acenent
of the NDC number if the NDC nunber is included on drug | abels and
| abeling (Sec. 207.35(b)(3)).
5. Who |Is Exenpt From Regi stration and Listing Under Current
Regul ati ons and Who Is Not Covered by the Current Registration and
Listing Requirenents in 21 CFR Part 2077

Under current regul ations, certain establishnments are exenpt from
the registration and listing requirements. For exanple, practitioners
who are |icensed by law to prescribe or adm ni ster drugs and who
manuf acture or process drugs solely for use in their professiona
practice, and persons who nmanufacture or process drugs not for sale but
solely for use in research, teaching, or chenical analysis are exenpt
fromregistration and listing requirenents. Many of the exenptions in
current Sec. 207.10 are also listed in section 510(g) of the act.

The current regul ations al so describe those establishnments that are
not covered under part 207. Omers and operators of human bl ood and
bl ood product establishments nust register and list their products in
accordance with part 607 (21 CFR part 607). However, such owners and
operators who al so manufacture or process other drug products at the
sanme establishnment nust also register and |list those drugs in
accordance with part 207 (Sec. 207.7). Omers and operators of
establishments that solely engage in the manufacture or processing of
nmedi cal devices are not covered under part 207. However, such owners
and operators nust register and list their products in accordance with
part 807.
6. Do Current Regul ations Permt the D sclosure of Registration and
Listing Information?

The current regul ations specify the registration and listing
information submitted to us that is available for public disclosure
(Sec. 207.37).

[11. Hi ghlights of the Proposed Rule

Thi s proposal would reorgani ze, consolidate, and nodify the current
registration and listing requirenents. It would also assist us in
pronoting other inmportant electronic health initiatives.

A. Proposed Changes to the Current Registration and Listing
Requi renent s

We are proposing nmany changes to the current registration and
listing requirenents. In section IV of this docunent, we discuss in
detail these changes and the reasons for the changes. The nost
significant proposed changes to the current requirenents are as
fol |l ows:

Al'l registration information and nost listing information
woul d be provided to us electronically using the electronic drug
registration and listing systemthat we intend to develop. (Currently,
the information is submtted to us on paper forns.)

The appropriate NDC nunber would be required, with certain
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exceptions, to appear on drug | abels. The appropriate NDC nunber is the
NDC nunber bel onging to the manufacturer, repacker, or relabeler, that
corresponds to the particul ar drug;

[ [ Page 51280]]

a repacker or relabeler would not be permtted to place an NDC nunber
that corresponds to an original manufacturer on a repackaged or

rel abel ed drug. Al though the NDC nunber woul d not be required to appear
on other drug |l abeling (that is, the prescription drug |abeling or the
package insert), the NDC nunber woul d need to acconpany the subm ssion
of the other drug |abeling. (Currently, we only request that the NDC
nunber appear on drug | abels and | abeling. However, certain drug
products nust have on the | abel a bar code that contains, at a m ni num
t he appropriate NDC nunber (see Sec. 201.25).)

Al'l three sections of the NDC nunber--that is, the |abeler
code, product code, and package code--woul d be assigned prospectively
by us to drugs that have not previously been assigned NDC nunbers by a
manuf acturer, repacker, or relabeler. (Currently, we assign the | abeler
code, and the registered establishment or private | abel distributor
assigns the product code and package code within certain paraneters
specified by us.) The | abel er code assigned prospectively by us would
be the sane as the | abeler code (or one of the | abel er codes) used by
t he manuf acturer, repacker, or relabeler onits currently marketed
drugs.

The NDC nunbers currently assigned to drugs prior to the
effective date of the rule would renmai n unchanged, provided those NDC
nunbers conply with the new regulations as finalized. FDA intends to
val idate that current NDC nunbers conply with the new regul ati ons as
finalized. Manufacturers, repackers, and rel abelers should review the
information that they submtted to our registration and listing
dat abase to obtain an NDC nunber and update the information if
necessary. They should conplete their reviews and updates within 9
nonths after a final rule's effective date. If, after the effective
date of the final rule, there is a change in a drug (in accordance with
proposed Sec. 207.33(f)), we would assign a new product code and
package code to the newly changed drug, but the drug woul d keep the
| abel er code. If, after the effective date of the final rule, there is
a change in a drug's packagi ng, we woul d assign a new package code to
the drug, but the drug woul d keep the | abel er code and t he product
code. (Currently, the registered establishnent or private |abel
di stributor may assign the product and package codes within certain
paraneters specified by us.)

Private | abel distributors would not be permtted to
register or list under the proposed rule. (Currently, private |abe
distributors submt certain information to request a | abel er code and
may list drugs. If the private label distributor elects not to submt
drug listing information directly to us and to obtain a | abel er code,
the regi stered establishnment nust submt the drug listing information.)
Manuf acturers, repackers, rel abelers, or drug product sal vagers nust
submit drug listing information for those drugs they manufacture,
repack, relabel, or salvage for a private |abel distributor.

Drug product sal vagers would, in addition to registering,
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be required to list the drugs they salvage, even if they do not repack
or relabel the drugs. (Currently, drug product salvagers are required
to register but not list.)

The "~ “content of labeling'' as defined in proposed Sec.
207.1 woul d be electronically submtted at the tinme of listing in a
format that we can process, review, and archive. (Currently, al
| abeling required for listing is submtted in paper form)

B. Pronotion of the Departnent of Health and Human Servi ces (DHHS)
Federal Health Information Technology Initiatives

The proposal would allow us to provide inportant support for the
full inplenentation of the electronic prescription provisions of the
Medi care Mbderni zation Act. The proposal would al so support other
initiatives, described in section IV.C.2 of this docunent, including
DHHS Federal Health Information Technology initiatives. The proposa
woul d result in an up-to-date NDC nunber system in which we assign the
NDC nunber, providing for accurate, unique, and unamnbi guous NDC nunbers
for each drug. This would allow electronic systens to reliably and
consistently link the NDC nunber to the appropriate drug | abeling
t hrough another DHHS heal th information technology initiative,
Structured Product Labeling (SPL). The drug | abeling would supply the
drug ingredient and other information necessary to support the
devel opment of the standards for nedication term nol ogy necessary for
el ectronic prescribing. Oher initiatives supported by this proposal
i ncl udi ng bar coding for drugs, are discussed in section IV.C.2 of this
docunent .

| V. Description of the Proposed Rul e

We are proposing to reorgani ze, consolidate, clarify, and nodify
the regulations in part 207. As a result, we have revised and
recodi fi ed some provisions, added new provisions, and elim nated
others. The foll ow ng description of the proposed rul e describes both
new provi sions and changes to existing regul ati ons.

A. Cener al

1. What |Is the Purpose of Proposed Part 2077
We are proposing to add new Sec. 207.5 to explicitly state the
pur pose of part 207, as set forth in the legislative history of the
Drug Amendnents of 1962 and the Drug Listing Act of 1972
Est abl i shnment registration information helps us to
identify who is manufacturing, repacking, relabeling, or salvaging
drugs and where those operations are being performed. As explained in

Senate Report No. 1744, "~ “drugs should not be on the market unless
[ FDA] knows who is making them and where they are being made. This
wll help stop illicit and substandard manufacturers who do not foll ow

t he nmet hods or establish the controls called for by good manufacturing
practice'' (1962 U.S.C.C. A N 2884, 2889). Knowi ng where drugs are
being made is even nore inportant today because it would increase the
Nation's ability to prepare for and respond effectively to bioterrorism
and ot her public health energencies.

Drug listing information gives us a current inventory of
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mar keted drugs. As stated in Senate Report No. 92-924, " "[t]he
effective enforcenent of the drug provisions of the [a]ct requires the
ready availability of a current inventory of all marketed drugs'' (1972
US. CCA N 2963, 2964). Mreover, the intent of drug listing is to
provide us ~"with an effective neans of surveillance'' (1d. at 2965).
Bot h establishnment registration and drug listing information facilitate
our inplenentation and enforcenent of the act and are used for many

i nportant public health purposes. In addition, this information wll

hel p us better respond to energencies (for exanple, we will be in a
better position to effectively facilitate recalls should there be such
a need).

2. Who Wuld Part 207 Cover?

We are proposing to add new Sec. 207.9 to explain that part 207
woul d apply to the follow ng.

Donesti c manufacturers, donestic repackers, donestic

rel abel ers, and donestic drug product sal vagers, unless they are exenpt
under section 510(g) of the act or proposed Sec. 207.13. The terns
““donestic manufacturers,'' "~ domestic repackers,'' "~ domestic
rel abel ers, and " " donestic drug product salvagers'' are defined in
proposed Sec. 207.1 and are explained in section [V.A 5 of this
docunent. Proposed Sec. 207.9 does not

[[ Page 51281]]

change the scope of current part 207. Donestic manufacturers, donestic
repackers, donestic rel abel ers, and donestic drug product sal vagers
woul d be covered under proposed part 207 whether or not the drugs they
manuf acture, repack, relabel, or salvage enter interstate conmerce.
Section 510(b) and (c) of the act refer to an establishnent " “in any
State.'' Congress's intention for section 510 of the act to apply to
drugs both in interstate and intrastate comrerce is stated in section
301 of Public Law 82-781, in part, as follows: "~ "[T]he products of al
[establishnments in which drugs are manufactured, prepared, propagated,
conmpounded, or processed] are likely to enter the channels of
interstate conmmerce and directly affect such commerce; and * * * the
regul ation of interstate conmerce in drugs w thout provision for

regi stration and inspection of establishments that nay be engaged only
in intrastate commerce in such drugs would discrim nate agai nst and
depress interstate comerce in such drugs, and adversely burden,
obstruct, and affect such interstate commerce.''\3\ Accordingly, we are
proposing to add to proposed Sec. 207.9 the clause " "regardl ess of
whet her their drugs enter interstate comerce'' to reflect this
congressional finding. The phrase " "Drug products * * * nust be listed
whet her or not the output of such establishnents or any particul ar drug
so listed enters interstate commerce'’' is already included in current
Sec. 207.20(a).

Forei gn manufacturers, foreign repackers, foreign
rel abel ers, and foreign drug product sal vagers, unless they are exenpt

http://a257.g.akamaitech.net/7/257/2422/01jan20061800/edocket.access.gpo.gov/2006/06-7172.htm (14 of 195) [05/09/2006 10:36:47 a.m.]



FR Doc 06-7172

under proposed Sec. 207.13(c) through (h). Foreign manufacturers,
forei gn repackers, foreign rel abelers, and foreign drug product

sal vagers are currently required to register, and foreign

manuf acturers, foreign repackers, and foreign relabelers are currently
required to submit listing information in accordance with section 510
of the act and Sec. 207.40. The ternms "~ foreign manufacturers,’
““foreign repackers,'' " “foreign relabelers,'' and " “foreign drug
product sal vagers'' are defined in proposed Sec. 207.1 and expl ai ned
in section IV.A 5 of this docunent.

An i ncreased nunber of foreign manufacturers, foreign repackers,
foreign rel abelers, and foreign drug product sal vagers nmay be required
to conply with registration and/or listing requirenments because we are
proposi ng, as explained in section IV.A 4 of this docunent, to revoke
certain provisions of current Sec. 207.40(a) and (b). We are proposing
to revoke the exenption in current Sec. 207.40(a) relating to foreign
establ i shments whose drugs enter a foreign trade zone and are re-
exported fromthe foreign trade zone w thout having entered U. S.
commerce. W are al so proposing to revoke, in part, current Sec.
207.40(b), which allows for a conponent of a drug inported under
section 801(d)(3) of the act (21 U.S.C. 381(d)(3)) to be inported or
offered for inport into the United States even if the conmponent is not
i sted and manuf actured, prepared, propagated, conpounded, or processed
at a registered foreign establishnent. We are proposing to elimnate
these two exenptions in current Sec. 207.40(a) and (b) fromthe
registration and listing requirenents in light of certain statutory
changes that have occurred since the publication of the final rule on
foreign establishment registration and listing. Those changes incl ude
enactnent of the Bioterrorism Act, which reflects Congress' desire to
increase the Nation's ability to prepare for and respond effectively to
bi oterrorismand other public health energencies.

Manuf acturers of drugs regul ated under a BLA, as foll ows:

Manuf acturers of drugs regul ated under a BLA including, but not
limted to: (1) Plasma derivatives such as al bum n, |nmune G obulin,
Factor VII1 and Factor |IX, and reconbi nant versions of plasm
derivatives or animal derived plasma derivatives; (2) vaccines; (3)
al l ergeni c products; (4) bul k product substances such as fractionation
i nternmedi ates or pastes; and (5) therapeutic biological products.

Est abl i shnments sol ely engaged in the manufacture, as defined in
Sec. 1271.3(e) (21 CFR 1271.3(e)), of HCT/Ps, as defined in Sec.

1271. 3(d), that, under Sec. 1271.20, are also drugs regul ated under
section 351 of the Public Health Service Act (PHS Act) or section 505
of the act. Proposed Sec. 207.9(c)(2) would direct these
establishments to register and |ist those HCT/Ps with CBER by foll ow ng
t he procedures described in subpart B of part 1271 (21 CFR part 1271)

i nstead of the procedures for registration and |isting described in
part 207. Proposed Sec. 207.9(c)(2) is simlar to current Sec.
207.20(f), which we propose to revoke and replace with proposed Sec.
207.9(c) (2).

We are al so explaining the relationship between the requirenents
for HCT/Ps in part 207 and part 1271 of this chapter. W have
i mpl emented, in part 1271, a conprehensive, risk-based regul atory
approach for HCT/Ps. Under this approach, sone HCT/Ps are regul ated
sol ely under section 361 of the PHS Act (42 U S.C. 264) and the
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regul ations in part 1271; other HCT/Ps are al so subject to regulation
as drugs or devices under the act and to prenmarket application or
notification requirenents (subm ssions may include BLAs, NDAs, or
devi ce PMAs, product devel opnment protocols, or 510(k) applications).
Current Sec. 207.20(f) also states that the additional |isting
information requirenments in current Sec. 207.31 are applicable to HCT/
Ps registered in accordance with the procedures in part 1271, subpart B
if they are al so drugs regul ated under a BLA and/or the act. W are
proposing to revoke current Sec. 207.31 and nove several of its
requi renents to other sections of the proposed rule (see discussion in
sections IV.C and IV.D of this docunent). Consistent with the
provisions in current Sec. 207.20(f), the requirenents will continue
to apply to HCT/Ps that, under Sec. 1271.20, are also drugs regul ated
under a BLA or section 505 of the act.
In addition, proposed Sec. 207.9(c)(2) would require the
subm ssion of information not currently required for HCT/Ps under part
207, al though the subm ssion of such information has been required for
drug products that are not HCT/Ps. For exanple, proposed Sec.
207.9(c)(2) would require establishnents to submt the NDC nunber, as
described in proposed Sec. Sec. 207.49(a), 207.53(a), and
207.54(b) (1), and the route of adm nistration, as described in proposed
Sec. 207.49(b). Under these provisions, such HCT/P establishnents
woul d not be required to register and list with both CBER and CDER
Rat her, we envision that establishnents will register with CBER, and
then will be asked to provide additional information as required under
part 207. W wi |l manage our databases so that both CBER and CDER have
use of the registration and listing information provided. The concept
is that there will be a link in place when the establishnent
el ectronically accesses the electronic registration and listing system
at http://ww. fda. gov/cber/tissue/tisreg.htmfor tissue registration

This will allow access to the drug database fields to fill in the
addi tional information such as the NDC nunber. |If the establishnent
enters that it manufactures a licensed biologic, this will trigger the
link. At the current time, there is only one such product.
3. Who Wul d Not Be Subject to Part 207?

Proposed Sec. 207.9 also describes two categories of
est abl i shnents that would not be subject to part 207:

Omners and operators of human bl ood and bl ood product
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establishments. This proposed rule does not apply to owners and
operators of human bl ood and bl ood product establishnents unl ess they
manuf acture any of the products listed in proposed Sec. 207.9(c)(1)(i)
and (c)(1)(iv). If the owners and operators of human bl ood and bl ood
product establishnments manufacture any of those products, then they
must register and list under part 207. Establishnments that collect or
process whol e bl ood and bl ood products as well as establishnents

i nvolved in the testing of whol e blood and bl ood products woul d
register and |ist under part 607. For purposes of this proposal, blood
and bl ood products consi st of human whol e bl ood, plasm, or serum or
any product derived from human whol e bl ood, plasma, or serum and the
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term i ncl udes biol ogical products regulated as |icensed devi ces.

Manuf acturers of |icensed devices and manufacturers of |icensed

bi ol ogi cal conponents used in a licensed device would register and |i st

under part 607. This exclusion is consistent with current Sec.

207.7(a) and woul d not apply to owners and operators of human bl ood and

bl ood product establishnments who al so manufacture other drugs.
Establ i shnments that sol ely nmanufacture, prepare,

propagat e, conpound, assenble, or process nedical devices.

Est abl i shnment registration and device listing regulations for such

establishnents and initial inporters of devices, including in vitro

di agnostic products, are codified in part 807. Establishnments that

manuf acture, prepare, propagate, conpound, assenble, or process nedi cal

devi ces, and al so manufacture, prepare, propagate, conpound, oOr process

drugs, are subject to part 207 for drugs and part 807 for devices.

As a result of these proposed revisions clarifying the scope of
part 207, proposed Sec. 207.9 includes the provisions in current Sec.
207.7 that explain the applicability of part 207 to human bl ood and
bl ood products and nedical devices. W are al so proposing to revoke
rel ated provisions that set forth addresses in the Center for Devices
and Radi ol ogi cal Health (CDRH) and CBER for submitting registration and
listing information, and provisions that specify the appropriate forns
for submtting such information.

4. Who Wul d Be Exenpt From Regi stration and Listing?

Section 510(g) of the act and current Sec. 207.10 provide for
exenptions fromregistration and drug listing requirenents. Proposed
Sec. 207.13 contains certain changes to sone of the exenptions in
current Sec. 207.10, as discussed in the first part of this section.
Proposed Sec. 207.13 also incorporates w thout change sone exenptions
fromcurrent Sec. 207.10, as discussed at the end of this section.

The introductory paragraph of proposed Sec. 207.13, largely
consistent with current Sec. 207.10, states that, except as provided
in proposed Sec. 207.13(i), the classes of persons listed in proposed
Sec. 207.13 are exenpt fromregistration and drug |isting under
section 510(g) of the act, or because we have found, under section
510(g)(5) of the act, that their registration is not necessary for the
protection of the public health. W are proposing to add the phrase
““except as provided in proposed Sec. 207.13(i)'" to indicate that
even though the classes of persons identified in paragraphs (a) through
(h) are exenpt fromregistration and drug listing, if such persons
engage in activities as set forth in paragraph (i), the exenption does
not apply and they are required nonetheless to register and list. W
are al so proposing to include in the introductory paragraph a sentence
clarifying that the exenption under proposed Sec. 207.13 would not
provi de exenptions from other provisions of the act or regul ations. For
exanpl e, persons that do not have to register establishnents and I|i st
drugs are still subject to the adulteration and m sbrandi ng provisions
under sections 501 and 502 of the act (21 U S. C 351 and 352) and al so
may be subject to the new drug approval requirenents under section 505
of the act (21 U.S.C. 355) or new animal drug approval requirenents
under section 512 of the act (21 U S.C. 360b). W may inspect their
establ i shnents in accordance with section 704 of the act and the
current good manufacturing practice requirenments. W are proposing to
add the clarifying sentence because in the past sone manufacturers,
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repackers, rel abelers, and drug product salvagers that were exenpt from
registration and listing requirenents incorrectly believed these
provi si ons provided exenptions from other provisions of the act and
regul ati ons. Accordingly, we are proposing to add this sentence to
remedy any confusion on this point.

a. Pharmaci es--The current exenption for pharmacies is codified at
Sec. 207.10(a). The proposed rule would revise and clarify the
exenption, and would nove it to Sec. 207.13(a). Except as noted in the
di scussi on bel ow, proposed Sec. 207.13(a) is generally consistent with
current Sec. 207.10(a).

Under proposed Sec. 207.13(a), pharmacies woul d be exenpt fromthe
registration and listing requirenents if they: Operate in confornmance
with all applicable local |aws regulating the practice of pharnmacy,
including all applicable | ocal |laws regulating the di spensing of
prescription drugs; regularly engage in dispensing prescription drugs
upon prescription of practitioners |icensed by law to adm ni ster these
drugs to patients under their professional care; and do not nmanufacture
(as defined in proposed Sec. 207.1), repack, or relabel drugs for sale
other than in the regular course of the practice of pharnmacy, including
di spensing and selling drugs at retail.

Addi ti onal |anguage has been added to proposed Sec.
207.13(a)(1)(i) and (a)(1)(ii) to nore closely track the | anguage in
section 510(g)(1) of the act. In addition, proposed Sec. 207.13(a)
does not include | anguage that is in current Sec. 207.10(a) that
provi des that the supplying of prescription drugs to a practitioner
licensed to adm nister the drugs for use in the course of the
practitioner's professional practice or to other pharnacies to neet
tenmporary inventory shortages are not acts that require pharmacies to
register. W are deleting this |anguage because it is not necessary.
Phar maci es that engage in such activities would be exenpt from
registration if they fulfill the follow ng requirenents: Qperate in
conformance with all applicable |Iocal laws regulating the practice of
pharmacy, including all applicable |local |aws regul ati ng di spensi ng of
prescription drugs (proposed Sec. 207.13(a)(1)(i)); regularly engage
i n di spensing prescription drugs upon prescription of practitioners
licensed by law to adm ni ster these drugs to patients under their
prof essi onal care (proposed Sec. 207.13(a)(1)(ii)); and do not
manuf acture (as defined in Sec. 207.1), repack, or relabel drugs for
sale other than in the regular course of the practice of pharnmacy,

I ncl udi ng di spensing and selling drugs at retail (proposed Sec.
207.13(a) (1) (iii)).

Proposed Sec. 207.13(a)(2) clarifies that pharnmaci es may
potentially qualify for the exenption in proposed Sec. 207.13(a) only
if they are located in any State as defined in section 201(a)(l) of the
act (21 U.S.C. 321) (that is, any State or Territory of the United
States, the District of Colunbia, and the Comonweal th of Puerto Rico).
This proposed provision is currently |ocated in the introductory
paragraph in current Sec. 207.10. W believe it would be nore clear to
pl ace this provision in proposed Sec. 207.13(a)(2). This aspect of the
proposed provision is consistent with current Sec. Sec. 207.10 and
207. 40.

b. Hospitals, clinics, other health care entities, and public
heal t h agenci es--The current exenption for hospitals, clinics, and
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public health agencies is
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codified at Sec. 207.10(b). The proposed exenption is generally
consistent with current Sec. 207.10(b), except for the addition of
"“other health care entities'' and other nostly m nor revisions and
clarifications, as described below The proposed exenpti on woul d nove
to Sec. 207.13(b).

Hospitals, clinics, other health care entities, and public health
agenci es are exenpt, under proposed Sec. 207.13(b), fromthe
registration and listing requirenents if they: Operate establishnents
in conformance with all applicable local |aws regulating the practice
of pharmacy and nedicine, including all applicable |Iocal |aws
regul ating the di spensing of prescription drugs; regularly engage in
di spensi ng prescription drugs, other than human bl ood or bl ood
products, upon prescription of practitioners licensed by law to
adm ni ster these drugs to patients under their professional care; and
do not manufacture (as defined in proposed Sec. 207.1), repack, or
rel abel drugs other than in the regular course of the practice of
pharmacy, including di spensing.

The exenption in proposed Sec. 207.13(b) would be limted to
hospitals, clinics, other health care entities, and public health
agencies located in any State as defined in section 201(a)(1) of the
act. The proposed provision requiring that such facilities be |ocated
in any State is currently located in the introductory paragraph in
current Sec. 207.10. We believe it would be nore clear to place this
provi sion in proposed Sec. 207.13(b)(2). This proposed provision
(except wth respect to BLA holders and the clarification with respect
to positron em ssion tonography (PET) drugs) is generally consistent
with current Sec. Sec. 207.10 and 207. 40.

We are proposing to add " "other health care entities'' to this
exenption because we are aware that other health care entities besides
hospitals, clinics, and public health agencies (such as skilled nursing
facilities) lawfully provide nedical care and di spense drugs and
logically are simlarly situated to hospitals, clinics, and public
heal th agenci es for purposes of exenpting themfromregistration and
listing, if they neet the statutory and regul atory requirenents.

We are al so proposing to add | anguage to proposed Sec. 207.13(b)
to make the exenption nore consistent with the pharmacy exenption in
proposed Sec. 207.13(a). For exanple, we are proposing to add | anguage
to proposed Sec. 207.13(b)(1)(i) so that this exenption al so
specifically requires conpliance with all applicable |aws regul ating
di spensi ng of prescription drugs, as is required by proposed Sec.
207.13(a)(1)(i). W are simlarly proposing to add Sec.
207.13(b)(1)(iii) to be consistent with proposed Sec.
207.13(a)(1)(iii), although in proposed Sec. 207.13(b)(1)(iii) we have
not included the terns ~"for sale'' or "“selling drugs at retail'
since this |l anguage is appropriate for retail pharnmacies relying on the
exenption provided by proposed Sec. 207.13(a), but not for hospitals,
clinics, other health care entities, and public health agencies relying
on the exenption provided by proposed Sec. 207.13(b).

We believe that the exenption for hospitals, clinics, other health
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care entities, and public health agencies provided in proposed Sec.
207.13(b)(2) should be relied upon by pharmacies within these health
care entities that dispense drugs to patients receiving care in the
health care entities and that nmeet the requirenents of the exenption,
but should not be relied upon by retail pharmacies |ocated within these
health care entities. Retail pharmacies should rely upon the exenption
in proposed Sec. 207.13(a) if they neet the requirenents of that
proposed provi sion.

c. Persons who manufacture, repack, relabel, or salvage certain
nmedi cat ed feeds--Al though we are proposing to reorganize and clarify
t he exenption for persons who manufacture, repack, relabel, or salvage
certain nedicated feeds, we are not proposing to change the substance
of the exenption. Under proposed Sec. 207.13(f), persons who
manuf act ure, repack, relabel, or salvage Type B or Type C nedicated
feeds, except for manufacturers, repackers, relabelers, or drug product
sal vagers of Type B or Type C nedicated feeds nade from Category I1,
Type A nedicated articles, are exenpt fromregistration. This exenption
woul d not apply to persons who woul d otherwi se be required to register
(such as manufacturers, repackers, rel abelers, or drug product
sal vagers of certain free-choice feeds, as defined in 21 CFR 510. 455,
or certain liquid feeds, as defined in 21 CFR 558.5, where the
specifications and/or formulas are not published and a feed ml|
license is required). Proposed Sec. 207.13(f) also clarifies that al
manuf act urers, repackers, rel abelers, or drug product sal vagers of Type
B or Type C nedi cated feeds woul d be exenpt fromlisting.

d. The current exenptions for foreign trade zones and drugs
i mported under section 801(d)(3) of the act would be revoked--I1n 2001,
we issued a final rule on foreign establishnment registration and
listing (66 FR 59138, Novenber 27, 2001). The regul ation created two
exenptions in Sec. 207.40:

Under current Sec. 207.40(a), a foreign establishnment is
not required to conply with the registration and listing requirenents
If its drug enters a foreign trade zone and is re-exported fromthat
foreign trade zone w thout having entered U S. comerce. W created
this exenption as part of the final rule on foreign establishnent
registration and |listing because registering such foreign
establishments or listing drugs that were confined to a foreign trade
zone--and were therefore not introduced into donmestic commerce--was not
consi dered necessary for the protection of the public health (see 66 FR
59138 at 59139 and 59140).
Current Sec. 207.40(b), which states that no drug may be

i mported or offered for inport into the United States unless the drug
Is listed and manufactured, prepared, propagated, conpounded, or
processed at a registered foreign establishnment, also states that this
prohi bition does not apply to components of drugs inported under
section 801(d)(3) of the act. Section 801(d)(3) of the act, as it
exi sted before June 2002, allowed persons to inport unapproved or
ot herwi se nonconpliant articles (such as drug conponents) provided that
the inported articles were further processed or incorporated into
products and exported or, if not used, the inported articles were
destroyed or exported. The provision in Sec. 207.40(b) reflected the
fact that, at the time, section 801(d)(3) of the act inposed very few
restrictions on the adm ssion of drug conmponents that are inported into
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the United States for further processing or incorporation into a
product that will be exported fromthe United States (66 FR 59138 at
59148).

G ven the additional |evel of inport restrictions inposed by the
BioterrorismAct, and the underlying security concerns that led to the
BioterrorismAct's adoption, we are proposing to elimnate these two
exenptions in current Sec. 207.40(a) and (b) fromthe registration and
listing requirenents. In particular, sections 321 and 322 of the
Bioterrorism Act, which affected foreign establishnment registration by
anendi ng sections 510 and 801 (anong ot her provisions) of the act,
suggest that Congress intended the information requirenents for foreign
establishments and inported products to be conprehensive, and that
Congress regarded the information it was requiring to be inportant to
its goal in increasing the Nation's ability to prepare for and respond
effectively to bioterrorismand other public health energencies. This,
in turn, suggests to

[ [ Page 51284]]

FDA that the exceptions fromthe registration and listing requirenments
are therefore no | onger appropriate.

The Bioterrorism Act affected foreign establishnment registration
in relevant part, by anmending sections 510(i) and 801 of the act:

To require, as part of an establishnent's registration,
the nane of each inporter of the drug that is known to the
establishment and the nanme of each person who inports or offers to
i mport the drug into the United States; and

To provide that we may refuse adm ssion of a product and,
if the product is refused adm ssion, that the product shall be held at
the port of entry until a statement regarding the foreign
establishment's registration is submtted to us.

The amendnment to section 510(i) of the act reflects a determ nation
on the part of Congress that a foreign establishnent shipping drugs to
the United States should provide additional information in its
registration (that is, information about inporters and persons who
i mport or offer for inport). FDA is concerned that if a foreign
establishnent is not subject to this establishment registration
requirement--either by virtue of inporting into a foreign trade zone or
by inmporting conmponents under section 801(d)(3) of the act--it would
al l ow sone inporters and persons who inport or offer for inport to go
undet ected, thereby creating an unnecessary vulnerability in Congress
system of requiring this information.

The amendnment to section 801(0) of the act reflects a determ nation
that establishment registration and drug listing information is
i nportant enough that, if it is lacking at the tinme the article is
offered for inport, the article may be refused adm ssion (and, if
refused, shall be held at the port of entry). FDA is concerned that if
a foreign establishnment is exenpt fromthe registration and listing
requirenments--either by virtue of inporting into a foreign trade zone
or by inporting conponents under section 801(d)(3) of the act--FDA
woul d be unable to rely on amended sections 510(i) and 801 of the act
to require that inported products be held at the port of entry to the
United States or to prevent such product's delivery to the inporter or
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consignee. This situation would stand in the way of inplenenting
Congress' apparent intent that this information be a prerequisite for
entry of the inported product into the United States.

We believe that renoving the exception to the registration and
listing requirenents for products entering foreign trade zones and for
products inported under section 801(d)(3) of the act is consistent with
Congress' desire to increase the Nation's ability to prepare for and
respond effectively to bioterrorismand other public health energencies
by requiring foreign establishments to provide nore, rather than |ess,
information for inported products.

The Bioterrorism Act al so revised section 801(d)(3) of the act, in
part, by:

Requiring inporters to identify the manufacturers of the
i mported drug conmponent, and each processor, packer, distributor, or
other entity that had possession of the article fromthe manufacturer
to the inporter;

Requiring certificates of analysis to acconpany nost
i mported articles; and

Gving us the ability to refuse adm ssion to the United
States if we determine there is credible evidence or information
indicating that the article is not intended to be further processed by
the initial owner or consignee, or incorporated by the initial owner or
consignee into a drug, biological product, or other product specified
in section 801(d)(3) of the act that will be exported fromthe United
St at es.

These statutory changes al so indicate a congressional desire to
know nore, rather than | ess, about the articles entering the United
St at es under section 801(d)(3) of the act and to prevent potentially
dangerous articles fromentering the United States. The | egislative
hi story supports this belief, as the conference report for the
Bi oterrorism Act explained: " Refusal of entry should not involve
shi pment s bet ween known shi ppers and known recipients unless the
Secretary has received credi bl e evidence or information that suggests
such shipnments may not be legitimte. The Managers intend to permt the
Secretary to refuse adm ssion of articles if the Secretary determ nes
there is credible evidence or information that the articles may be used
as instruments of terror. Such evidence m ght include highly toxic or
ot herwi se exceptionally dangerous products going to recipients unknown
to the Secretary or to recipients believed to | ack the capability to
further process such dangerous articles * * *.'' (See H Rept. 107-481,
| 07t h Cong. (2002), " "Joint Explanatory Statenment of the Committee of
Conference,'' "~ "Subtitle B--Protection of Drug Supply'' (discussing
section 322).) The legislative history's references to ~ known'
shi ppers, "~ “known'' recipients, and recipients who may |lack the ability
to further process an article, conbined with the new statutory
provi sion on refusing adm ssion even if the article is inported under
section 801(d)(3) of the act, strongly support our proposal to require
that all drugs inported or offered for inport into the United States be
listed and manufactured at a registered foreign establishnment. Failure
to register such foreign establishnments could conprom se our ability to
refuse adm ssion of a dangerous article.

Therefore, the proposed rule would elimnate the exenption fromthe
establishment registration and drug listing requirenents for foreign
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establ i shments whose drugs enter a foreign trade zone and are re-
exported fromthat foreign trade zone w thout having entered U S
commerce. In addition, the proposal would require that all drugs

i mported or offered for inport into the United States be listed and
manuf actured at a registered foreign drug establishment, even if the
drug is inmported under section 801(d)(3) of the act.

e. Ot her exenptions--As described in current Sec. 207.10, the
following remain exenpt fromregistration and drug |isting (proposed
Sec. 207.13):

Practitioners who are |licensed by |law to prescribe or
adm ni ster drugs and who manufacture, repack, relabel, or sal vage drugs
solely for use in their professional practice (current Sec. 207.10(c);
proposed Sec. 207.13(c)).

Manuf acturers, repackers, relabelers, or drug product
sal vagers of drugs solely for use in research, teaching, or chenica
anal ysis and not for sale (current Sec. 207.10(d); proposed Sec.
207.13(d)). Under proposed Sec. 207.13(d), manufacturers, repackers,
rel abel ers, or drug product sal vagers who manufacture, repack, relabel,
or salvage drugs solely for use in research, teaching, or chem ca
anal ysis and not for sale are exenpt fromregistration requirenents.
Proposed Sec. 207.13(d) would be consistent with the exenption in
section 510(g)(3) of the act, except the | anguage would be nodified to
take into account the proposed rule's uses of the terns
" manuf acturer, "’ repacker, '’ rel abeler,'' "~ “drug product
sal vager,'' "~“manufacture,'' "“repack,'' ““relabel,'' and " salvage.'
W want to take the opportunity to remnd interested persons that while
the exenption fromregistration would apply to a sponsor that
manuf actures its own drug for use in its clinical trial of the drug,
t he exenption would not apply, for exanple, to a firmthat manufactures
a drug with the purpose of selling the drug to a sponsor for use in a
clinical trial. In the latter situation, the manufacturer of the drug
woul d be required to register.

Manuf acturers, repackers, rel abelers, and drug product
sal vagers of

ENIEN ENIEN

[ [ Page 51285]]

harm ess inactive ingredients (current Sec. 207.10(e); proposed Sec.
207.13(e)). We considered proposing to revoke this exenption because of
concerns related to potential contam nation of those inactive
i ngredi ents. However, we concluded that submitting and maintaining in
t he dat abase all excipients, colorings, flavorings, enulsifiers,
| ubricants, preservatives, or solvents that beconme conponents of drugs
coul d be burdensome for industry. In proposing to maintain this
exenption, we note that current regul ati ons governing the manufacture
of finished drug products require all manufacturers to performquality
control testing to ensure that conponents neet established
specifications (see generally, part 211 (21 CFR part 211)).

Manuf acturers, repackers, rel abelers, and drug product
sal vagers of aninmal viruses, seruns, toxins, or anal ogous products
(current Sec. 207.10(g); proposed Sec. 207.13(qg)).

Carriers (current Sec. 207.10(h); proposed Sec.
207.13(h)).
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f. Limts on exenptions--Proposed Sec. 207.13(i) would clarify
that any of the persons who otherwi se would qualify for an exenption
under Sec. 207.13(a) through (h) are not exenpt fromregistration or
listing if they: (1) Manufacture (as defined in proposed Sec.
207.1),\4\ repack, relabel, or salvage conpounded positron em ssion
tonography (PET) drugs as defined in section 201(ii) of the act; (2)
manuf acture (as defined in Sec. 600.3(u)) a biological product subject
to licensing under section 351 of the Public Health Service (PHS) Act;
(3) manufacture (as defined in Sec. 1271.3(e)) an HCT/P that, under
Sec. 1271.20, are al so drugs regul ated under section 351 of the PHS
Act or section 505 of the act; or (4) engage in activities that would
otherwise require themto register under this part.

\4\The term "~manufacture'' is defined in proposed Sec. 207.1
and is used here for brevity to refer to the activities that trigger
registration requirenents (that is, "~ manufacture, preparation,

propagati on, conpoundi ng, or processing'' of drugs). Although many
PET facilities do not consider thenselves to be " manufacturing
drugs, but rather preparing or conpoundi ng drugs, we are nonethel ess
using the term "manufacture'' for brevity.

Thus, any person identified in proposed Sec. 207.13(a) through
(h), such as pharmacies, hospitals, clinics, other health care
entities, public health agencies, or practitioners, if they
manuf act ure, repack, relabel, or salvage conpounded PET drugs, as
defined in section 201(ii) of the act (21 U S.C. 321(ii)), would fal
outside the scope of the exenptions provided in proposed Sec.
207.13(a) through (h). Manufacturers, repackers, relabelers, or drug
product sal vagers of conmpounded PET drugs are not included anong the
persons that are exenpt fromregistration under proposed Sec. 207.13
because exenpting manufacturers of conpounded PET drugs from
regi stration would be inconsistent with section 121 of the Food and
Drug Adm nistration Mdderni zation Act of 1997 (the Modernization Act)
(Public Law 105-115), which addresses the regul ation of PET drug
products. Section 121 of the Mdernization Act directs us to devel op
appropriate procedures for the approval of PET drugs under section 505
of the act and appropriate CGW requirenments for such drugs. It also
requires the subm ssion of NDAs or ANDAs for PET drugs either 4 years
after the date of enactnent or 2 years after the date on which we
establish approval procedures and CGWs, whichever is |onger. W
publ i shed proposed CGWs for PET drugs on Septenber 20, 2005 (70 FR
55038). If Congress had intended to exenpt manufacturers, repackers,
rel abel ers, or drug product salvagers of PET drugs fromregistration
requirenents, it would have done so. Gven that PET manufacturers wl|
be expected to conmply with CGW requirenents and FDA will need to
i nspect themto determ ne conpliance, it is reasonable to require PET
manuf acturers, repackers, rel abelers, or drug product sal vagers to
regi ster so we can identify PET nmanufacturers, repackers, rel abelers,
or drug product salvagers and the drugs they manufacture, repack,
rel abel, or salvage for inspection purposes. Therefore, the proposed
rul e woul d requi re conpounded PET drug manufacturers, repackers,
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rel abel ers, or drug product salvagers to register with us and |i st
their drugs in accordance with section 510(j) of the act and proposed
part 207.

Li kewi se, any person identified in Sec. 207.13(a) through (h) who
woul d ot herwi se qualify for an exenption would not qualify for an
exenption if it manufactures (as defined in Sec. 600.3(u)) a
bi ol ogi cal product subject to licensing under section 351 of the PHS
Act .

We note that to the extent a person manufactures, repacks,
rel abel s, or salvages PET drugs as set forth in proposed Sec.
207.13(i) (1) or manufactures a biol ogi cal product subject to licensing
as set forth in proposed Sec. 207.13(i)(2), the obligation to register
and list would only apply to the extent that that person engages in the
activities identified in proposed Sec. 207.13(i)(1) or (i)(2). For
exanpl e, a hospital dispensing and adm ni stering drugs and that al so
manuf act ures conpounded PET drugs would list only the PET drugs it
manuf act ures, assum ng none of its other activities would subject it to
registration or listing requirenents. Likew se, a public health agency
di spensi ng and admi nistering drugs that holds a biologics |license
application would list only the biological drugs it manufactures,
assum ng none of its other activities would subject it to registration
or listing requirenents.

Proposed paragraph (i) also states that the exenptions provided in
proposed Sec. 207.13(a) through (h) do not apply to such persons if
they engage in activities that would otherwi se require themto
regi ster. This concept appeared in current Sec. 207.10(e). W are
proposing to apply this concept to all the exenptions in proposed Sec.
207.13 to reiterate that if a person qualifies for an exenption from
the activities stated in proposed Sec. 207.13(a) through (h), that
person may still need to register if that person engaged in activities
that woul d otherwi se require registration
5. What Definitions and Interpretations of Terns Wuld Apply to Part
2077

In proposed Sec. 207.1, we set forth new definitions and
interpretations of terns for part 207 and revise or revoke certain
definitions in current Sec. 207.3(a).

Current Sec. 207.3(b) states that the definitions and
interpretations of ternms in sections 201, 502(e), and 510 of the act
apply to the terns used in part 207. W are proposing to revoke this
sentence because it is unnecessary and has caused confusion in the
past. For purposes of proposed part 207, the follow ng definitions and
interpretations of ternms would apply to proposed part 207:

Act. This term as used in proposed Sec. 207.1, renmains the sane
as current Sec. 207.3(a)(1l). " " Act'' neans the Federal Food, Drug, and
Cosnetic Act (52 Stat. 1040 et seq., as anended (21 U S.C. 301 et
seq.)), except as otherw se provided.

Active pharnaceutical ingredient. W are proposing to replace the

term " bul k drug substance,'' as defined in current Sec. 207.3(a)(4),
with the term  “active pharmaceutical ingredient.'' W believe that the
term " bul k drug substance'' may be confused with the term " bul k
drug.'' The term " bulk drug,'' as commonly used in the pharmaceuti cal

i ndustry, means an active ingredient, inactive ingredient, or finished
dosage form packaged in a |arge container (for exanple, a drum. To
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prevent confusion, we are proposing to replace the term " bul k drug
substance'' with the nore descriptive term "active pharnaceutica
I ngredient."'

We are al so proposing to revise the definition of the current term
" bul k

[[ Page 51286] ]

drug substance'' (changed to " “active pharmaceutical ingredient'' in
the proposal) to nmake it consistent with the definition of " drug
substance'' in current Sec. 314.3 (21 CFR 314.3). Current Sec.
207.3(a)(4) states, in part, that a "~ “bulk drug substance * * * becones

an active ingredient,'' but does not explain what it neans for an
ingredient to be " “active.'' W believe that the definition of ~“drug
substance'' in current Sec. 314.3 is nore descriptive; that definition

explains, in part, that " "drug substance means an active ingredient
that is intended to furnish pharmacol ogi cal activity or other direct
effect in the diagnosis, cure, mtigation, treatnent, or prevention of
di sease or to affect the structure or any function of the * * * body.'
Consi stent with the | anguage of current Sec. 314.3, we are proposing
to define ~"active pharnaceutical ingredient'' in proposed Sec. 207.1
as any substance that is intended to furnish pharnmacol ogi cal activity
or other direct effect in the diagnosis, cure, mtigation, treatnent,
or prevention of disease, or to affect the structure or any function of
the body. Consistent with both current Sec. 314.3 and current Sec.
207.3(a)(4), the termwould not include internmediates used in the
synt hesis of the substance. As proposed, the termwould include both an
active pharmaceutical ingredient nmarketed al one and as part of a
fini shed dosage form

Advertising and | abeling. W are proposing to delete current Sec.
207.3(a)(2), which explains that the terns " “advertising'' and
““labeling,'" as used in current part 207, include the pronotiona
material described in current Sec. 202.1(1)(1) and (1)(2) (21 CFR
202.1(1) (1) and (1)(2)), respectively. W believe that this information
is nore appropriately included in the definitions of "~ “representative
sanpling of advertisenents'' and " “representative sanpling of any other
| abeling.'" As a result, we are proposing to revise the definitions of
those terns accordingly and delete current Sec. 207.3(a)(2).

Commercial distribution. W are not proposing to substantively
change the definition of "~ "comrercial distribution'' fromthat set
forth in current Sec. 207.3(a)(5). The termwould still nean any
distribution of a human drug, except for investigational use under 21
CFR part 312, and any distribution of an animal drug or an ani mal feed
bearing or containing an animal drug for non-investigational uses. The
termwoul d not include internal or interplant transfer of an active
pharmaceutical ingredient between registered establishnments within the
same parent, subsidiary, and/or affiliate conmpany. For foreign
manuf acturers, foreign repackers, foreign relabelers, foreign drug
product sal vagers, foreign private | abel distributors, and foreign
establ i shnents, the term “commercial distribution"' would have the
same neani ng except that it does not include distribution of any drug
that is neither inported nor offered for inport by it into the United
States. W are proposing to change the term "bul k drug substance'' in
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the current definition to " "active pharmaceutical ingredient'' because
t he proposal replaces the definition of " bulk drug substance'' with

the definition of " “active pharmaceutical ingredient.'' Defining
““commercial distribution'' is inportant because, under proposed part
207, listing information nust be provided to us for any drug that is

bei ng manuf actured, repacked, rel abel ed, or salvaged for comrercia
di stribution.

Content of |abeling. W are proposing to add a new term ~ content
of labeling,'' to part 207. The proposed definition of the term
describes the | abeling material that would be required to be
el ectronically submtted at the tinme of |isting under proposed
Sec. Sec. 207.49(g) and 207.61(a)(2). The proposed requirenent to
el ectronically submt the " “content of labeling'' would be in addition
to the current listing requirenment that formatted copies of certain
| abel i ng be subnitted. We are proposing to define "~ "content of
| abel ing'' because, as explained in section IV.E. 4 of this docunent,
the el ectronic subm ssion of the " “content of |abeling'' would be
required for drug listing to permt us to electronically review,
conpare, and extract data fromthe | abeling.

For human prescription drugs that the nmanufacturer regards
as subject to section 505 of the act or section 351 of the PHS Act, we
are proposing to define ““content of labeling'' as the content of the
prescription drug | abeling, as specified in Sec. Sec. 201.56, 201.57,
and 201.80 (21 CFR 201.56, 201.57, and 201.80), including all text,
tabl es, and figures.\b5\

\ 5\ The use of the | anguage " “that the nmanufacturer regards as
subj ect to section 505 of the act or section 351 of the PHS Act,’
is explained in detail in section IV.D.7 of this docunent.

Thi s proposed definition is consistent with how the term " content

of labeling'' is used in the final rule entitled "~ Requirements for
Subm ssion of Labeling for Human Prescription Drugs and Biologics in
El ectronic Format,'' (electronic |labeling final rule), which published

in the Federal Register of Decenber 11, 2003 (68 FR 69009). Under the
el ectronic labeling final rule, applicants are required to

el ectronically submt, in a format that we can process, review, and
archive, the "~ “content of labeling'' for human prescription drugs in
NDAs, certain BLAs, ANDAs, supplenents, and annual reports.\6\ The
electronic labeling final rule, including the use of the term "content
of labeling,'' only applies to this subset of drugs. Under the
proposal, however, as set forth in proposed Sec. 207.49(g), the
““content of labeling'' would be provided for drugs subject to the
listing requirenents of proposed part 207.

\ 6\ For additional information, also see the guidance " Providing
Regul at ory Subm ssions in El ectronic Format--Content of Labeling'
(April 2005) (available at http://ww.fda. gov/cder/guidance/index. ht m

), which discusses issues related to the subm ssion of the
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content of labeling in electronic format in marketing applications
for human drug and bi ol ogi cal products. This guidance reflects our
current thinking on providing in electronic format the content of

| abeling required in 21 CFR parts 314 and 601.

Proposed part 207 would also differ in one other respect fromthe
way ~content of labeling'' is used in the electronic |abeling fina
rule. The electronic labeling final rule states that the "~ "content of
| abeling'' that nust be submtted electronically is comonly referred
to as the content of the package insert or professional |abeling. W

are proposing to use the term  “prescription drug |abeling ' instead of
the term package insert or professional |abeling. " "“Prescription drug
| abeling'' is used in the final rule entitled "~ Requirenments on Content

and Format of Labeling for Human Prescription Drug and Bi ol ogi ca
Products,'' published in the Federal Register of January 24, 2006 (71
FR 3922). In that final rule, " “prescription drug labeling'' is used to
mean | abel ing for approved prescription drug products described in
Sec. Sec. 201.56, 201.57, and 201.80, which is commonly described
using a variety of ternms including ~“professional |abeling,'' °~ package
insert,'" ““direction circular,'" or "~ package circular.'' W are
proposing that the term "“content of l|labeling' ' for human prescription
drugs, as defined in proposed Sec. 207.1 and required under proposed
Sec. 207.49(g), would be the content of the " prescription drug
| abel ing. "'

For human prescription drugs that the manufacturer regards
as not subject to section 505 of the act or section 351 of the PHS Act,
we are proposing to define "“content of labeling'' as the |abeling
equi valent to the content of the prescription drug |abeling, as
specified in Sec. Sec. 201.56, 201.57, and 201.80, including all text,
tabl es, and figures.

For human OTC drugs, we are proposing to define " content
of labeling'' as the content of the drug facts |abeling required by
Sec. 201.66 (21 CFR
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201.66) (format and content requirenents for OTC drug product
| abeling), including all text, tables, and figures. Under Sec.
201.66(b) (10), drug facts |abeling neans the title, headings,
subheadi ngs, and information required under or described in Sec.
201.66(c) (content requirenents).

For animal drugs (including, but not limted to, drugs
that the manufacturer regards as subject to section 512 of the act), we
are proposing to define " “content of labeling'' as the content of the
| abel ing that acconpanies the drug that is necessary to enable safe and
proper admi nistration of the drug (for exanple, the | abeling specified
in Sec. Sec. 201.1 and 201.5 (21 CFR 201.1 and 201.5)), including al
text, tables, and figures.

Donestic. For the purposes of registration and |isting under this
proposal, and when used to nodify the term "~nmanufacturer,"
““repacker,'' "“relabeler,'' " “drug product salvager,'' " private |abel
distributor,'' or "~“establishnment,'' we are proposing to use the term
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"“domestic'' to refer to a manufacturer, repacker, relabeler, drug
product sal vager, private |abel distributor, or establishment within
any State or Territory of the United States, the District of Col unbi a,
or the Commonweal th of Puerto Rico. The terns ~ manufacturer,’
““repacker,'' "““relabeler,'" "“drug product salvager,'' " “private |abel
distributor,'' and " “establishnment'' are defined in proposed Sec.
207.1, and these definitions are discussed el sewhere in this section of
the preanble. We are proposing to define the term  ~donestic'
separately rather than repeat the neaning of the term under separate
definitions for donestic manufacturer, donestic repacker, domestic

rel abel er, donestic drug product sal vager, donestic private |abe

di stributor, and donestic establishnent. The definition of "~ “foreign,'
as it would nodify manufacturer, repacker, relabeler, drug product

sal vager, private |abel distributor, and establishnent, is discussed

el sewhere in this section of the preanble.

Drug(s). W are proposing to use the term “drug(s),"'' for purposes
of proposed part 207, to nean the sane as the definition of ~“drug'' in
section 201(g)(1) of the act. Section 201(g) (1) of the act defines
““drug'' to include, anpong other things, articles intended for use in
the diagnosis, cure, mtigation, treatnent, or prevention of disease in
man or other animals, and articles (other than food) intended to affect
the structure or any function of the body of man or other aninals.
“"Drug(s)'" under proposed Sec. 207.1 would include drugs intended for
use in humans, including the biologics described in proposed Sec.
207.9(c), and ani mal drugs, including Type A nedicated articles, and
al so includes articles "“intended for use as a conponent'' of any drug.
The proposed termincludes active pharmaceutical ingredients and
fini shed dosage forns (prescription and OTC

Drug product sal vager, drug product salvaging. W are proposing to
use the term  “drug product salvaging'' to nean applyi ng manufacturing
controls such as those required by current good nmanufacturing practice
in parts 210 (21 CFR part 210) and part 211 to drug products and
segregating out those drug products that may have been subjected to
i mproper storage conditions (such as extrenmes in tenperature, humdity,
snoke, funes, pressure, age, or radiation) for the purpose of returning
the products to the marketplace. W note, however, that drug product
sal vaging, like all manufacturing, nust be conducted in accordance wth
current good manufacturing practice. W are proposing to use the term
““drug product salvager'' to nean a person who owns or operates an
establ i shment that engages in drug product sal vagi ng. Wien not nodified
by " “donestic'' or " “foreign,'' as defined in proposed Sec. 207.1 and
di scussed in section IV.A 5 of this docunent, the termwould include
bot h donestic drug product sal vagers and foreign drug product
sal vagers.

Under current Sec. 207.3(a)(6), drug product sal vagi ng neans the
act of segregating drug products that may have been subjected to
| nproper storage conditions, such as extrenes in tenperature, humdity,
snoke, funes, pressure, age, or radiation, for the purpose of returning
sonme or all of the products to the narketplace. W are proposing to
revise the current definition of drug product salvaging to include
" Tappl yi ng manufacturing controls such as those required by current
good manufacturing practice in part 210 and part 211 to drug
products.'' W are not proposing to change the nmeani ng of drug product
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sal vaging but to clarify the current definition by explaining that the
term al so i ncludes applying manufacturing controls to drug products.
Drug product sal vagers apply manufacturing controls to drug products so
that they can determ ne whet her the drug products may have been

subj ected to i nproper storage conditions. As discussed further in
sections I1V.B.1 and IV.D.1 of this docunment, " applying manufacturing
controls to drug products and segregating drug products'' woul d be
covered under the scope of manufacturing, preparing, propagating,
conmpoundi ng, or processing, and repackagi ng or otherw se changing the
contai ner, w apper, or |abeling of any drug package in furtherance of
the distribution of the drug fromthe original place of manufacture to
the person who nmakes the final delivery or sale to the ultinmate
consuner or user (section 510(a)(1) of the act). This activity woul d
trigger the requirement to register under the act. In addition, under
t he proposal, drug product sal vagers would al so be subject to the drug
listing requirenents in section 510(j)(1) of the act because their
activities involve conducting one of the aforenentioned activities with
respect to a given drug for the purpose of conmercial distribution. As
di scussed in section IV.D.1 of this docunent, we are requesting
comments specifically on whether drug product sal vagers should be
subject to the drug listing requirenents because the drug products are
bei ng sal vaged for comercial distribution.

Establ i shnment. We are proposing to revise the definition of
“establishment'' at current Sec. 207.3(a)(7) to mean, for purposes of
registration and drug listing, a place of business under one managenent
at one geographic location. Under the proposed definition, one
geographic | ocation may include separate buildings within the same city
if their activities are closely related to the sane busi ness enterprise
and are under the supervision of the same | ocal managenent. When not
nodi fied by " “donmestic'' or " foreign, as defined in proposed Sec.
207.1 and di scussed in section IV.A 5 of this docunent, the term would
i ncl ude both donestic establishnments and foreign establishnents. W are
proposing to define the term  “establishnment'' because, under proposed
part 207, manufacturers, repackers, relabelers, and drug product
sal vagers nust regi ster each establishnent, providing to us such
informati on as the nanme and address of the establishnment and type of
operation perforned at the establishnent.

The proposed definition of " “establishnent'' would clarify the
phrase " "at one general physical location'' in the current definition
by revising the phrase to read " "one geographic location'' and stating
that this may include separate buildings within the sanme city if their
activities are closely related to the sane business enterprise and are
under the supervision of the sane | ocal managenent.

The proposed definition of ~“establishnment'' is intended to
simplify the current definition. The current definition defines
establishment as a

~
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pl ace of business under one managenent at one general physica

| ocation, and includes, anong others, independent |aboratories that
engage in control activities for a registered drug establishnment (for
exanpl e, consulting | aboratories), manufacturers of nedicated feeds and
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vitam n products that are drugs in accordance with section 201(g) of
the act, human bl ood donor centers, animal facilities used for the
production or control testing of |icensed biologics, and establishnents
engaged in drug product salvaging. For brevity, the proposed definition
of establishnent does not restate the exanpl es of establishnents stated
in the current definition. Sonme of these establishnments would be
covered under other definitions set forth in proposed Sec. 207.1 and
explained in section IV.A 5 of this docunent. For exanple,

““independent | aboratories that engage in control activities for a

regi stered drug establishnment'' would be covered under the proposed
definition of ~“manufacturer.'' "~ Establishnents engaged in drug
product sal vaging'' would be covered under the proposed definition of
““drug product sal vager.'

Establ i shnment regi strati on nunber. We are proposing to define
“establishnment registration nunber'' as the nunber assigned by FDA to
the establishnment during the establishnent registration process
required in this part. The establishnment registration nunber is
assigned to each establishnment of each manufacturer, repacker
rel abel er, or drug product sal vager inspected by our district office.
The establishnent registration nunber is assigned when the
manuf act urer, repacker, rel abeler, or drug product sal vager begins
manuf act uri ng, repacking, rel abeling, or salvaging drugs subject to
part 207. The establishnment registration nunber would identify, anong
ot her things, where the drug is manufactured, repacked, relabeled, or
sal vaged. Currently, the FDA Establishment Identifier (FEI) will be the
nunber we assign as the establishnment registration nunber. In the
future, however, we may use a different nunber as the establishnment
regi strati on nunber.

Foreign. For the purposes of registration and listing under this
proposal, and when used to nodify the term "~nmanufacturer,"
““repacker,'' "““relabeler,'' "~ “drug product salvager,'' or " “private
| abel distributor,'' we are proposing to use the term “foreign'' to
refer to a manufacturer, repacker, relabeler, drug product sal vager, or
private |l abel distributor who is located in a foreign country and who
manuf act ures, repacks, relabels, salvages, or distributes a drug that
is inported or offered for inport into the United States. Wen used to
nodify the term  “establishnment,'' we are proposing to use the term
““foreign'' to refer to an establishnment that is located in a foreign
country and is the site where a drug that is inported or offered for
inmport into the United States was manufactured, repacked, rel abel ed,
sal vaged or distributed. The ternms " manufacturer,"'’ r epacker,
““relabeler,'" "“drug product salvager,'' "“private |abel
distributor,'' and " “establishnment'' are defined in proposed Sec.
207.1, and these definitions are discussed el sewhere in this section of
the preanble. W are proposing to define the term  "foreign'
separately rather than repeat the neaning of the term under separate
definitions for foreign manufacturer, foreign repacker, foreign
rel abel er, foreign drug product salvager, foreign private | abel
di stributor, and foreign establishnment. The definition of " “donestic,"
as it would nodify manufacturer, repacker, relabeler, drug product
sal vager, private |abel distributor, and establishnent, is discussed
el sewhere in this section of the preanble.

| nporter. Wt are proposing to define " “inporter'' to mean a conpany

AN

ENIEN
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or individual in the United States that is an owner, consignee, or

reci pient of the foreign establishnment's drug that is inported into the
United States. W recognize that a foreign establishnment may have nore
than one " “inporter'' and we are proposing to include in this term any
owner, consignee, or recipient, even if not the initial owner,
consignee, or recipient, of the foreign establishnment's drug that is
imported into the United States. Under this proposal, the recipient of
the drug would not include the consuner or patient who ultimately
purchases, receives, or is admnistered the drug, unless the foreign
establishment ships the drug directly to the consuner or patient. As
described in section IV.B.3 of this docunent, this proposal would
require foreign establishnments to provide, for drugs manufactured,
repacked, relabeled, or salvaged at the establishnent, the name of each
i mporter known to the establishnment of such drug into the United
States. Therefore, the establishment woul d need to provide the nane of
each owner, consignee, or recipient of the foreign establishnment's drug
imported into the United States that was known to the establishnent. W
describe nore fully what we nean by "~ "known to the establishnment'' in
section IV.B.3 of this docunent. We invite coments on our definition
of inporter, including the scope of the entities included in the
definition.

Manuf acture, manufacturer. W are proposing to use the term
““manufacture'' for purposes of this part to mean each step in the
manuf act ure, preparation, propagation, conpounding, or processing of a
drug. Manufacture includes the naking by chem cal, physical,
bi ol ogi cal, or other procedures or manipul ati ons of a drug, including
control procedures applied to the final product or to any part of the
process. Mnufacture includes manipul ati on, sanpling, testing, or
control procedures applied to the final product or to any part of the
process, including, for exanple, analytical testing of drugs, for
anot her regi stered establishnent's drug.

We are proposing to use the term  “nmanufacturer'' for purposes of
this part to nmean a person who owns or operates an establishnment that
manuf actures a drug. When not nodified by " “donestic'' or " “foreign,'
as defined in proposed Sec. 207.1 and discussed in section IV.A 5 of
t his docunment, "~ manufacturer'' would include both donmestic
manuf acturers and forei gn nanufacturers.

Under section 510(a)(1) of the act, the term "manufacture,
preparation, propagation, conpounding, or processing' ' includes
repackagi ng or otherw se changi ng the container, wapper, or |abeling
of any drug package in furtherance of the distribution of the drug from
the original place of manufacture to the person who nmekes fi nal
delivery or sale to the ultimate consunmer or user. Accordingly, section
510(a) (1) of the act sets up a shorthand way of referring to all the
activities that trigger registration requirenments by using the
speci fied phrase " “nmanufacture, preparation, propagation, conpoundi ng,
or processing'' throughout section 510 of the act. However, for
pur poses of proposed part 207, the term "manufacture'' would refer to
t he manuf acture, preparation, propagation, conpoundi ng, or processing
of a drug, as set forth in the proposed definition.

The term " “~manufacturer'' would include, anong others, contro
| aboratories, contract |aboratories, contract manufacturers, contract
packers, contract |abelers, and other entities that manufacture a drug,
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as defined in proposed Sec. 207.1 and discussed in section IV.A 5 of
this docunment. A "~ “control laboratory'' and a "~ “contract |aboratory'

i ncl ude i ndependent establishnments that mani pul ate, sanple, test, or
performother quality control functions for another registered
establishnment's drug, including, for exanple, analytical
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testing of drugs. A ~“contract nmanufacturer'' is sonetines enployed by
ot her manufacturers to manufacture the drug. Simlarly, a manufacturer
may sonetimes subcontract part of the manufacturing process such as
packing or labeling to a "~ "contract packer'' or a "~ “contract |abeler.’
The term “~manufacturer'' would include control |aboratories, contract
| aborat ories, contract manufacturers, and other entities that

manuf acture a drug because their activities include the maki ng of drugs
by chem cal, physical, biological, or other procedures, including the
mani pul ati on, sanpling, testing, or control procedures applied to the
final drug product or to a part of the process. Such activities would
fall under the scope of activities (that is, manufacture, prepare,
propagat e, conpound, or process) in section 510(a)(1) of the act that
trigger registration requirenents.

The proposed definition of ~ manufacture'' also explains that, for
pur poses of proposed part 207, the term manufacture is defined and used
separately fromthe terns rel abel, repack, and drug product sal vage.

Al t hough we explain that repacking, rel abeling, and drug product
salvaging are activities that trigger registration (because the term

" manuf acture, preparation, propagation, conpoundi ng, or processing,’
under section 510 of the act includes repackagi ng or ot herw se changi ng
the contai ner, wapper, or |abeling of any drug package in furtherance
of the distribution of the drug fromthe original place of manufacture
to the person who nmakes the final delivery or sale to the ultimte
consuner or user), we believe that it is clearer to use four separate
terns for the different activities for purposes of proposed part 207.
W use separate ternms so that we can clarify and differentiate the
responsibilities of the four types of parties engaged in the separate
activities of: ((1) Manufacturing that does not include repacking,

rel abeling, or drug product salvaging; (2) repacking; (3) relabeling;
and (4) drug product sal vaging).

Simlarly, the proposed definition of "~ manufacturer'' explains
that the term manufacturer is defined and used separately fromthe
ternms rel abel er, repacker, and drug product salvager. W explain that
repackers, relabelers, and drug product sal vagers are " nanufacturers'
(as that entity is contenplated in section 510 of the act), but we
believe that, for purposes of proposed part 207, it is clearer to use
four separate terns for the different entities: (1) Manufacturers (that
are not al so repackers, relabelers, or drug product salvagers); (2)
repackers; (3) relabelers; and (4) drug product sal vagers. Repackers,
rel abel ers, and drug product sal vagers woul d be subject to the
provi sions of part 207 that are applicable to repackers, rel abelers,
and drug product sal vagers, respectively, but would not be subject to
the provisions of part 207 that are applicable to " manufacturers,'' as
that termis defined in this proposal. For exanple, if a repacker,
rel abel er, or a drug product sal vager supplies us with the
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manuf acturer’'s NDC nunber, we would not require the repacker,

rel abel er, or drug product salvager to provide all of the information
that the manufacturer provides to list a drug or, for the repacker or
rel abel er, to obtain an NDC nunber. W woul d al ready have much of the
information in the database |inked to the manufacturer's NDC number,
and it would be an unnecessary burden to require that the information
be provi ded agai n.

W are proposing to delete the definition of " “nmanufacturing or
processing'' at current Sec. 207.3(a)(8) and incorporate parts of the
definition el sewhere in the proposed definitions. For exanple, the
phrase " "control procedures applied to the final product or to any part
of the process'' in the proposed definition of ~ manufacture'' is part
of the current definition of *~ manufacturing or processing.'

Mat eri al change. W are proposing to revise the definition of "~ any
material change'' in current Sec. 207.3(a)(3). The current definition
includes, but is not [imted to: (1) Any change in the name of the
drug; (2) any change in the identity or quantity of the active
ingredient(s); (3) any change in the identity or quantity of the
I nactive ingredient(s) where quantitative listing of all ingredients is
required by current Sec. 207.31(a)(2); (4) any significant change in
the | abeling of a prescription drug; and (5) any significant change in
the | abel or package insert of an OTC drug. Changes that are not
significant currently include changes in arrangenent or printing or
changes of an editorial nature. The proposed definition would continue
to exclude | abeling changes in arrangenent or printing or |abeling
changes of an editorial nature. The inclusion of a bar code or NDC
nunber on the | abel would not be considered a material change because
it would be too burdensone to require the resubm ssion of |abeling if
the only change was to include a bar code or an NDC nunber. W are,
however, proposing to renane the term “material change'' and to nore
precisely identify all of the changes that woul d be consi dered
““material'' in the current definition. Wth respect to manufacturers,
repackers, and rel abel ers, and drug product sal vagers, a change in any
i nformati on provi ded under proposed Sec. Sec. 207.49, 207.53, 207.54,
207.55, or 207.57 would be considered a material change.

Al listing information required under the proposal is needed to
identify the drug. Under the broader definition of material change, as
proposed, we would be better informed of changes to marketed drugs.
This would result in nore accurate and up-to-date drug listing
I nformati on. Under proposed Sec. 207.57 and section 510(j)(2)(D) of
the act, the June and Decenber updates of listing information nust
include reports of “~ "material changes'' in listing information
previously submtted. The proposed definition of "~ “nmaterial change'
has been revised to nore precisely identify which changes nust be
reported under proposed Sec. 207.57.

Person who inmports or offers for inport. W are proposing to define
a person who inports or offers for inport'' as an agent, broker, or
other entity that the foreign establishnment uses to facilitate the
i mport of its drug into the United States. As described in section
IV.B.3 of this docunent, this proposal would require foreign
establishments to provide, for drugs nmanufactured, repacked, rel abel ed,
or salvaged at the establishment, the nanme of each person known to the
establ i shment who inports or offers for inmport such drug into the
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United States. Therefore, the establishnent would need to provide the
nane of each agent, broker, or other entity that the foreign registrant
uses to facilitate the inport of its drug into the United States. W
describe nmore fully what we nmean by " "known to the establishment'' in
section IV.B.3 of this docunent. The term  ~person who inports or
offers to inmport'' would not include carriers, consistent with the
| egi sl ative history of the BioterrorismAct. The | egislative history
shows that although the House provision originally would have required
registration information for inporters and carriers, the conference
substitute changed the | anguage. The conference substitute deleted the
term “carriers,'' replacing it with "~ “~persons who inport or offer for
inmport,'" clarifying that foreign manufacturers are not required to
i nclude information on carriers with annual registration. (See H Rept.
107-481, 107th Cong., 2d sess., p. 140, 2002, Conf. Rept. to acconpany
H R 3448) W invite comments on our proposed definition of " persons
who inport or offer for inport."'

W al so invite comment on our use of the word "~ “facilitate'' in the
proposed definition. W recognize that the term
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could be interpreted to include mddl emen or other entities that nmay be
viewed as assisting with or pronoting the inportation of a drug into
the United States. For exanple, we are aware that " buyer's cl ubs’
could be captured in the definition if “~“facilitate'' were to be
interpreted broadly. Buyer's clubs are groups that consolidate orders
for drugs purchased fromforeign establishnents and then, once those
drugs are inported into the United States, send themto the individuals
or other entities who ordered the drugs through the clubs. It is also
possible that “~“facilitate'' could be interpreted to include
organi zations that may pronote the awareness and sal e of products
t hrough advertisenents on the internet, for exanple. W recognize that,
under this proposal, foreign establishnents would only be required to
give us information for persons who inport or offer for inport that are
known to the establishnments. Al though the know edge requirenent in this
proposed rule would include information that the foreign establishnent,
and persons in the foreign establishnment, has reason to know of, we
believe it is likely that foreign establishnments generally would not
know about nost of the " "middl enen'' described previously. Therefore,
even though the term "facilitate'' in the proposed definition would be
interpreted broadly to include mddlenen, if the foreign establishnent
did not know of, or have reason to know of, the m ddl enen, the foreign
establ i shment would not be required to report information about the
m ddl emen under this proposal.

W also note that the terns " “broker'' or "~“agent'' include
" cust onhouse brokers'' who facilitate inportation by filing docunents
with the U S. Custons Service, as well as FDA and ot her Federa
agenci es responsi ble for the regulation of inported products. W
specifically invite corment on our use of the term "facilitate'' in
this proposal. W invite coment on whether we should interpret the
term “facilitate'' broadly to include m ddl emen as descri bed
previously. W also invite comrent on whet her foreign establishnents
woul d know about such m ddl enen and, if so, what effect a requirenent
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to report information about those m ddl enen woul d have on foreign
establishments. We also invite conment on whether there are benefits
associated with such a reporting requirenent, and, if so, what they
are.

Private | abel distributor. W are proposing to define " private
| abel distributor'' to mean a person who owns or operates an
establishnment that comercially distributes, under its own | abel or
trade nane, any drug manufactured, repacked, rel abel ed, or sal vaged by
a registered establishment. Wien not nodified by " "donestic'' or
““foreign,'' as defined in proposed Sec. 207.1 and discussed in
section IV.A.5 of this docunment, the termwould include both domestic
private |abel distributors and foreign private |abel distributors.

Private | abel distributors are not considered to be manufacturers,
repackers, rel abelers, or drug product sal vagers because they do not
conduct any of the activities covered in section 510(a)(1) of the act
Wi th respect to the products they commercially distribute. Private
| abel distributors only distribute drugs under their own | abel or trade
name. The proposed definition is consistent with current Sec.

207.20(b) and the description of private |abel distributors set forth
in the 1973 final rule on drug listing requirenments (38 FR 6258 at
6259). W are proposing to define this termto clarify its meaning and
to distinguish private |abel distributors from manufacturers,
repackers, rel abelers, and drug product sal vagers. Under the proposed
definition, a private |abel distributor does not engage in any
activities perfornmed by a manufacturer, repacker, relabeler, or drug
product salvager for the drug it distributes. As discussed in section
IV.D.1 of this docunent, private |abel distributors currently may el ect
to submt listing information to us for the drugs they distribute.
Under the proposal, private | abel distributors would not be permtted
to list, and manufacturers, repackers, rel abelers, and drug product

sal vagers woul d be required to provide listing information to us for
drugs bei ng manuf actured, repacked, relabeled, or salvaged for private
| abel distributors. However, if a private |abel distributor is a

manuf acturer with respect to a particular drug or drugs, for exanple,
the private |label distributor is subject to the registration and
listing requirenents for manufacturers in proposed part 207 with
respect to that drug or drugs.

Rel abel , rel abeler. W are proposing to use the term "relabel'' to
mean changi ng the |label or |abels on a drug or drug package, or addi ng
to the labeling for a drug or drug package, w thout repacking the drug
or drug package. W remnd interested persons that those activities
must be conducted in accordance with the act and FDA regul ati ons. W
are proposing to use the term "relabeler’'' to mean a person who owns
or operates an establishnment that relabels a drug. Wien not nodified by
““donestic'' or " “foreign,'' as defined in proposed Sec. 207.1 and
di scussed in section IV.A 5 of this docunent, the termwould include
both donestic rel abel ers and foreign rel abel ers.

Under the proposal, rel abel ers nmust provide registration and
listing information. Under section 510(a)(1l) of the act, the term
““manufacture, preparation, propagation, conpounding, or processing'

i ncl udes repackagi ng or otherw se changing the container, wapper, or
| abel i ng of any drug package in furtherance of the distribution of the
drug fromthe original place of manufacture to the person who nakes
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final delivery or sale to the ultimte consuner or user. As discussed
previously, we use the term "relabeler'' separately fromthe term
““manufacturer'' because, although the relabeler's registration and
listing responsibilities in general are the sane as those for

manuf acturers under the act, the proposal would nodify sonme of these
requi renments. For exanple, as described under the definition of
““manufacturer'' in section IV.A5 of this docunment, if a rel abeler
supplies us with the manufacturer's NDC nunber, we would not require
the rel abeler to provide all of the information that the manufacturer
provi des to obtain an NDC nunber and to list a drug. W woul d al ready
have nuch of the information in the database linked to the

manuf acturer's NDC nunber, and it would be an unnecessary burden to
require that the information be provided again. Under the proposed
definition, a rel abel er does not engage in any other activity perfornmed
by a manufacturer for the drugs they rel abel.

Repack, repacker. We are proposing to use the term “repack'' to
nmean repack or repackage or otherw se change the container or w apper
of a drug or drug package. W are proposing to use both the terns
““repack'' and " repackage'' in the definition because these terns are
often used interchangeably with respect to drugs and, whether such
activities are characterized as repacking or repackaging, they are
subject to the requirenents of this part. Al though the term
““repackaging'' is used in section 510(a)(1) of the act, the terns
““repacking,'' "“repack,'' and " “repacker'' are nore commonly used by
i ndustry when referring to this activity, and, therefore, we are using
these terns throughout the proposal. W are proposing to use the term
““repacker'' to nean a person who owns or operates an establishnment
t hat repacks a drug or drug package. When not nodified by " donestic’
or “foreign,'' as defined in proposed Sec. 207.1 and discussed in
section V. A5 of this docunent, the termwould include both donestic
repackers and foreign repackers.
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Under the proposal, repackers nust provide registration and |isting
i nformati on. Under section 510(a)(1) of the act, the term
" manuf acture, preparation, propagation, conpoundi ng, or processing'
i ncl udes repackagi ng or otherw se changing the container, wapper, or
| abel i ng of any drug package in furtherance of the distribution of the
drug fromthe original place of manufacture to the person who nakes
final delivery or sale to the ultimte consuner or user. W use the
term  “repacker'' separately fromthe term ~nmanufacturer'' because,
al t hough the repacker's registration and listing responsibilities in
general are the sane as those for manufacturers under the act, the
proposal would nodify sone of these requirenents. For exanple, as
descri bed under the definition of ~“~manufacturer'' in section IV.A 5 of
this docunent, if a repacker supplies us with the manufacturer's NDC
nunber, we would not require the repacker to provide all of the
I nformation that the manufacturer provides to obtain an NDC nunber and
to list a drug. W woul d al ready have nuch of the information in the
dat abase |inked to the manufacturer's NDC nunber, and it would be an
unnecessary burden to require that the information be provided again
Under the proposed definition, a repacker does not engage in any other
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activity performed by a manufacturer for the drugs they repack.

Representative sanpling of advertisenents. W are proposing to
revise the definition of "~ “representative sanpling of advertisenents.'
Currently, Sec. 207.3(a)(2) explains that the term "advertising' ' as
used in part 207 includes the pronotional material described in Sec.
202.1(1). However, current Sec. 207.3(a)(9) expressly excludes such
material fromthe definition of "~ “representative sanpling of
advertisenments.'' W believe that the inconsistency between the two
provi sions was an uni ntended result of certain editorial anmendnments
made to part 207. W are proposing to revise the definition of
"“representative sanpling of advertisenents'' to resolve the
i nconsi stency. Specifically, we believe that the content of current
Sec. 207.3(a)(2) should be incorporated into the definition of
““representative sanpling of advertisenents'' to clarify that the term
i ncludes the pronotional material described in Sec. 202.1(1)(1).

We are proposing to define " “representative sanpling of
advertisenents'' as typical advertising material (including the
pronotional material described in Sec. 202.1(1)(1), but excluding
| abeling as determined in Sec. 202.1(1)(2)), that gives a bal anced
picture of the pronotional clains used for the drug. In addition to
resol ving the inconsistency described previously, the proposed
definition would delete the exanple currently provided in Sec.
207.3(a)(9) (that is, if nore than one nedical journal advertisenment is
used but the pronotional content is essentially identical, only one
needs to be subnmitted). W believe that this exanple is unnecessary and
are proposing to sinplify the definition by deleting it.

Representative sanpling of any other |abeling. W are proposing to
revise the definition of " “representative sanpling of any other
| abeling.'" We are proposing to delete current Sec. 207.3(a)(2), which
explains that the term "labeling'' as used in part 207 includes the
pronotional material described in Sec. 202.1(1)(2). W believe that
this information woul d be nore appropriately included in the definition
of ““representative sanpling of any other |abeling.'

We are proposing to define " “representative sanpling of any other
| abeling'' as typical |abeling material (including the pronotiona
material described in Sec. 202.1(1)(2), but excluding |abels and
package inserts) that gives a bal anced picture of the pronotiona
clains used for the drug. In addition to incorporating the rel evant
content of current Sec. 207.3(a)(2), the proposed definition would
del ete the exanple currently provided in current Sec. 207.3(a)(10)
(that is, if nore than one brochure is used but the pronotional content
is essentially identical, only one needs to be submtted). W believe
that this exanple is unnecessary and are proposing to sinplify the
definition by deleting it.

United States agent. We are proposing to renove the definition of
"“United States agent'' in current Sec. 207.3(a)(11). Proposed Sec.
207.69 woul d i ncorporate many of the provisions of the current
definition of United States agent and current Sec. 207.40
(registration and listing requirenents for foreign establishnents). The
sanme requirenents in the current definition appear at proposed Sec.
207.69(b) (1), (b)(2), and (b)(3).

B. Registration
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1. Who Wuld Be Required to Register?

Proposed Sec. 207.17(a) would require manufacturers, repackers,
rel abel ers, and drug product salvagers to register each establishnent.
This provision would replace the requirenent at current Sec. 207.20(a)
that owners or operators of all drug establishnments that engage in the
manuf acture, preparation, propagation, conpounding, or processing of a
drug nust register. The terns "~ manufacturer,'' " "repacker,"

““rel abel er, and " " drug product salvager,'' as defined in proposed
Sec. 207.1 and discussed in section IV.A 5 of this docunent, nore
clearly indicate who nust register.

Manuf acturers, repackers, rel abel ers, and drug product sal vagers
woul d be required to regi ster because the activities they performfall
Wi thin the scope of activities that trigger registration requirenents
in section 510(a)(1) of the act. Section 510(a)(1) states that the
phrase " “manufacture, preparation, propagation, conpounding, or
processing' ' includes repacking or otherw se changing the container,
wr apper, or |abeling of any drug package in furtherance of the
distribution of the drug fromthe original place of nmanufacture to the
person who nakes final delivery or sale to the ultinmte consuner or
user.

We are proposing to use the terns " "repacker,'' "“relabeler,'" and
““drug product salvager'' separately fromthe term “~nmanufacturer'' in
t he proposal because, although the repacker, rel abeler, and drug
product salvager's listing responsibilities in general are simlar to
t hose for manufacturers under the act, the proposal would nodify sone
of these requirenents. In particular, if a repacker, relabeler, or drug
product sal vager supplies us with the manufacturer's NDC nunber, we
woul d not require the repacker, relabeler, or drug product salvager to
provide all of the information that the manufacturer provides to list a
drug. Simlarly, we would not require repackers and rel abelers to
submit all of the information that the manufacturer submits to obtain
an NDC nunber .

Proposed Sec. 207.17(a) would enable us to identify who is nmaking
drugs and where they are being nade. Being able to accurately identify
who nmekes drugs and where they are made is very inportant. Certain
mar ket ed drugs nmay need to be quickly identified and used to help
counteract the effects of a bioterrorismattack. Registration
i nformation al so assists us in scheduling and planni ng i nspections of
regi stered establishnments pursuant to section 704 of the act.

Proposed Sec. 207.17(a) also provides that registration
informati on may be submitted by the parent, subsidiary, and/or
affiliate conmpany for all establishnments when operations are conducted
at nore than one establishnment and there exists joint ownership and
control among all the establishnents. This provision would al so apply
when operations are

~
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conducted at both donestic and foreign establishnents and there exists
joint ownership and control anmong all the establishnents. This
provision is consistent with current Sec. 207.20(a).

We are proposing to revoke the requirenent in current Sec.
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207.20(a) that no owner or operator may register an establishnent if
any part of that establishnment is registered by another owner or
operator. The requirenent has caused uncertainty about who nust

regi ster and which establishnent nust be regi stered. Under proposed
Sec. 207.17(a), manufacturers, repackers, relabelers, and drug product
sal vagers nust register each establishnment unless they are otherw se
exenpt under section 510(g) of the act or proposed Sec. 207.13.

Under proposed Sec. 207.17(b), private |abel distributors would
not register with us unless they al so manufacture, repack, relabel, or
sal vage drugs and are required to register under the act or proposed
Sec. 207.17(a). Private label distributors are not considered to be
manuf acturers, repackers, rel abelers, or drug product sal vagers because
they do not conduct any of the activities covered under section
510(a) (1) of the act with respect to the drugs they commercially
distribute. Private | abel distributors only distribute drugs under
their own | abel or trade nane. Proposed Sec. 207.17(b) would revise
the provision in current Sec. 207.20(b) that owners or operators of
establ i shnents that distribute under their own | abel or trade nane a
drug manufactured or processed (as defined in current Sec.
207.3(a)(8)) by a registered establishnment may elect to obtain a
| abel er code fromus and submt listing information directly to us.
Under current regulations, if a private |abel distributor does not
elect to submt drug listing information to us, the registered
est abl i shnment nust submt the drug listing information. As explained in
section IV.D.1 of this docunent, we are proposing to revise current
Sec. 207.20(b) and not permt private |abel distributors to register
or list. Manufacturers, repackers, relabelers, and drug product
sal vagers nmust submt drug listing information for those drugs they
manuf acture, repack, relabel, or salvage for conmercial distribution
for a private | abel distributor.

2. Wien Wuld Initial Registration Information Be Provi ded?

Under proposed Sec. 207.21, a donestic manufacturer, donestic
repacker, domestic rel abeler, and donestic drug product sal vager nust
regi ster each establishment no later than 5 cal endar days after
begi nning to manufacture, repack, relabel, or salvage a drug. The
proposed tinmeframe " "no later than 5 cal endar days'' is consistent with
current Sec. 207.21(a) in that the current registration requirenent
al so provides for a 5-day registration tinmefrane for owners or
operators of establishnments entering into the " nmanufacturing or
processing'' of a drug (as defined in current Sec. 207.3(a)(8)). The
proposed tineframe is also consistent with the requirenent in section
510(c) of the act to register each establishnment "“imediately'' and
““upon first engaging in the nmanufacture, preparation, propagation,
conmpoundi ng, or processing' ' of a drug.

Under proposed Sec. 207.21, a foreign manufacturer, foreign
repacker, foreign relabeler, and foreign drug product sal vager nust
regi ster each establishnment before a drug manufactured, repacked,
rel abel ed, or salvaged at the establishnent is inported or offered for
inmport into the United States. This is consistent with current Sec.
207.40(b), which states that no drug nmay be inported or offered for
import into the United States unless it is listed and manuf act ured,
prepared, propagated, conpounded, or processed at a registered foreign
drug establishnent. In addition, section 510(i) of the act states that
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any establishment within any foreign country engaged in the
manuf act ure, preparation, propagation, conpounding, or processing of a
drug or device that is inported or offered for inport into the United
States shall register with the Secretary.

Proposed Sec. 207.21 uses the term  “each establishnent'' to
enphasi ze that the requirenent to register would apply even if the
manuf act urer, repacker, rel abeler, or drug product sal vager has
previously registered one or nore other establishments. This proposed
requirenment is consistent with two provisions of section 510 of the
act. Section 510(d) of the act requires registration of any additional
est abl i shnent i mmedi atel y upon begi nning the manufacture, preparation,
propagati on, conpoundi ng, or processing of a drug at that
establi shnment. Section 510(i)(1) of the act states that any
establi shnent within any foreign country engaged in the manufacture,
preparation, propagation, conpoundi ng, or processing of a drug or a
device that is inported or offered for inport into the United States
must register with the Secretary.

We are proposing to specify " "calendar'' days to be consistent with
the term nology and tinmefranes used in the international pharnaceuti cal
regul at ory gui dances of the International Conference on the
Har noni sati on of Technical Requirenents for Registration of
Phar maceuticals for Human Use (I CH) (http://ww.ich.org) and the Wrld

Heal th Organi zation's Council for International O ganizations of
Medi cal Sciences (CIOMS) (http://ww.cions.ch).

We are proposing to revoke the requirenent in current Sec.
207.21(a) to register within 5 days after submtting certain marketing
applications if the owner or operator has not previously entered into
t he manufacture or processing of a drug (as defined in current Sec.
207.3(a)(8)). W are also proposing to revoke the requirenent in
current Sec. 207.20(c) that, before beginning the manufacture or
processing of a drug subject to certain marketing applications, an
owner or operator of an establishnment nust register before the
application is approved. W are proposing to revoke these requirenents
because, under proposed Sec. 207.21 and consistent with section 510(c)
and (d) of the act, registration of each establishnment nmust occur no
| ater than 5 cal endar days after beginning to manufacture, repack,
rel abel, or salvage a drug at the establishnent. This provision would
govern when to register an establishment rather than the date a
mar keting application is submtted or approved. W believe that this
proposed requirenent would provide us with sufficient notice as to who
i s manufacturing, repacking, relabeling, or salvaging drugs and where
those activities are taking place. In addition, marketing application
approval is linked to registration el sewhere in our regulations. Under
current Sec. 314.125(b)(11) (21 CFR 314.125(b)(11)), we may refuse to
approve an application if the drug will be manufactured or processed in
an establishnent that is not registered. For consistency with current
Sec. 314.125(b)(11), we are proposing to revise Sec. 514.111(a)(12)
(21 CFR 514.111(a)(12)) for NADAs to state that we will refuse to

approve an application if ““the drug will be nmanufactured in whol e or
in part in an establishment that is not registered and not exenpt from
regi stration under section 510 of the act and part 207.'' For |icensed
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human bi ol ogi cal products, current 21 CFR 601. 4(b) includes a provision
that we nust deny a BLA if the establishnent or product does not neet
““requirenents established in Title 21, Chapter |'' (this would include
the registration and listing provisions).
3. What Information Would Be Required for Registration?

Under proposed Sec. 207.25, all manufacturers, repackers,
rel abel ers,
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and drug product sal vagers nust provide the following information to
regi ster each of their establishnents:

Nane of the owner or operator of each establishnent; if a
partnership, the name of each partner would be submtted; if a
corporation, the nanme of each corporate officer and director and the
pl ace of incorporation would be submtted (proposed Sec. 207.25(a)).
This provision is consistent with section 510(a)(2) of the act, which
states that "~ "the term'nane' shall include in the case of a
partnership the nane of each partner and, in the case of a corporation,
t he nane of each corporate officer and director, and the State of
i ncorporation.'' The proposal would replace " "State of incorporation'
with ~“place of incorporation'' to include foreign corporations.
Proposed Sec. 207.25(a) is also consistent with section 510(c) of the

act, which states that "~ "Every person * * * shall imediately register
wWith the Secretary his name, place of business, and such
establishment.'' The proposal would use " “owner or operator'' for

consistency with current Sec. 207.25(a), which provides that the
information required for registration includes the nanme of the owner or
operator of the establishnment. Current Sec. 207.25(a) provides that
the term  “name of the owner or operator'' includes, in the case of a
partnership, the name of each partner and, in the case of a
corporation, the nanme and title of each corporate officer and director
and the nane of the State of incorporation. The proposal woul d revoke
the requirenment to include the title of each corporate officer and
di rector because we have determned that it is not necessary for
regi stration purposes. Current Sec. 207.25(a) also requires the
submni ssion of the " " kind of ownership or operation (that is,
i ndi vidually owned, partnership, or corporation).'' The proposal would
replace this requirenent because the kind of ownership or operation
woul d be captured under the requirenment to provide, if applicable, the
nane of each partner, and corporate officer and director, and the place
of incorporation in proposed Sec. 207.25(a).

Nane, trade nanme(s), and address of each establishnment
(proposed Sec. 207.25(b), (c), and (d)). This provision is consistent
with section 510(c) of the act and current Sec. 207.25(a). The
proposal would continue the requirenent in current Sec. 207.25(a) to
subnmit all trade nanmes used by the establishnent, but rephrase current
Sec. 207.25(a) to clarify that, for purposes of this subsection, we
want the trade nane(s) of the establishnment, nanes under which the
est abl i shnent conducts business, and additional nanes by which the
establishment is known. W are not seeking under this section the trade
nane(s) of the drugs of the establishnent. Although we are interested
in the trade nanes of the drugs, we can obtain that information through
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the drug listing requirenents.

Regi stration nunber of each establishnment, if previously
assigned to the establishnment by us (proposed Sec. 207.25(e)). If not
previ ously assigned by us, we would assign a registration nunber after
we receive the registration information (proposed Sec. 207.25(e)).
Under section 510(e) of the act, we may assign a registration nunber to
any person or establishnent registered and, under current Sec.
207.35(a), we will assign a permanent registration nunmber to each
est abl i shnent that registers. The " “establishnent registration nunber’
is defined in proposed Sec. 207.1 to nmean the nunber assigned by FDA
to the establishnment during the establishnment registration process.
(Currently, the FEI will be the nunber we assign as the establishnent
regi stration nunber.) W are proposing to require the subm ssion of the
regi strati on nunber because each establishment is identified by its
regi stration nunber for registration and inspection purposes and to
enable us to identify all registered establishnents. The registration
nunber is currently submtted on Form FDA 2656.

Type of operations(s) performed at each establishnent--for
exanpl e, manufacturing, repacking, relabeling, or salvaging (proposed
Sec. 207.25(f)). We are proposing to require this information because
it is inportant for identifying, prior to an inspection, which
operation the establishnment engages in so that our investigators can be
better prepared before inspection. Currently, the " business type'

(for exanple, manufacturer, repacker, relabeler) must be submitted on
Form FDA 2656.

Nane, address, telephone and fax nunbers, and e-nmai
address of the official contact, as provided in proposed Sec.
207.69(a), for each establishnment (proposed Sec. 207.25(g)). W are
proposing to require this information because we need a contact person
to facilitate discussion with the manufacturer, repacker, relabeler,
and drug product salvager. This information needs to be current and,
under proposed Sec. 207.29(a)(3), any change in this informtion nust
be provided to us within 30 cal endar days. This information is not
requi red under current part 207. The requirenents for the officia
contact are discussed in section IV.F.1 of this docunent.

Information for foreign establishnments only (proposed
Sec. 207.25(h)). Wth respect to foreign establishnments only, for
drugs manufactured, repacked, relabeled, or salvaged at the
establishment, the nane, address, tel ephone and fax nunbers, and e-nai
address nust al so be provided for: (1) The United States agent, as
provi ded in proposed Sec. 207.69(b), (2) each inporter of such drug in
the United States that is known to the establishnment, and (3) each
person who inports or offers for inmport such drug to the United States.
The requirenents for the United States agent are discussed in section
IV.F.1 of this docunent. The name, address, and phone nunber of the
United States agent is required to be submtted under current Sec.
207.40(c). The information on inporters and persons who inport is not
required to be submtted under current part 207. W are proposing to
require the subm ssion of the information on inporters and persons who
I nport because the BioterrorismAct requires foreign establishnents to
subnmit, anmong other things, the name of each inporter of each drug that
is known to the manufacturer, repacker, relabeler, and drug product
sal vager and the nanme of each person who inports or offers for inport
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each drug to the United States for purposes of inportation. W want to
make clear that the term “~known to'' would include any inporter that
is known to the foreign establishnment as well as any inporter that the
foreign establishment has reason to know of. W therefore expect that
t he person responsible for conpleting the required registration forns
on behalf of the foreign establishnment woul d undertake appropriate due
diligence in conpleting those forns, including to find out and report

i mporters that others in his or her establishnent know of or have
reason to know of. In addition to the name, the proposal would require
that the address, tel ephone and fax nunbers, and e-nmail address of each
i nporter and of each person who inports or offers for inport be
provided to enable us to contact these persons.

Al'l information required under proposed Sec. 207.25 nust be
submitted for the establishment to be considered registered. As
explained in section I V.B.l of this docunent, establishnment
regi stration would enable us to identify who is making drugs and where
they are being made. Being able to accurately identify who nakes drugs
and where they are made is very inportant for protecting the public
heal t h. Anbng ot her things, registration information would enable us to
becone aware of and take action to stop manufacturers,
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repackers, relabelers, and drug product sal vagers who do not follow the
requirements set forth in the act and in our regul ations.

4. \What Are the Proposed Requirenents for Review ng and Updating

Regi stration Information?

The proposal would nodify and streanline the requirenents
associated with updating registration information. Currently,
manuf act urers, repackers, rel abelers, and drug product sal vagers nust
enter new or revised registration informati on on Form FDA 2656 and
return the formto us annually. Under the proposal, manufacturers,
repackers, rel abelers, and drug product sal vagers woul d access the
electronic drug registration and |listing systemand review their
current registration information online, making any changes where
needed. Updating registration infornmation would be |less tinme consum ng
under the proposal because the manufacturer's, repacker's, rel abeler's,
and drug product salvager's information would be easily accessibl e at
any tinme and only changes to the information already in the system
woul d need to be entered in the fields provided.

The foll ow ng sections provide a description of the proposed
requi rements for review ng and updating registration information and
how t hey nodi fy or reduce the burden of the current requirenents.

a. Expedited updates of registration information. Manufacturers,
repackers, rel abelers, and drug product sal vagers would report, under
proposed Sec. 207.29(a), the follow ng changes as expedited updates no
| ater than 30 cal endar days after the change:

The cl ose or sale of an establishnent;
Any change in the nanme or address of an establishnent; and
Any change in the nane, address, telephone and fax
nunbers, or e-mail address of the official contact or the United States
agent .
We are proposing to require that these changes be reported as
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expedi t ed updates because we need to know as soon as possi ble when a
busi ness has cl osed or has been sold and when the establishnent's nane
or address has changed. This information is especially inportant for
schedul i ng i nspections. W al so need current information for contacting
the official contact or United States agent. As previously nentioned,
it is increasingly inportant for us to be able to identify where drugs
are being made and when drugs are no | onger avail able. The expedited
receipt of this information will help pronote the efficient enforcenent
of the act.

Manuf acturers, repackers, rel abel ers, and drug product sal vagers
are encouraged to provide expedited updates as soon as possible but no
| ater than 30 cal endar days after the change occurs. Qur electronic
drug registration and listing systemw || be easily accessible all the
time to nake changes.

The cl ose or sale of an establishnment, and a change in the nanme or
address of an establishnment, are currently reported annually on Form
FDA 2656.

Proposed Sec. 207.29(a) would revise current Sec. Sec. 207.26 and
207.40(c)(3). Current Sec. 207.26 requires the subm ssion of certain
anendnments to registration information within 5 days of the change, and
as noted previously, Sec. 207.40(c)(3) requires the subm ssion of any
changes to the United States agent's nanme, address, or phone nunber
W thin 10 business days of the change. As expl ai ned bel ow, the proposal
woul d I engthen the tine period for reporting the changes in current
Sec. 207.40(c)(3). The proposal also would | engthen the tine period
for reporting some of the changes in current Sec. 207.26 and revoke
some of the reporting requirenents in current Sec. 207.26:

A change in location would no | onger be submtted as an
anendnent to registration within 5 days of the change, but woul d be
reported under proposed Sec. 207.29(a)(2) as an expedited update no
| ater than 30 cal endar days after the change (° "address'' of an
establishment is used in the proposal instead of |ocation). W have
determ ned that notification no |later than 30 cal endar days woul d be
sufficient and woul d be consistent with the proposed tinefrane for the
ot her expedited updates.

A change in "~ “drug-handling activity'' would no | onger be
submitted as an amendnent to registration within 5 days of the change.
A change in this informati on would only be reported during the annual
revi ew and updat e under proposed Sec. 207.29(b). (The term  “type of
operations'' is used in proposed Sec. 207.25(f) instead of " drug-
handl ing activity.'') W have determ ned that annual notification of
this change woul d be sufficient.

Changes in " “individual ownership'' and " corporate or
partnership structure,'' in current Sec. 207.26, would no |onger be
reported as amendnents to registrati on because the proposal would
revoke the corresponding provision for registration in current Sec.
207.25(a) (the " “kind of ownership or operation (that is, individually
owned, partnership or corporation)''). As explained in section IV.B.3
of this docunent, the kind of ownership or operation would no |Ionger be
submtted for registration because the information would be captured
under the requirenment to provide, if applicable, the name of the
partner, corporate officer and director, and the place of incorporation
in proposed Sec. 207.25(a). This information would be reviewed and
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updat ed annual |y under proposed Sec. 207.29(b). This proposed
requirement is consistent with current Sec. 207.26, which specifies
that changes in the nanmes of officers and directors of the corporation
do not require an anmendnent and nust be submitted at the tine of annual
regi stration.

Under current Sec. 207.26, a change in a registered
establishnent's firmnane within 6 nonths of the registration of the
establ i shment nust be supported by a signed statenent of the
establishment's owner or operator that the change was not made for the
pur pose of changi ng the nane of the manufacturer of a drug product
under current Sec. 201.1. This verification would no | onger be
required to be submtted as an anendnment to registration. A change in
the nanme of an establishnment woul d be reported under proposed Sec.
207.29(a)(2) no later than 30 cal endar days after the change.

Proposed Sec. 207.29(a)(3) would revise current Sec.
207.40(c)(3), which provides that a foreign drug establishnment or
United States agent nust report to us, within 10 busi ness days, any
changes to the United States agent's nanme, address, or phone nunber.
The proposal would make the follow ng revisions:

The changes to the information about the United States
agent would be revised to include not only the nanme, address, and
t el ephone nunber, but also the fax nunmber and e-nmail address. This
provi sion woul d be consistent with the information required to be
submtted for the United States agent for registration under proposed
Sec. 207.25(h).

The tinme period for reporting the changes woul d be
| engt hened to no |ater than 30 cal endar days for consistency with the
time period for the other expedited reports in proposed Sec.

207. 29(a) .

Changes in the nane, address, tel ephone and fax nunbers,
and e-mai|l address of the official contact would al so be reported under
proposed Sec. 207.29(a)(3) within 30 cal endar days. This provision
woul d be consistent with the information required to be submtted for
the official contact for registration under proposed Sec. 207.25(Q).

Under proposed Sec. 207.29(a)(3), the manufacturer,
repacker, relabeler, and drug product sal vager, official contact, or
United States agent may notify us about a change of information for the
designated official contact or United
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States agent. This provision would nake the updates easier than the
requirenment in current Sec. 207.40(c)(3) because it would enable the
official contact and the United States agent (in addition to the
manuf acturer, repacker, rel abeler, and drug product sal vager) to update
their owmn or each other's registration information.
Under proposed Sec. 207.29(a)(3), only a manufacturer,

repacker, relabeler, or drug product sal vager may designate a new
official contact or United States agent. This proposed requirenent is
necessary because the manufacturer, repacker, relabeler, and drug
product salvager is ultimately responsible for the actions of the
official contact and the United States agent.

The requirenents for the official contact and the United States
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agent are discussed in section IV.F.1 of this docunent.

b. Annual review and update of registration information. Proposed
Sec. 207.29(b) would require that the registration information
provi ded under proposed Sec. 207.25 be reviewed and updated annually.
This timefrane is consistent with the requirenent in section 510(b) of
the act that owners or operators register on or before Decenber 31 of
each year and with the requirenment in current Sec. 207.21(a) that
owners or operators renew their registration information annually.
Proposed Sec. 207.29(b) uses the term  “review and update'' to stress
the inmportance of first reviewing all registration information to
determine if any changes have occurred and then updating the
i nformati on where needed. Proposed Sec. 207.29(b)(1) specifies that
the first review and update nust occur no |later than 1 year after the
date of the initial registration of each establishnent and that
subsequent reviews and updates nust occur no |later than annually
thereafter fromthe date of initial registration. Proposed Sec.
207.29(b)(2) provides that the updates nust reflect all changes that
have occurred since the | ast annual review and update.

The proposal would add a new requirenent for updating registration
i nformati on. Under proposed Sec. 207.29(b)(3), if none of the
regi stration information has changed since the |ast annual registration
(acconplished through the review and update of registration
I nformation), manufacturers, repackers, relabelers, and drug product
sal vagers nust certify electronically that no changes have occurred.
This is consistent with section 510(b) of the act, which requires
manuf acturers to regi ster on or before Decenber 31 of each year. If
manuf act urers, repackers, rel abelers, and drug product sal vagers
certify that no changes have occurred, this certification would be the
equi val ent of resubmitting registration information, thereby satisfying
the annual registration requirenent. W are proposing to require that
manuf act urers, repackers, rel abelers, and drug product sal vagers
certify annually that no changes have occurred because nany
manuf acturers, repackers, rel abelers, and drug product sal vagers have
not reviewed or updated this information on a regular basis. It has
been difficult for us to determ ne whether failure to register annually
is the result of no changes in informati on or nonconpliance. The
proposed requirenent is intended to reduce these instances and i nprove
the accuracy of our registration database. To increase the nation's
ability to prepare for and respond effectively to bioterrorism and
ot her public health energencies, it is increasingly inportant for
manuf act urers, repackers, rel abelers, and drug product salvagers to
conply with registration requirenments. Wth accurate information, we
can identify where drugs are being nade and better ensure that drugs
are pronptly avail abl e when needed. Furthernore, taking steps to
i ncrease conpliance is consistent with section 301(p) of the act (21
U S.C 331(p)), which nmakes it a prohibited act to fail to register
under section 510 of act.

C. The National Drug Code (NDC) Nunmber: What is It? Howis It Used?
What Changes Are W Proposi ng?

1. What Is the NDC Nunber ?
The NDC nunber is a wdely used identifier for drugs. It is a
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uni que 10-digit nunber consisting of 3 segnments: The | abel er code, the
product code, and the package code. Currently, the |abeler code
consists of four or five digits, the product code consists of either
three or four digits, and the package code consists of either one or
two digits. W assign the |abeler code to the manufacturer, repacker
or relabeler after it has registered wwth us. For private |abel
distributors, currently we provide a | abeler code to the private | abel
distributor if the private |abel distributor submts the required
information to us. Alternatively, we provide a | abeler code for a
private | abel distributor to the manufacturer, repacker, or relabeler
who i s manufacturing, repacking, or relabeling the drug for the private
| abel distributor after the manufacturer, repacker, or relabeler
provides the required registration information pertaining to the
private |label distributor. The manufacturer, repacker, relabeler, or
private |abel distributor then assigns the product code and package
code to each drug within certain paraneters that we have established.
2. How Did NDC Nunmbers Originate? How Are They Used?

Created in 1969, NDC nunbers were originally intended to " provide
an identification systemin conputer |anguage to permt autonated
processi ng of drug data by Governnent agencies, drug manufacturers and
distributors, hospitals, and insurance conpanies'' (see 34 FR 11157,
July 2, 1969). Participation in the NDC systemwas voluntary initially,
and the program covered " firms which manufacture and | abel or which
repackage and | abel drugs'' (id.). In 1971, the NDC system expanded to
include "“distributors who are marketing drug products in interstate
commerce, under their own nanme (label), and through nultiple whol esale
outlets and/or five or nore retail outlets'' (see 36 FR 27, January 1,
1971).

The enactnent of the Drug Listing Act of 1972 (Public Law 92-387,
86 Stat. 559) changed the NDC nunber system even further. The Drug
Listing Act required registered establishnents to list all drugs that
t he establishnment manufactures, prepares, propagates, conmpounds, or
processes for comrercial distribution and authorized us to assign a
““listing nunber'' to each drug or class of drugs that was listed. The
Drug Listing Act declared that, "~ Any nunber assigned * * * shall be
the sane as that assigned pursuant to the National Drug Code.'' Thus,
by linking drug listings to the NDC nunbers, the Drug Listing Act, in
essence, authorized us to make participation in the NDC number system
mandatory. In addition, by referring to the word, " “drug,'' the Drug
Li sting Act extended the NDC nunber systemto over-the-counter drugs
and ani mal drugs (because both are " "drugs'' under the act and are
|l i sted under section 510(j) of the act).

Today, NDC nunbers continue to be an inportant, standardized,
identification systemfor drug products used in data or clains
processing, as well as in applications other than data or clains
processi ng. For exanple, consunmers may use NDC numbers to identify
drugs that are the subject of a recall. Health care professionals
submitting MedWatch reports (concerning possible adverse drug events)
use NDC nunbers to identify the drug at issue. Qur investigators
soneti mes use NDC nunbers to
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determne a drug's conpliance status by |inking the NDC nunber to our
registration and |isting database to verify whether the nmanufacturer
has registered and listed a particular drug. W conpile the NDC nunbers
in the National Drug Code Directory, and the directory is accessible
online at http://ww.fda. gov/cder/ndc/ dat abase.

In addition, several new or future public health prograns or
initiatives rely or will rely on NDC nunbers. For exanpl e:

On February 26, 2004 (69 FR 9120), we published in the
Federal Register a final rule to require certain human drug and
bi ol ogi cal products to have bar codes (see 69 FR 9120). The bar code
must contain, at a mninmum the drug's NDC nunber. This rule is
designed to reduce the nunber of nedication errors in hospitals and
other health care settings by allowng health care professionals to use
bar code scanning equi pnment to verify that the right drug (in the right
dose and right route of admnistration) is being adm nistered to the
right patient at the right tine.

The el ectronic prescription drug program established by
t he Medi care Moderni zation Act pronotes uniform standards that permt
(among ot her things) electronic exchange of drug | abeling and drug
listing information maintained by us and by the National Library of
Medi cine (see 42 U . S.C. 1860D-4(e)(3)(Q(iii)). The goal behind the
programis to reduce transcription and dispensing errors (which, in
turn, lead to nedication errors) and to prevent adverse drug
interactions. As we stated previously in this docunment, drug listing
nunbers are, under the Drug Listing Act of 1972, to be the sanme as NDC
nunbers.

The Health Insurance Portability and Accountability Act
(Public Law 104-191) required, anong other things, adoption of code set
standards to facilitate electronic transactions. The standard code set
for drugs is the NDC (see final rule on " "Health Insurance Reform
St andards for Electronic Transactions'' (65 FR 50312, August 17, 2000),
45 CFR 162.1002(c); amended February 20, 2003: " "Health Insurance
Reform Modifications to Electronic Data Transaction Standards and Code
Sets'' (68 FR 8381), 45 CFR 162.1002(a)(3) and (b)(2)).

We are working with the National Library of Medicine,
manuf acturers, repackers, relabelers, and health care information
suppliers to inprove patient safety by better access to nedication
i nformati on through the DailyMed initiative. The DailyMed is an up-to-
date, conputerized repository of nedication information including
product |abeling. The changes we are proposing to the NDC nunber woul d
conpl ement the DailyMed initiative by providing a |ink to product
| abel i ng nmade avail abl e through the Dail yMed. The product |abeling in
this repository would be in the formof SPL. SPL is a standardi zed
conmput er readabl e product | abeling that |inks the NDC nunber to the
product information.

To illustrate how this would work, someone could sinply scan a bar
code encoded with the NDC nunber or type into the Dail yMed search
programthe NDC nunber on the carton |abel to access the nost current
information in the product |abeling available fromthe DailyMed. This
capability woul d enabl e Dail yMed users to have the nost up-to-date
information for a drug, which could be an inportant public health
benefit for consumers and health care professionals. For exanple,
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assune that a manufacturer nodified its labeling to reflect a new
adverse drug experience. If a consuner, pharnmacist, or health care
provi der received a drug whose | abeling had been printed earlier, the
consumer, pharmacist, or health care provider would not be alerted to
t he new adverse drug experience. By using the DailyMed, the consuner,
pharmaci st, or health care provider would be able to access the new
drug | abeling and would, therefore, |earn about the new adverse drug
experience and possibly be able to avoid it. The consumer, pharnaci st,
or health care provider would al so be better able to assess the risks
and benefits of the drug and, therefore, would be able to nmake nore

i nformed deci sions about using the drug. The Dail yMed woul d be a
publicly accessible repository of drug information that could be used
I n many ways by various parties, such as by those who could add val ue
to the information, such as pricing information, and nake it avail abl e
to other parties.

Unfortunately, despite the w despread and growi ng use and reliance
on NDC nunbers, the existing NDC nunber system has severa
shortcom ngs. For exanple, manufacturers, repackers, and rel abel ers can
assi gn NDC numbers, and the current regul ations at Sec.
207.35(b)(4)(ii) permt themto re-use the product codes under certain
ci rcunst ances (such as taking the NDC nunber assigned to drug X and
then, after drug X has been discontinued, |ater assign the sane NDC
nunber to drug Z). Also, under current regulations, it is difficult for
FDA to control the practice of a manufacturer, repacker, or rel abeler
maki ng changes to a drug but continuing to use the sanme NDC nunber
despite those changes.

The manufacturer, repacker, and relabeler's ability to assign the
product code and package code thensel ves has al so resulted in problens
that affect the National Drug Code Directory and its reliability.
Product and package codes are not al ways assi gned appropriately, and
i ndustry practices for assigning codes are inconsistent. In addition
manuf acturers, repackers, and relabelers currently do not tell us what
codes they have assigned until they list drugs wth us; this neans that
the National Drug Code Directory is not always conplete or
conpr ehensi ve. Moreover, manufacturers, repackers, and rel abel ers may
never list a product or may sonetines omt information or submt
incorrect information to us; this often prevents us fromincluding the
correct information in the National Drug Code Directory and forces us
to devote resources to obtaining, sonetines unsuccessfully, the correct
i nformati on.

Furt hernore, because NDC code segments can vary in length (such as
a NDC having a four-digit |abeler code, a four-digit product code, and
a two-digit package code while another NDC has a five-digit |abeler
code, a three-digit product code, and a two-digit package code),
el ectronic systens that view the NDC as a single nunber mght interpret
two different NDC nunbers as being the sanme nunber. For exanple, one
manuf acturer, repacker, or relabeler's drug m ght have a NDC nunber
that reads as 12345-678-90 whil e another could have a drug whose NDC
nunber reads as 1234-5678-90. If a database onmts the hyphens, the
result would be a m sleading inpression that both drugs have identi cal
NDC nunbers (i.e., 1234567890), although they are made by different
manuf acturers and may be entirely different products.

We have al so found that sonme manufacturers, repackers, and
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rel abel ers have assigned NDC nunbers to products that are not drugs,
such as dietary supplenments and nedi cal devices; such actions can
confuse drug databases or |lead to inappropriate reinbursenents.
Consequently, to address these shortcom ngs and to create an
accurate, up-to-date NDC nunber system we propose to revise the NDC
nunber system In brief, we believe that to ensure that the nunbers are
uni que and unanbi guous, we need to take on the responsibility of
assigning the NDC nunbers prospectively to drugs that have not
previ ously been assigned NDC nunbers by a manufacturer, repacker, or
rel abel er. The NDC nunbers currently assigned to drugs prior to the
effective date of the rule would renmai n unchanged, provided those NDC
nunbers conmply with the new
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regul ations as finalized. FDA intends to validate that current NDC
nunbers conply with the new regul ations as finalized. W believe that
the NDC nunber structure can remain very simlar to what exists today,
as we describe below, and still allow for unique and unanbi guous NDC
nunbers if we assign the NDC nunbers.

The proposal would al so del ete obsol ete or unnecessary
requi renents. For exanple, current Sec. 207.35 refers to the National
Health Related Items Code (NHRI C) system as anot her code system the
proposal would omt references to the NHRI C system because we no | onger
mai ntain the NHRI C dat abase (see 42 FR 52808 at 52810, Septenber 30,
1977)).

We describe the proposed changes in nore detail in the next
section.

3. Wiat Changes Are We Proposing?

a. Proposed Sec. 201.2--Drugs; National Drug Code (NDC) Number.
Currently, Sec. 201.2 states that NDC nunbers are requested, but not
required, to appear on all drug labels and in all drug |abeling,
““including the | abel of any prescription drug container furnished to a
consumer.'' Section 201.2 also states that if the NDC nunber appears on
the drug label, it nust be displayed as required by current Sec.

207. 35(b) (3).

The proposal would revise Sec. 201.2 to explain:

What drugs nust have an NDC nunber, in human-readabl e
form on the |abel;

What an appropriate NDC nunber is;

Whet her any ot her NDC nunber may appear on a | abel

What prefix nust be used to identify the NDC nunber on the
| abel ; and

Where the NDC nunber goes on the | abel.

Specifically, proposed Sec. 201.2(a) would require the appropriate
NDC nunber, in human-readable form to appear on the | abels of drugs
subject to the drug listing requirenents. In this case, the word
““drugs'' should be interpreted in light of proposed Sec. 207.1 and
enconpasses human drugs, including the drugs regul ated under a BLA, as
described in proposed Sec. 207.9(c), and ani mal drugs, including Type
A nedicated articles. These drugs may be active pharmaceutica
i ngredients or finished dosage forns, whether prescription or OIC. The
drugs requl ated under a BLA, as described in proposed Sec. 207.9(c)
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include, but are not limted to: (1) Plasna derivatives such as

al bum n, I'mmune dobulin, Factor VIII and Factor |X, and reconbi nant
versi ons of plasma derivatives or aninal derived plasnma derivatives;

(2) Vaccines; (3) Allergenic products; (4) Bulk product substances such
as fractionation internedi ates or pastes; and (5) Therapeutic

bi ol ogi cal products.

We propose to require human-readabl e NDC nunbers to appear on drug
| abel s because various individuals and dat abases use and rely on NDC
nunbers, and those individuals or databases m ght not have the
technol ogy or means to read an automatic identification technol ogy such
as a bar code that is required under Sec. 201.25. In addition, for
those who are able to read bar codes, a human-readabl e NDC nunber may
serve as a backup'' in case the bar code is danaged, cannot be read,
or is otherwise illegible.

Proposed Sec. 201.2(b) would explain that an "~ appropriate NDC
nunber'' is the NDC nunber that we have assi gned (under proposed
Sec. Sec. 207.33 or 207.37, which we discuss later in this part) to
the | ast manufacturer, repacker or relabeler (including a drug product
sal vager who repacks or relabels the drug), or private |abe
distributor responsible for the drug i medi ately before it is received
by the whol esaler or retailer. For exanple, assune that a nmanufacturer
makes a drug and sells that drug to a whol esaler or retailer. Under
proposed Sec. 201.2(b), the manufacturer is the |ast person
responsi ble for the drug i medi ately before it reached the whol esal er
or retailer, so the appropriate NDC nunber woul d be the manufacturer's
NDC nunber that we have assigned to that drug. If, however, the
manuf acturer sold the drug to a repacker, who then repackages the drug
and sells the repackaged drug to a retailer, the repacker is the | ast
person responsible for the drug i medi ately before it reached the
retailer, so the appropriate NDC nunber woul d be the repacker's NDC
nunber that we have assigned and not the manufacturer's NDC nunber.

Identifying the | ast person responsible for a drug nay be inportant
In situations where the drug's quality, purity, |abeling, or packagi ng
may be at issue; for exanple, if a drug appeared to be contam nat ed,
knowi ng who the | ast person was who nmanufactured, repacked, or
rel abel ed the drug could help focus an investigation to determ ne how
the contam nation occurred. It also allows linking to the correct
product information in the DailyMed. In addition, requiring the NDC
nunber of the |ast manufacturer, repacker, relabeler, or private | abel
distributor responsible for the drug i medi ately before it is received
by the whol esaler or retailer would enable us to accurately and quickly
identify the original manufacturer by connecting the NDC nunmber on the
| abel to the information in the electronic drug registration and
listing system

The proposed approach of assigning NDC nunmbers woul d nean t hat
repackers, for exanple, would have to use their own NDC nunber, rather
than using the manufacturer's NDC nunber on drug | abels. W recogni ze
that some, but not all, repackers have been using the manufacturer's
NDC nunber rather than their own on drug | abels. W are aware that sone
repackers' practice of using the manufacturers' NDC nunbers has led to
some confusion anong FDA, the Centers for Medicare & Medicaid Services
(CVs), other Federal agencies, State agencies, and private insurance
organi zations that rely on NDC nunbers for many purposes, including to
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identify a drug and a drug's source and for purposes of reinbursenent
and di spensing systens. It also has |led to sonme confusion by
practitioners and patients. There may be other reasons that this
practice has posed difficulties or is cause for concern.

We are aware that the use of manufacturer's NDC nunbers by sone
repackers may lead to inaccurate or inproper reinbursenment by Medicaid,
Medi care, and private insurers. It also may result in m sunderstandi ng
as to which rebate agreenment a particular drug is covered by or whether
a particular drug is covered by any rebate agreenent at all.

W are also aware that the use of manufacturer's NDC nunbers by
repackers may not always be accurate or consistent. For exanple, a
repacker m ght use a manufacturer's NDC nunber for a particular drug
and then continue to use that manufacturer's NDC nunber for generic
equi valents to that drug. This may |ead to confusion for caregivers and
pati ents who may be di spensed nedi cati on based on the origina
manuf acturer's NDC nunber, but receive a drug that is different in
si ze, shape and/or color than the drug they are accustoned to using.
Additionally, there could be reinbursenment differences between one
firm s product and another firm s product. Further, the NDC nunber of
the wong nmanufacturer on the drug's |label (even if the drugs of both
manuf acturers are generic equivalents) may al so be a probl em when
pharmacies rely on verification systens that include exact color inages
of drugs based on NDC nunbers.

Recently, the National Association of Chain Drug Stores (NACDS) and
the Heal thcare Distribution Managenent Association (HDVA) asked us to
exerci se enforcenent discretion concerning our recent bar code rule
(see
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21 CFR 201.25 (69 FR 9170, February 26, 2004)) so that repackers could
continue using manufacturers' NDC nunbers on retail-based repackaged
drug products (Ref. 1). In brief, NACDS and HDVA assert that FDA has
““historically allowed the use of original manufacturer NDC nunbers by
repackagers on the product |abels of retail-based repackaged drug
products'' and that this practice is standard anong repackers (Ref. 1
p. 2). NACDS and HDVA al so stated that use of the repackers' NDC
nunbers " "is not necessary or desirable'' because repackers identify

t hensel ves on the drug | abel s and that procedures exist to allow recal
of particular |lots of repacked drugs (rather than all drugs nmade by a
manuf acturer). They al so stated that nmandatory use of the repackers
NDC nunbers m ght affect patient safety adversely and create

addi tional, excessive costs to patients, health care providers, and
payers because dat abases use the manufacturers' NDC nunbers and cannot
be nodified to accommpdat e repackers’ NDC nunbers (Ref. 1, pp. 4
through 9). For exanple, NACDS and HDMVA said that requiring repackers
to use their own NDC nunbers could " "greatly increase the potential for
medi cation errors'' because pharnacists would: " “be required to
inefficiently and manual | y choose between multiple options of the sanme
product, e.g., Mdtrin 800ng by [one manufacturer] or Mdtrin 800ng
repackaged by 5 different repackagers. The nore NDC nunbers in use for
the sane product across the country, the greater the chance that data
entry errors wll occur across the many pharnaci es that use repackaged
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products.'' (Ref. 1, p. 7.) In addition, NACDS and HDVA sai d that
requiring repackers to use their own NDC nunbers would oblige themto
pay substantial rebate fees under Medicaid when Congress intended drug
manuf acturers, not repackers, to pay those rebates and woul d conplicate
Medicaid billing; they further stated that requiring repackers to use
their own NDC nunbers would lead to a "~ “sharp reduction or elimnination
of this type of repackaging'' (Ref. 1, p. 8).

On March 28, 2005, we issued a response to the letter from NACDS
and HDVA. The response stated, anong other things, that we intend to
tenporarily exercise our enforcenent discretion and pernit repackers to
use manufacturers' NDC nunbers in bar codes placed on their products.

We said that there will be an opportunity to directly consider this
I ssue when we issue our proposed rule on establishnment registration and
drug listing. The response stated that we will consider all information

provi ded that docunents the inpact on repackers.

We | ack sufficient information to assess whether requiring
repackers to use their own NDC nunmbers woul d be as problematic and
expensi ve as NACDS and HDVA suggest. We al so do not know the extent to
whi ch dat abases that use NDC nunbers cannot be nodified to accommodate
repackers' NDC nunbers or to associate nore than one NDC nunber with
drugs made by the same manufacturer. Moreover, although repackers
currently assign their owm NDC nunbers and report those nunbers to us,
we do not know whet her dat abases ignore or omt repackers' NDC nunbers
that we nake avail abl e through the National Drug Code Directory.

We believe that all ow ng repackers to use the manufacturers' NDC
nunbers woul d be contrary to the proposal's goal of making the NDC
nunber uni que and the system nore accurate and reliabl e.

We are requesting additional information on this issue. W
specifically invite conments on the proposed approach of requiring on
the drug's | abel the NDC nunber of the |ast manufacturer, repacker or
rel abel er (including the drug product sal vager who repacks or rel abels
the drug), or private |label distributor responsible for the drug
I rmedi ately before it is received by the whol esaler or retailer, which
woul d result in prohibiting the use of manufacturer's NDC nunbers by
repackers. We are especially interested in: (1) Exanples and
di scussions of dispensing errors or difficulties, confusion,
rei mbursenment problens, or other difficulties that may have been caused
or contributed to by the practice of sonme repackers using the
manuf acturer’'s NDC nunber; (2) The magni tude of the problens that may
be attributed to the use of manufacturer's NDC nunbers by repackers and
of the problens that NACDS and HDVA have articul ated that may result
from mandating the use of repacker's NDC nunbers by repackers; (3) the
extent to which such problens do or are likely to occur; and (4)
whet her there are technological (that is, software) solutions or
alternatives that could address the issues presented in the NACDS and
HDVA |l etter, other issues identified in this preanble, or those raised
in cooments to this proposed rule.

By inviting cooment, we are specifically giving NACDS and HDMVA, and
any other interested parties, the opportunity to coment on whet her
repackers should be able to use the manufacturers' NDC nunmbers on the
repacked drugs' | abel

Proposed Sec. 201.2(c) states that only the appropriate NDC numnber
required by proposed Sec. 201.2(b) may appear on the label. This
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provi si on woul d conpl enent proposed Sec. 201.2(b) by requiring the
drug's | abel to bear the appropriate NDC numnber

Proposed Sec. 201.2(d) would require the human-readabl e NDC nunber
to be i Mmediately preceded by the letters "~ "NDC.'' This provision would
nodi fy the current requirenent at Sec. 207.35(b)(3)(ii), which states
that the NDC nunber nust be preceded by the prefix ~"NDC' or "~ "N
when used on a | abel or labeling. W decided to limt the prefix to
""NDC ' because, when conpared to " "N ' alone, ""NDC' is a clearer
signal that the nunber following "~ "NDC' is the NDC numnber.

Proposed Sec. 201.2(e) would require that the appropriate NDC
nunber appear clearly on the drug' s | abel as defined by section 201(k)

of the act. Section 201(k) of the act defines "“label'' as "~"a display
of witten, printed, or graphic matter upon the imedi ate contai ner of
any article.'' Section 201(k) also states that "~ "a requirenment nade by

or under authority of this Act that any word, statenent, or other
I nformati on appear on the | abel shall not be considered to be conplied
with unless such word, statenent, or other information also appears on
the outside container or wapper, if any there be, of the retai
package of such article, or is easily legible through the outside
contai ner or wapper.'' This proposed requirenment would be a change
fromcurrent Sec. 207.35(b)(3)(i), which requires the NDC nunber to
appear "~ “prominently in the top third of the principal display panel.'’
We decided to renove the restriction on the NDC nunber's | ocation
because our bar code rule, which requires the bar code to encode the
drug's NDC nunber, allows the bar code to appear anywhere on the drug's
| abel . Consequently, some establishnments may wish to place the human-
readabl e NDC nunber next to the bar code, so we have deci ded agai nst
speci fying the | ocation of the human-readabl e NDC nunber.

We are al so proposing to revise current Sec. 201.25 because, as
di scussed in section IV. A5 of this docunent (definition of
“drug(s)'') and in the February 26, 2004, bar code final rule, certain
drugs that woul d be subject to proposed part 207 are not subject to
current Sec. 201.25. Under proposed Sec. 201.25(e), a drug product
that is subject to the drug listing requirenments of proposed part 207
but is not subject to current Sec. 201.25 may display a bar
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code on the | abel only if the bar code neets the requirenments of Sec.
201. 25(c). We are proposing this revision to help ensure consistency in
t he appearance, content, and placenent of bar codes on drug |abels. W
are al so proposing to revise current Sec. 201.25 to further clarify
what "~ appropriate'' NDC nunmber nust appear in the bar code. Current
Sec. 201.25(c)(1) states that each drug product subject to current

Sec. 201.25 nust have a bar code that contains, at a mininmum the
appropriate NDC nunber. To clarify this requirenment, we are proposing
to anend current Sec. 201.25(c)(1l) to state that the " appropriate NDC
nunber,'' as used in current Sec. 201.25(c)(1), is described in
proposed Sec. 201.2(b).

W note that when there is a change in the NDC nunber on a drug
product |abel, or when an NDC nunber is added to a | abel, application
hol ders must submt revised |abeling to us with their annual reports
under Sec. 314.81(b)(2) for human drugs, Sec. 514.80(b)(4) for aninm
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drugs ( "periodic reports'' are required instead of " annua
reports''), and Sec. 601.12(f)(3) for biological drugs.

b. Proposed Sec. 207.33--VWat is the National Drug Code Number,
who nust obtain it, and what information nust be submtted? Proposed
Sec. 207.33 woul d describe the NDC nunber and the process for
obt ai ning NDC nunbers. The proposal would differ fromthe pre-existing
NDC number system by having us assign the NDC nunber for newy |isted
drugs, by describing the changes that woul d require a manufacturer,
repacker, or relabeler to obtain a new NDC nunber, and by descri bing
when information nmust be submitted to us to obtain an NDC nunber. Under
t he proposal, all three sections of the NDC nunber woul d be assigned
prospectively by us to drugs that have not previously been assigned NDC
nunbers by a manufacturer, repacker, or relabeler. The NDC nunbers
currently assigned to drugs prior to the effective date of the rule
woul d remai n unchanged, provided those NDC nunbers conply with the new
regul ations as finalized. FDA intends to validate that current NDC
nunbers conply with the new regul ations as finalized.

Currently, Sec. 207.35(a) states that we will provide a validated
copy of an establishnment's registration formand assign a pernanent
regi strati on nunber to each drug establishnment in accordance with our
regul ations. Current Sec. 207.35(b)(1) and (b)(2) state that we will
assign a drug listing nunber to each drug or class of drugs and that
the nunber of characters in that nunber may differ dependi ng on whet her
the drug is already listed in the NDC systemor the NHRI C system For
exanple, current Sec. 207.35(b)(1) states that if a drug is already
listed in the NDC systemor NHRI C system the drug |isting nunber is
the sane as that assigned under those codes and that we will add a | ead
zero to the first three characters to create a four-character | abeler
code. Current Sec. 207.35(b)(1) also states that manufacturers or
distributors nmay retain al phanuneric characters that they already use
in the product and package code segnments and nust informus if they
convert those code segnents into nuneric digits. Current Sec.
207.35(b) (2) al so explains how many characters nmay be in a | abel er
code, product code, and package code.

G ven that this proposal woul d designate the responsibility of
assigning the NDC nunber to FDA, the proposal would elimnate many of
the provisions in current Sec. 207.35, such as our need to provide to
sponsors val i dated copies of registration fornms as well as information
on how to assign the product code and package code. Proposed Sec.
207.33(a) explains that the NDC nunmber is a unique 10-digit nunber
conposed of a | abel er code, product code, and package code. Proposed
Sec. 207.33(a) also states that we woul d assign the conplete NDC
nunber (that would include the existing | abeler code, if any) to each
drug that is subject to the listing requirenments in part 207. W would
use the same configuration when assigning each segnent of the NDC
nunber: The | abeler code would be either five or four digits, the
product code would be either four or three digits, and the package code
woul d be either two digits or one digit. Wien we assign a NDC nunber to
a drug, we intend to |l eave a space between the segnents of the NDC
nunber so that the separate codes are distinguishable. Mnufacturers,
repackers, and rel abel ers may add synbol s, such as hyphens or
asterisks, between the segnments of the human-readabl e NDC nunber if
they want to visually distinguish the codes in such a manner. Under the
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proposal, manufacturers, repackers, and rel abelers woul d keep the sane

| abel er code that they use for currently marketed drugs. However, if
nore than one | abel er code is currently used by a manufacturer

repacker, or relabeler, only one | abel er code woul d be used for any new
NDC nunbers that we woul d assign under this rule prospectively. Al so,

as described bel ow, the proposal would allow currently marketed drugs
to keep the sane NDC nunbers in nost cases.

Proposed Sec. 207.33(b)(1) and (b)(2) would require that
manuf acturers, repackers, rel abelers, and, in certain circunstances,
drug product sal vagers, obtain NDC nunmbers fromus for each drug that
is subject to the drug listing requirenments. In the case of drug
product sal vagers, they would obtain an NDC nunber for each drug that
IS subject to the drug listing requirements only if they repack or
rel abel the salvaged drug. For private |abel distributors, proposed
Sec. 207.33(b)(3) states that the manufacturer, repacker, or relabeler
who manuf actures, repacks, or relabels the drug for the private | abel
distributor is responsible for obtaining the NDC nunber fromus for
each drug that is subject to the drug listing requirenents.

Proposed Sec. 207.33(b) is intended to clarify who nust obtain NDC
nunbers. For exanple, drug product salvagers ordinarily would not need
to obtain NDC nunbers because they nerely salvage drugs. If a drug
product sal vager sinply recovers the drug and sells it wthout
repacki ng or rel abeling the product, the drug product sal vager woul d
not need to obtain an NDC nunber for the salvaged drug. However, if the
drug product sal vager repacks or relabels the sal vaged drug, then the
drug product salvager is simlar to a repacker or rel abeler, and
proposed Sec. 207.33(b) would require the drug product salvager to
obtain an NDC nunber fromus for the repacked or rel abel ed drug. As
anot her exanpl e, under the proposal, private |abel distributors would
not be permtted to register or |ist and, consequently, they would not
obtain NDC nunbers for the drugs they distribute. Instead, the
manuf acturer, repacker, or relabeler who manufactures, repacks, or
rel abels the drug for the private | abel distributor would be
responsi bl e for obtaining the NDC nunber, including a |abel er code
appropriate for the private |abel distributor. This change ensures that
nore accurate information is provided to FDA about the drug distributed
by the private | abel distributor because the manufacturer supplies the
necessary drug information to FDA

Under current Sec. 207.35, manufacturers, repackers, and
rel abel ers assign NDC nunbers to the drugs they manufacture, repack, or
rel abel, and private | abel distributors assign NDC nunbers to the drugs
they distribute if they opt to Iist the drugs thensel ves. Drug product
sal vagers currently do not receive NDC nunbers for the drugs they
sal vage, and under current Sec. 207.20(a), they are not required to
list the drugs they sal vage.

As noted previously, even though we woul d assi gn NDC nunbers under
the proposal, an establishnent's |abeler code would remain the sane in
nost
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cases. For exanple, if a manufacturer's |abel er code were 12345, we
woul d assign NDC nunbers for the manufacturer's drugs and still use

http://a257.g.akamaitech.net/7/257/2422/01jan20061800/edocket.access.gpo.gov/2006/06-7172.htm (57 of 195) [05/09/2006 10:36:48 a.m.]



FR Doc 06-7172

12345 as the manufacturer's | abel er code. However, under the proposal,
i f a manufacturer, repacker, or relabeler uses nore than one | abeler
code, we woul d prospectively assign NDC nunbers that use only one

| abel er code for that manufacturer, repacker, or rel abeler.

Note, too, that other conponents in an NDC nunber may remain
unchanged under the proposal. For exanple, assunme that a drug is
already listed in the National Drug Code Directory and its manufacturer
| ater decides to change its package size. In this situation, the
| abel er code and the product code would ordinarily remain the sane,
and, generally, we would assign a new package code for the changed
dr ug.

Furthernore, if a drug already has an NDC nunber at the tinme of the
effective date of a final rule, the drug would retain that NDC nunber
provi ded that the manufacturer, repacker, or relabeler, within 9 nonths
after the effective date of a final rule, reviews and updates, in
accordance with proposed Sec. Sec. 201.2, 207.33, 207.37, 610.60, and
610.61, the information in our database for the NDC nunber (see
sections IV.C. 4, I X, and X of this docunent for information on the
proposed i npl enentati on and effective and conpliance dates of this
rul emaking). We also will work with manufacturers, repackers, and
rel abel ers to address any problens with existing NDC nunbers (such as
duplicate or potentially duplicate NDC nunmbers) that m ght arise after
a final rule becones effective.

Using a 5-digit |abeler code, we estimate that we have the capacity
for NDC nunbers for up to 100,000 regi stered establishnments, each
having a capacity for up to 100, 000 product/package size conbi nations
(using the 5 remaining digits). If a registered establishnment requires
nore than 100, 000 product/package size codes, we could issue that
establishment an additional |abeler code. W currently have about
25,000 active establishnments in our registration database, utilizing
| ess than half of the 5-digit | abeler code capacity. W currently issue
about 1,000 new | abel er codes annually. If we reach NDC nunmber capacity
(possibly in 30 to 50 years), we could propose to either add
al phanumeric capability or expand the nunber of nuneric digits to 11 or
12 (current Sec. 207.35(b)(2)(i) states that FDA will go froma 5- to
6-digit |abeler code if needed). This change in NDC nunbers wl |
necessitate advances in current UPC technol ogy (due to the need for bar
code reading), which we anticipate will likely occur prior to our
reaching the 10-digit NDC nuneric capacity.

The proposal would also omit the references to Form FDA-2656 in
current Sec. 207.35(a) and (b)(2) because the proposal's electronic
submi ssion of registration and listing information would nake it
unnecessary for us to provide validated copies of fornms. In addition
because we woul d assi gn NDC nunbers, the proposal would elimnate the
provision in current Sec. 207.35(b)(1) that allows manufacturers and
distributors to convert al phanuneric product codes and package codes
they may have and report such changes to us. (If any establishnment
still has al phanuneric product or package codes for a drug, we wll
work with themto assign new NDC nunbers.) The proposal would al so omt
references in current Sec. 207.35(b)(1) and (b)(2) to the NHRI C system
because we do not maintain a NHRI C dat abase (see 42 FR 52808 at 52810).

Proposed Sec. 207.33(c) and (d) describes the information that a
manuf acturer, repacker, or relabeler would be required to submt before
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we assign an NDC nunber to a drug. As discussed earlier in this
section, if a drug product sal vager sinply recovers the drug and sells
it wthout repacking or relabeling the drug, the drug product sal vager
woul d not need to obtain an NDC nunber for the sal vaged drug. However,
if the drug product sal vager repacks or relabels the sal vaged drug,
then the drug product salvager is simlar to a repacker or rel abeler
and proposed Sec. 207.33(b) would require the drug product sal vager to
obtain an NDC nunber fromus for the repacked or rel abel ed drug. The
following table illustrates the proposed requirenents.

Table 1.--Information to be Submtted to Cbtain an NDC Nunber, Arranged by
Manuf act urer, Repacker, or Rel abel er

and Drug
Proposed Secti on Type of Drug Information to be
Subm tted
Sec. 207.33(c) (1) Active pharmaceuti cal Manuf acturer's nane, address,
t el ephone nunber, fax
(Manuf act urer) i ngredi ent nunber, e-mail address, and

| abel er code

Drug's established nane and
proprietary nane (if

any)

Package size and type

Drug Master File nunber or
Veterinary Master File

nunber, if any, assigned to the
active pharmaceuti cal

i ngredi ent
Sec. 207.33(c) (2) Drug other than an active Manuf acturer's nane, address,
t el ephone nunber, fax
(Manuf act urer) phar maceuti cal ingredient nunber, e-mail address, and

| abel er code

Drug's established nanme and
proprietary name (if

any)

Nane and quantity of each active
phar maceuti cal

i ngredi ent or the approved U. S.
appl i cation nunber

Narme of each inactive ingredient
(or approved U.S.

application nunber) for certain
drugs, and whet her you

consi der the name of the inactive
ingredient to fall under

Sec. 20.61 (21 CFR 20.61) of
this chapter or to be
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di scl osure and, if so, why

i mmedi ate unit-of -

prescription or OTC)

drug or ani nal
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Sec. 207.33(c) (3)

t el ephone nunber, fax
(Manuf act urer)

| abel er code

Active pharnmaceutica
ingredient for a private

| abel distributor
proprietary nane (if

Veterinary Master File

active pharmaceuti cal

address, tel ephone
addr ess, | abel er code

as assigned by the

Sec. 207.33(c) (3) Drug other than an active

t el ephone nunber, fax
(Manuf acturer)

| abel er code

phar maceuti cal ingredient
for a private | abel
proprietary nanme (if

di stri butor
phar maceuti cal

appl i cation nunber

(or approved U.S.

ot herwi se prohibited from

Dosage form
Package size and type, including

use cont ai ner
Mar keting status (e.g.,

Drug or drug product type (human

drug)
[mprinting information

Manuf acturer's nane, address,
nunber, e-mail address, and

Drug's established nane and

any)
Package size and type

Drug Master File nunber or
nunber, if any, assigned to the

i ngredi ent
Private | abel distributor's nane,

nunber, fax nunber, e-mail
Drug's proprietary nane (if any)

private | abel distributor

Manuf acturer's nane, address,
nunber, e-mmil address, and

Drug's established nanme and

any)
Nane and quantity of each active

i ngredi ent or the approved U. S.

Narme of each inactive ingredient
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application nunber) for certain
drugs, and whet her you

consi der the name of the inactive
ingredient to fall under

Sec. 20.61 of this chapter or
to be otherw se prohibited

fromdisclosure and, if so, why

Dosage form

Package size and type, including
i mredi ate unit-of -

use contai ner

Mar keting status (e.g.,
prescription or OTC)

Drug or drug product type (human
drug or ani ma

drug)

[ mprinting information

Private | abel distributor's nane,
address, tel ephone

nunber, fax nunber, e-nail
address, and | abel er code

Drug's proprietary nane (if any)
as assigned by the

private | abel distributor

Sec. 207.33(d) (1) Drug that is repacked or Repacker's or rel abel er's nane,
address, tel ephone

(Repacker or rel abel ed nunber, fax nunber, e-nai
address, and | abel er code

rel abel er) NDC nunber assigned to the drug

I medi ately before

its receipt by the repacker or
rel abel er

Type of operation performed for
t he drug (repacking

or rel abeling)

Drug' s established nane and
proprietary nanme (if

any)

Package size and type, including
I medi ate unit-of -

use container, if any (required
for repackers only)

Sec. 207.33(d) (2) Drug that is repacked or Repacker's or rel abel er's nane,
address, tel ephone

(Repacker or rel abel ed for a private nunber, fax nunber, e-nmai
address, and | abel er code

rel abel er) | abel distributor NDC nunber assigned to the drug

i medi ately before
its receipt by the repacker or
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rel abel er

Type of operation performed for
the drug (repacking

or rel abeling)

Drug's established nane and
proprietary nanme (if

any)

Package size and type, including
I mmedi ate unit - of -

use container, if any (required
for repackers only)

Private | abel distributor's nane,
address, tel ephone

nunber, fax nunber, e-nail
address, and | abel er code

Drug's proprietary nane (if any)
assigned by the

private | abel distributor

Proposed Sec. 207.33(c) and (d) are intended to acconplish several
goal s:

1. The proposal would reduce redundant data subm ssion and inprove
the accuracy of information that we receive. For exanple, under the
current system a nmanufacturer and a repacker may submt the sane drug
listing information for the sane type of drug. However, the repacker
m ght not have adequate information fromthe manufacturer or m ght
describe the drug differently than the manufacturer; this would lead to
data di screpanci es and om ssions. So, by requiring only manufacturers
to provide descriptive information about the drugs they nmake, we would
elimnate potential duplicate subm ssions, data discrepancies, and data
om ssions. Instead, the repacker, under the proposal, would sinply tel
us the NDC nunmber of the drug that the repacker receives, and we could
use the NDC nunber to |link the drug back to its manufacturer.

2. By having manufacturers, repackers, relabelers, and drug product
sal vagers submt information on behalf of private |abel distributors,
the proposal would elimnate the potential for redundant, inconplete,
or inconsistent subm ssions by private | abel distributors. For exanple,
under the current system sone manufacturers have submtted information
for drugs that they manufactured for private |abel distributors, and
the private |label distributors also submitted information for the sane
drugs; if the manufacturers and private | abel distributors described
the drugs differently to us, we then had different information for the
sane drugs.

3. By linking a repacker's or relabeler's drug to an NDC nunber,
the proposal would elimnate a problemthat some repackers and
rel abel ers have encountered in the past. Under the current listing
system repackers and rel abel ers have sonetines found it difficult to
obtain necessary information from manufacturers. This difficulty has
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resulted in data errors and om ssions and an i nconplete or inaccurate
Nat i onal Drug Code Directory.

4. By separating the NDC nunber process fromdrug listing and
creating an electronic drug registration and listing system the
proposal should nmake it easier for manufacturers, repackers, and
rel abel ers (and drug product sal vagers who obtain NDC nunbers for
private |l abel distributors) to obtain their NDC nunbers quickly and, as
a result, prepare product |abels and marketing plans earlier.

5. Under the proposal, the informati on submtted about the drug to
obtain an NDC nunber would be retained in the electronic drug
registration and listing system Thus, when the manufacturer, repacker,
or relabeler later lists the drug, they would need to provide only the
additional information required for listing.

6. By assigning a unique NDC nunber to each drug, the proposa
woul d ensure that the drug has an accurate identifier, allowing us to
support the inplenentation of the electronic prescribing provisions of
t he Medi care Mbdernization Act. W would link the accurate NDC nunber
to the product |abeling that woul d be nade avail abl e t hrough the
DailyMed initiative.

i. Information to be submtted to receive an NDC nunber. W
describe the information that proposed Sec. 207.33(c) and (d) would
requi re and our reasons for proposing to require the information, as
fol | ows:

Nane, address, telephone and fax nunbers, e-nmil address,
and | abel er code. Proposed Sec. 207.33(c) and (d) would require
manuf acturers, repackers, and rel abelers to provide this information to
enable us to identify and contact (if necessary) the appropriate
manuf acturer, repacker, or relabeler and identify their |abel er code.
In situations where a manufacturer, repacker, or rel abeler
manuf actures, repacks, or relabels a drug for a private | abe
distributor, the proposal would al so require the manufacturer
repacker, or relabeler to provide conmparable information for the
private |label distributor. This information would enable us to
associ ate the manufacturer's, repacker's, or relabeler's drugs with a
particular private |abel distributor and to contact that private | abel
distributor if necessary.

The drug's or active pharnmaceutical ingredient's
established nane and proprietary nane (if any). The established nane
(sonetines referred to as generic nane) is ordinarily either the drug' s
conpendi al nanme or, if there is no conpendi al nane, the drug's conmon
or usual name. The proprietary nane (sonetines referred to as trade
nane) is generally the drug's nmarketed or advertised nanme as designated
by the manufacturer, repacker, rel abeler, or private |abel distributor.
Most consumers recognize a drug by its proprietary nanme rather than its
est abl i shed nane. Proposed Sec. 207.33(c) and (d) would require
subm ssion of these nanes because knowi ng a drug's established nane
woul d | et us determ ne, for exanple, which conpanies market identical
drugs and whi ch drugs can be substituted in the event of drug shortages
or recalls. Knowing a drug's proprietary name would enable us to
identify a drug to the public during a recall or consuner alert. This
information is currently required under Sec. 207.25(b)(1) and is
submitted on Form FDA 2657.

The Drug Master File (DVF) nunber or Veterinary Master
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File (VMF) nunber, if any, assigned to the active pharnmaceuti cal
i ngredi ent. Under proposed Sec. 207.33(c)(1)(iv) (and, if applicable,
proposed Sec. 207.33(c)(3)), if a DVF nunber or VMF nunber is assigned
to the active pharmaceutical ingredient, the manufacturer woul d
identify for us the DMF nunber or the VMF nunber. The DMF or VMF may
contain additional information about the active pharnmaceutica
i ngredi ent that our electronic drug registration and |listing system
coul d associate with the active pharmaceutical ingredient at other
points in the registration and listing process. This could reduce the
burden on the manufacturer of submtting to us the infornmation already
contained in the DMF or VM. This information is not currently provided
to us under current part 207 or Form FDA 2657 or Form FDA 2658.

Name and quantity of each active pharnmaceutical ingredient
in a drug. Proposed Sec. 207.33(c)(2) and, if applicable, proposed
Sec. 207.33(c)(3), would require manufacturers to submt this
information to us (unless the approved U. S. application nunber is
provi ded). Knowi ng the name and quantity of a drug's active
pharmaceuti cal ingredients would hel p us assign uni que product codes
and hel p ensure that the assigned NDC nunbers are unique to different
products. For exanple, assunme that a nmanufacturer nakes a drug in two
different strengths, 100 mlligrans (ng) and 500 ng. If we only
required the manufacturer to identify the active pharnaceuti cal
I ngredient, we mght assume, incorrectly, that the manufacturer nmade
two versions of the same drug in the sanme strength and then assign the
same product code to both drugs. Instead, by proposing to require
i nformati on about the quantity of the drug's active pharnmaceutica
i ngredient, we would be able to assign one product code to the 100 ngy
product and a different product code to the 500 ng product. As an
alternative to providing the nane and quantity of the drug's active
phar maceuti cal ingredient, proposed Sec. 207.33(c)(2) would allow a
manuf acturer to give us the drug's approved U. S. application numnber;
the approved U. S. application nunber would allow us to |ink the drug to
a particular application and determ ne the name and quantity of the
active pharmaceutical ingredients in that drug.

The proposed requirenent is simlar to the requirenent regarding
gquantitative listing of active ingredients in current Sec. 207.25(b).
Current Sec. 207.25(b)(6) requires a quantitative listing of a drug's
active ingredient(s) for drugs that a registrant regards as not being
subj ect to sections 505 or 512 of the act or section 351 of the PHS
Act. Current 207.25(b)(2) requires, for each drug listed that the
regi strant regards as subject to section 505 or 512 of the act, the
application nunber. The act, for purposes of certain drug listing
requi renents, appears to treat drugs differently dependi ng on whet her
t hose drugs are subject to sections 505 or 512 of the act or not.
Section 510(j)(1)(A) of the act mandates that the drug list be prepared
in the formand manner prescribed by us. That drug list, for drugs
subj ect to sections 505 or 512 of the act, nust be acconpanied by " "the
authority for the marketing of such drug''. In contrast, section
510(j)(1)(C of the act states that the drug list, for drugs that are
not subject to either section 505 or 512 of the act, nust be
acconpanied by a " "quantitative listing'' of the drug's active
i ngredient or ingredients and that we may require a quantitative
listing of all ingredients with respect to a particular product if we
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find such subm ssion is necessary to carry out the act's purposes.

We believe that these provisions, and others, give us sufficient
authority to require the subm ssion of active ingredient information
for all drugs as part of the NDC number assignnent process. W already
have such information for drugs approved under sections 505 and 512 of
the act because information concerning active ingredients is an
essential part of the drug's marketing application. Thus, when a
manuf acturer gives us the approved U. S. application nunber (as proposed
Sec. 207.33(c)(2)(i) would require and as current Sec. 207.25(b)(2)
(pertaining to required drug listing information) requires), the
manuf acturer is, in essence, giving us a link to information
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about the drug's active ingredients. As noted previously, section
510(j) (1) (A of the act, for drugs subject to sections 505 or 512 of
the act, requires the ""reference to the authority for the marketing of
such drug.'' This reference would be the approved U.S. application
nunmber. The act, for drugs not subject to section 505 or 512,
explicitly requires a quantitative listing of active ingredients.
Proposed Sec. 207.33(c)(2)(i) would, therefore, enable us to input the
active ingredient information into an el ectroni c database. This would
enable us to link to certain information in the application, and woul d
be nore efficient than having to review individual marketing
applications, identify each drug's active ingredients, and then enter
that data into the database ourselves.

Nanme of the inactive ingredient(s). Proposed Sec.
207.33(c)(2), and, if applicable, (c)(3) would require manufacturers to
give us the drug's approved U. S. application nunber or, in the
alternative, the name of each inactive ingredient for each human and
ani mal drug that the manufacturer regards as subject to section 505 or
section 512 of the act or section 351 of the PHS Act, and for each
human OTC drug that the manufacturer regards as not subject to section
505 of the act, and whether the name of an inactive ingredient falls
under Sec. 20.61 or is otherwi se prohibited fromdisclosure and, if
so, why. Proposed Sec. 207.33(c)(3) describes the requirenents of the
manuf acturer who is manufacturing a drug for a private |abe
di stributor. Such manufacturers would be required to give us the nane
of each inactive ingredient for certain drugs, as described previously,
or the drug's U. S. approved application nunber for the drug it
manuf actures for a private | abel distributor. Proposed Sec.
207.33(c)(2) and (c)(3) are authorized under section 510 of the act as
wel | as other provisions. W are considering whether to require the
nane of each inactive ingredient to be submtted for other categories
of drugs as well.

Dosage form Proposed Sec. 207.33(c)(2) and (c)(3) would
requi re manufacturers to identify a drug's dosage form This
information will also help us distinguish between drug products that
contain the sane active ingredient and, consequently, assign unique
product codes to such drugs. For exanple, assune that a nanufacturer
makes drug X, in a 100 ng strength, in a tablet formand also in a
gelatin capsule. If we did not know there were two dosage forns of drug
X, we mght m stakenly assign the sanme product code to the tablet and
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gelatin capsule. Thus, information about dosage forms will help us
create an NDC systemthat ties unique NDC nunbers to uni que products.
The drug's dosage formis currently submtted on Form FDA 2657.

Package size and type. Proposed Sec. 207.33(c)(1),
(c)(2), (c)(3) (if applicable), (d)(1), and (d)(2) would require
manuf acturers and repackers respectively to provide informati on about
package size and type. This information would obviously be relevant in
hel pi ng us assi gn package codes to a particular drug. For exanple, a
drug packaged in a glass contai ner would have a different NDC nunber
fromthe sane drug packaged in a plastic container. The proposal would
require that information about the drug' s package size and type be
provi ded for each package, including the i medi ate unit-of-use
contai ner. For exanple, a drug packaged in a box containing a card of
12 unit-of-use blisters would have a different NDC nunber than each
i ndi vidual blister (unit-of-use). In the latter exanple, the different
NDC nunmbers woul d have a practical inpact wth respect to our bar code
requi renents. A database system conputer reading the bar code for the
i ndi vi dual unit-of-use blister would see that the health care
professional is adm nistering a single dose of a particular drug to a
patient; if the NDC nunber for the box were the sane as that used for
each unit-of-use blister, then the conputer m ght m stakenly believe
that the health care professional was adm nistering 12 doses to the
patient. In these scenarios, distinct NDC nunbers for each package
| evel woul d enhance the bar code's accuracy and val ue. The drug's
package size and type is currently submtted on Form FDA 2657.

Mar keti ng status. Proposed Sec. 207.33(c)(2) and, if
applicable, (c)(3), would require manufacturers to tell us whether the
drug is available only by prescription or is available OIC. Having such
information in our electronic database would enable us to determ ne
qui ckly which drugs are avail abl e by prescription and which are OTC. In
addition, sone entities that rely on NDC nunmbers, such as CM5S and
heal t h care i nsurance conpanies, mght treat prescription drugs
differently from OIC drugs. For exanple, an insurer mght reinburse
consuners for prescription drug expenses, but not for OIC drug
expenses. The drug's marketing status--whether prescription or OIC-is
currently submtted on Form FDA 2657.

Drug or drug product type. Under proposed Sec.
207.33(c)(2) and, if applicable, (c)(3), manufacturers would identify
whet her a drug is a human drug or animal drug. This information would
enable us to refine our databases to distinguish quickly between human
and ani mal drugs. Having such information readily available could help
us determne the regulatory obligations for a particular drug. For
exanpl e, the bar code requirenent applies to human drugs only. Thus, if
we could differentiate quickly between human and ani mal drugs based on
NDC nunbers al one and we received a report that a particular drug
failed to have a bar code on its |abel, we would be able to determ ne,
based on the NDC nunber al one, whether that drug was subject to the bar
code requirement. This information is currently submtted under
" product type'' on Form FDA 2657.

I[mprinting information. For each drug product subject to
the listing requirenents and covered under Sec. 206.1, including
products that are exenpted under Sec. 206.7(b), manufacturers nust
provi de the size, shape, color, and code inprint (if any) (proposed
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Sec. 207.33(c)(2)(vii) and, if applicable, proposed Sec.
207.33(c)(3)). This provision is simlar to current Sec. 207.25(c),
except the current provision also requires that the nane of the drug
product, its active ingredient(s), dosage strength, NDC nunber, and the
nanme of its manufacturer or distributor be submtted. Under the
proposal, the nanme of the drug product, its active ingredient(s)
(proposed Sec. 207.33(c)(2) uses the term "active pharnaceutica
ingredient''), and dosage strength (proposed Sec. 207.33(c)(2) uses
the term  "~dosage form') would be submtted to us under proposed Sec.
207.33(c) along with the inprinting information. The NDC number woul d
be subm tted under proposed Sec. 207.49 for listing, the nane of the
private |abel distributor would be subm tted under proposed Sec. Sec.
207. 33 and 207.49 for listing, and the nanme of the manufacturer would
be subm tted under proposed Sec. 207.25 for registration. Al of this
i nformati on woul d be accessible via our electronic drug registration
and listing system The proposal would al so delete the requirenent in
current Sec. 207.25(c) that "~ “any other characteristic that identifies
the drug product as unique'' nust be submtted. W need to know the
drug's size, shape, color, and code inprint, as well as the other

i nformati on required under proposed Sec. 207.33(c), to assign an NDC
nunber to the manufacturer's drug. Inprinting informati on woul d enabl e
us to investigate reports of nedication errors and counterfeiting and
to assi st poison control centers in identifying drugs in overdose and
acci dental poisoning situations.
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NDC nunber assigned to the drug i medi ately before the
repacker or relabeler received that drug. Proposed Sec. 207.33(d)
woul d require repackers and rel abelers to give us the NDC nunber of the
drug that they receive. This information would enable us to link that
drug to a particular source and, as we said earlier in this part,
elimnate the need for repackers and rel abelers to obtain certain drug
informati on fromthose sources to obtain an NDC nunber. For exanpl e,
assune that rel abel er Al pha received drug X from manufacturer Beta. |f
Al pha gives us the NDC nunmber for drug X, we will then be able to link
Al pha's rel abel ed drug to Beta. W would also elimnate any need for
Al pha to ask Beta for information about drug X for purposes of getting
an NDC nunmber and elimnate the possibility that Al pha m ght report
incorrect or contradictory information about drug X conpared to the
i nformati on given to us by Beta.

Type of operation. Proposed Sec. 207.33(d) would require
repackers and rel abelers to report the type of operation (that is,
repacki ng or relabeling) performed for a drug. This information is
conparable to the information we currently receive about an
establishnent's "~ “type of business'' on Form FDA 2657, except that
proposed Sec. 207.33(d) is limted to repackers and rel abel ers.

Information regarding private | abel distributors. Proposed
Sec. 207.33(c)(3) and 207.33(d)(2) would require manufacturers,
repackers, and rel abel ers who nanufacture, repack, or rel abel drugs for
a private label distributor to tell us the private |abel distributor's
nane, address, telephone nunber, fax nunber, e-nmil address, |abeler
code, and any proprietary nane assigned by the private | abe
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distributor to the drug. This information will help us link the
manuf acturer's, repacker's, or relabeler's drug to a particular private
| abel distributor and, as we stated earlier in this part, elimnate
potential data duplication, om ssions, and inaccuracies that would
otherwise result if private |abel distributors were able to seek NDC
nunbers fromus. Manufacturers, repackers, and rel abel ers should be
able to obtain the necessary information fromprivate |abe
distributors. Listing information for private |abel distributors is
currently submtted on Form FDA 2658.

ii. How the information would be submtted. Proposed Sec.
207.33(e) would require manufacturers, repackers, and relabelers to
submt information to us electronically, in accordance with proposed
Sec. 207.61 unless we grant a wai ver under proposed Sec. 207.65. W
di scuss proposed Sec. Sec. 207.61 and 207.65 later in this docunent.

iii. Types of changes that would require a new NDC nunber. Proposed
Sec. 207.33(f) would describe the types of changes in information that
woul d require a new NDC nunber. In brief, proposed Sec. 207.33(f)(1)
woul d require a new NDC nunber for any change of information that would
be required under proposed Sec. 207.33(c) and (d), except for the
foll owi ng contact information: Name; address; tel ephone and fax
nunbers; and e-nmil address for the manufacturer, repacker, rel abeler,
or private label distributor. In addition, Sec. 207.33(f)(2) requires
manuf acturers to obtain a new NDC nunber when there is a change in an
i nactive ingredient for each human prescription drug that the
manuf acturer regards as not subject to section 505 of the act and for
each animal drug that the manufacturer regards as not subject to
section 512 of the act. Al though we are not proposing to require, at
this time, that manufacturers submt the name of each inactive
i ngredient to us when they obtain an NDC nunber for these drugs, we are
proposing to require that manufacturers notify us only of the fact that
there has been a change in an inactive ingredient for these drugs. This
woul d ensure that a uni que NDC nunber is assigned to these drugs when
the drug's inactive ingredient(s) has changed. It is inportant that
mar ket ed drugs have uni que NDC nunbers that are accurate because, as
di scussed in section IV.C. 2 of this docunent, NDC nunbers are an
I nportant, standardized, identification systemfor drug products and
are used for many purposes. In addition, identifying marketed drugs in
our el ectronic database for which inactive ingredients have changed
woul d hel p us investigate, as discussed in section IV.C.3 of this
docunent, incidents of allergic reactions in patients as well as
possi bl e drug contam nation, counterfeiting, or adulteration. Al though
we are not proposing it at this tine, we are considering requiring in
the future that manufacturers submt the nanme of each inactive
i ngredient to obtain an NDC nunber for categories of drugs beyond those
referenced in proposed Sec. 207.33(c)(2)(ii) and 207.33(c)(3). W are
specifically requesting comments on the feasibility of submtting these
I nactive ingredients. The proposed rule would be simlar to current
Sec. 207.35(b)(4)(i), which requires a registrant to assign a new NDC
nunber if any change occurs in a product's characteristics that clearly
di stingui shes one drug product version from another. However, proposed
Sec. 207.33(f) would differ fromthe current requirenment in severa
i nportant respects. First, proposed Sec. 207.33(f) would require
changes to be reported to us in accordance with proposed Sec.
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207.33(e) (which would require el ectronic subm ssion of informtion)
and Sec. 207.33(g) (which describes timng requirenents discussed
later in this part). The current regul ation has no conparabl e
el ectronic reporting requirenment. Second, proposed Sec. 207.33(f)
woul d not require us to publish a notice in the Federal Register
announci ng our determ nation as to whether a change requires assi gnnent
of a new product code. Because the proposed rule would create an
el ectronic drug registration and |isting system and have us assign NDC
nunbers qui ckly that woul d be accessible in the registration and
listing database, we find it unnecessary and inpractical to publish
Federal Regi ster notices regarding product code changes. Third,
al t hough current Sec. 207.35(b)(4)(i) allows registrants to assign
their own package codes for changes involving trade packages, proposed
Sec. 207.33(f) would elimnate this provision because we woul d assi gn
t he new NDC nunber ourselves to ensure that the NDC nunber is unique
and that our NDC nunber database is accurate and up-to-date. Fourth,
proposed Sec. 207.33(f), in conjunction with proposed Sec. 207.33(c)
and (d), gives a nore conplete description of which changes woul d
require a new NDC nunber, conpared with current Sec. 207.25(b)(4)(i)
(which currently lists exanples of changes). Because manufacturers,
repackers, and relabelers currently have different practices with
respect to assigning NDC nunbers, this change would elimnate
I nconsi stency and woul d introduce an el enment of certainty with respect
to the assignment of new NDC nunbers.

iv. Wien the information would be provided. Proposed Sec.
207.33(g) woul d expl ain when a manufacturer, repacker, or relabeler
nmust provide the information to obtain an NDC nunber. In brief, the
proposal would require a manufacturer, repacker, or relabeler to
provi de the information described in proposed Sec. 207.33(c), (d), and
(f) either before or at the tinme drug listing information is required
under proposed Sec. Sec. 207.45 or 207.57. (W discuss proposed
Sec. Sec. 207.45 and 207.57 later in this docunent.) The proposed
requirement differs slightly fromcurrent Sec. Sec. 207.21(b),
207.22(b), and 207.25(b)(8), which allows manufacturers, repackers, and
rel abel ers to give us NDC nunbers as part of their
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drug listing information, because the proposal would allow conpanies to
give us information earlier than the drug |listing process would be
conpleted. This ability to seek NDC nunbers throughout the year should
hel p us keep the National Drug Code Directory current and, as a result,
provi de nore accurate and useful NDC nunber information to entities
that rely on or use NDC nunbers. In addition, the proposed schene woul d
gi ve manufacturers, repackers, and relabelers nore flexibility to
obtain an NDC nunber earlier for their own planning purposes.
Furthernore, we will know which NDC nunber corresponds to a drug
i mmedi atel y because we will assign it, rather than the current system
wher e manuf acturers, repackers, and rel abel ers assign their own NDC
nunbers and only report those nunbers to us as part of their drug
l'isting information.

We consi dered assigning the NDC nunber as part of the drug listing
process, but believe that allowng for earlier assignnent would provide
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optimal flexibility for manufacturers, repackers, and rel abelers. W
note that the information submtted to have an NDC nunber assigned is a
subset of the information submtted to list a drug. Therefore, if a
manuf acturer, repacker, or relabeler provides us the information early
to get an NDC nunber, they will only need to provide the additiona

I nformati on needed when they later list the drug.

c. Proposed Sec. 207.37--\WWat restrictions pertain to the use of
NDC nunbers? Proposed Sec. 207.37 would establish four restrictions on
the use of NDC nunbers insofar as FDA-regul ated products or activities
are concerned. The proposed restrictions reflect practical problens or
difficulties that we have encountered when manufacturers, repackers, or
rel abel ers assign their own NDC nunbers.

Proposed Sec. 207.37(a) would state that an NDC nunber nust not be
used to represent a different drug than the drug to which it was
assigned. This restriction would prevent manufacturers, for exanple,
fromusing the sane NDC nunber for different drugs and thus prevent
potential discrepanci es anong dat abases that rely on or use NDC nunbers
to di stinguish between drugs. The restriction would prevent two
different drugs from having the same NDC nunber and avoid medi cation
errors that could result if the NDC nunber encoded in a bar code
represented nore than one drug. Use of an NDC nunmber not assigned to a
drug woul d al so cause a drug to be m sbranded under section 502(a) of
the act because the drug's | abel would be m sl eadi ng.

Proposed Sec. 207.37(b) would state that a different NDC nunber
must not be used if marketing is resunmed for a drug that was
di scontinued earlier. If marketing is resuned for a drug, and no
changes have been nade to the drug that would require a new NDC nunber
under Sec. 207.33(f), the drug must have the sane NDC nunber that was
assigned to it earlier before marketing was discontinued. This would
prevent two NDC nunbers from being assigned to or used for the sane
drug. Consistent with this rationale, proposed Sec. 207.37(b) would
revoke current Sec. 207.35(b)(4)(ii), which states that the product
code of a discontinued product nmay be reassigned to another product 5
years after the expiration date of the discontinued product or, if
there is no expiration date, 5 years after the | ast shipnent of the
di sconti nued product into commercial distribution.

Proposed Sec. 207.37(c) would state that NDC nunbers nust not be
used to denote FDA approval. This is simlar to current Sec. 207.39,
which states, in part, that assignnent of an NDC nunber does not in any
way denote approval of a product. For drugs subject to sections 505 or
512 of the act, those drugs nmust be shown to be safe and effective for
their intended uses to obtain FDA approval. Mere assignnent of an NDC
nunber by us is not equivalent to our determ ning whether a drug is
safe and effective for its intended uses.

Proposed Sec. 207.37(d) would state that NDC nunbers nust not be
used on products that are not subject to the drug |isting requirenents
of part 207, such as dietary supplenents and nedi cal devices. W are
proposi ng this requirenent because the fundanmental purpose behind NDC
nunbers was to establish an identification systemto help in the
aut omat ed processing of drug data and clains. Use of NDC nunbers on
non-drug products could introduce m sleading information in databases,
| ead to i nappropriate clains processing, and underm ne the accuracy and
reliability of an NDC system For exanple, sone human dietary
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suppl ements bear an NDC nunber on their |abels. FDA considers a human
di etary suppl enent that bears an NDC nunber m sbranded under 21 U S. C
343(a) (1), which provides that a food is msbranded if its labeling is
false or msleading in any particular. A product |abeled and marketed
as a human dietary supplenent is not a drug listed with FDA; thus, the
presence of an NDC nunber on the | abel is a fal se representati on about
the nature of the product.

d. Proposed Sec. Sec. 610.60(a)(2) and 610.61(b)--Wiere would the
NDC nunber be required for biological products? Under proposed Sec.
201.2(a), all drugs, including human bi ol ogi cal drugs, subject to the
drug listing requirenments of part 207 nust have | abels that bear the
appropriate NDC nunber in human-readable form in accordance with the
provisions in proposed Sec. 201.2. Current Sec. 610.60(a) (21 CFR
610. 60(a)) specifies which itens nust appear on the label affixed to
each container of a biological product capable of bearing a full [ abel
and current Sec. 610.61 specifies which itens nust appear on the | abel
af fi xed to each package containing a biological product. W are
proposing to anend Sec. Sec. 610.60(a)(2) and 610.61(b) (21 CFR
610.60(b)) to require that the NDC nunber appear, in accordance with
proposed part 207, on these biological product |abels. Many individuals
and conpani es use NDC nunbers and they may not have the technol ogy or
ability to read an automatic identification technol ogy such as a bar
code that is required under current Sec. 207.25 or Sec. 610.67. In
addi ti on, a human-readabl e NDC nunber may serve as a ~ backup'' in case
the bar code is damaged, cannot be read, or is otherwise illegible.
4. How Do W Intend to I nplenent the NDC Nunber Changes?

a. When woul d we expect conpliance with the NDC nunber
requi renments? We are proposing that our electronic drug registration
and listing system be used to enter and update all NDC nunber
information, as well as all registration and listing information, no
| ater than 9 nonths after the effective date of a final rule. If a drug
al ready has an NDC nunber at the tine of the effective date of a final
rule, the drug would retain that NDC nunber provided that the
manuf acturer, repacker, or relabeler, within 9 nonths after the
effective date of a final rule, reviews and updates, in accordance with
proposed Sec. Sec. 201.2, 207.33, 207.37, 610.60, and 610.61, the
informati on in our database for the NDC nunber. To retain the NDC
nunber, new i nformation about the drug's characteristics may need to be
provided to us. W will, if necessary, assign a new product code and/or
package code, creating a new NDC nunber for the drug. If a
manuf acturer, repacker, or rel abeler does not review or update its
information within 9 nonths after a final rule' s effective date, we may
assign a new NDC nunber to the drug or take other appropriate steps.

As discussed in section |V.E.6 of this docunment, we intend to nmake
avai | abl e gui dance on how to provide to us in
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el ectronic format information required to receive an NDC nunber, as
well as registration and listing information. W can assi st

manuf acturers, repackers, and relabelers in determ ning whether their
NDC nunbers are accurate and address any problens with existing NDC
nunbers (such as duplicate or potentially duplicate NDC nunbers). W
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are available to work with manufacturers, repackers, and rel abelers to
resolve issues that mght arise after a final rule becones effective.

I nformation on how to contact us for assistance will be specified in

t he gui dance.

b. When woul d we expect NDC nunbers to appear on drug | abel s?

Al t hough current regul ati ons do not require NDC nunbers on drug | abels
(ot her than NDC nunbers encoded in a bar code, where such bar codes are
requi red under current Sec. 201.25), alnost all human and ani na
prescription drugs al ready have NDC nunbers on their |abels because
government agencies and third-party payers rely on NDC nunbers for

rei mbur senment and ot her purposes. Thus, when we issue a final rule
requiring NDC nunbers to appear on drug | abels, such a requirenent
shoul d have little inpact on human and ani mal prescription drug |abels.

We intend to phase-in the requirenments for NDC nunber placenent and
appear ance on human and ani mal prescription drug |abels over a 3-year
period, starting fromthe effective date of a final rule. This
i mpl enent ati on schene should | essen the inpact on prescription drug
| abel s (which might stem from changi ng the NDC nunber on the | abel or
addi ng an NDC nunber, for exanple, for unit-of-use blisters).

As for human and ani mal OTC drugs, we estinate that approxi mately
30 percent of these drug |abels currently have NDC nunbers. (W discuss
this issue further in section VI of this docunent.) We intend to phase-
in the requirenments for NDC nunber placenment and appearance on OTC drug
| abel s over a 7-year period, starting fromthe effective date of a
final rule.

We are considering shortening the conpliance dates by which the
appropriate NDC nunber nust appear on drug labels to 2 years after the
effective date of a final rule for prescription drugs and 5 years after
the effective date of a final rule for OIC drugs. W discuss this issue
further in section VI of this docunent. We invite comment on whether a
shorter inplenmentation period would be preferable.

These i npl ementation periods would permt manufacturers, repackers,
and rel abelers to incorporate the appropriate NDC nunber at m ni nal
addi ti onal cost when redesigning their labels in the course of the
normal relabeling cycle. W should note, however, that manufacturers,
repackers, rel abelers, and private |abel distributors who are subject
to the bar code requirenents at current Sec. 201.25 might find it
easier to put human-readabl e NDC nunbers on their | abels when they
revise those | abels to accommodate the bar code. W rem nd readers that
the bar code requirenent becane effective on April 26, 2004, and the
conpl i ance dates vari ed dependi ng on when we approved a drug relative
to the April 26, 2004, date. For exanple, for drugs approved on or
after April 26, 2004, we expected conpliance within 60 days of the
drug' s approval date. For drugs approved before April 26, 2004, we
expect conpliance within 2 years. So, for exanple, a manufacturer whose
prescription drug is subject to the bar code requirenent mght find it
easier to redesign its |abel once to add a hunman-readabl e NDC nunber
and a bar code, rather than redesign its |abel tw ce.

We invite comments on the inplenmentation schene described here.

D. Listing

1. Who Whuld Be Required To List Drugs?
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Proposed Sec. 207.41(a) would require manufacturers, repackers,
rel abel ers, and drug product sal vagers who are subject to the
regi stration requirenments under proposed Sec. 207.17 (and not exenpt
under proposed Sec. 207.13) to list drugs bei ng manufact ured,
repacked, relabeled, or salvaged by them for conmercial distribution
Proposed Sec. 207.41(a) is consistent with current Sec. 207.20(a),
whi ch states that owners or operators of all drug establishments, not
exenpt under section 510(g) of the act or current Sec. 207.10, that
engage in the manufacture, preparation, propagation, conpounding, or
processing of a drug submt a list of every drug in conmercia
distribution. Section 510(j)(1) of the act requires, anong other
things, that every person who registers with the Secretary nust |i st
drugs that are being manufactured, prepared, propagated, conpounded, or
processed for comrercial distribution.

Under current Sec. 207.20(a), such drugs nust be |isted whether or
not they enter interstate conmmerce. This is consistent with Congress's
intention for section 510 of the act to apply to drugs both in
interstate and intrastate commerce as stated in section 301 of Public
Law 82-781, in part, as follows: "~ "[T]he products of al
[establishnments in which drugs are manufactured, prepared, propagated,
conmpounded, or processed] are likely to enter the channels of
interstate conmerce and directly affect such conmerce; and * * * the
regul ation of interstate commerce in drugs w thout provision for
regi stration and inspection of establishments that nay be engaged only
in intrastate commerce in such drugs woul d discrim nate agai nst and
depress interstate comerce in such drugs, and adversely burden,
obstruct, and affect such interstate comerce.'

Proposed Sec. 207.41(a) also provides that when operations are
conducted at nore than one establishnment and there exists joint
ownership and control anong all the establishnents, listing information
may be submitted by the parent, subsidiary, and/or affiliate conpany
for drugs at all establishnments. This provision would al so apply when
operations are conducted at both donestic and foreign establishnents
and there exists joint ownership and control anong all the
establ i shnents. This provision is consistent with current Sec.
207. 20( a) .

Under proposed Sec. 207.41(a), drug product sal vagers woul d be
required to list. As discussed in sections IV.A'5 and IV.B.1 of this
docunent, and consistent with current Sec. 207.20(a), drug product
sal vagers woul d continue to be required to register because their
activities include applying manufacturing controls to drug products and
segregating drug products. This activity would be covered under the
scope of manufacturing, preparing, propagating, conpounding, or
processing, and would trigger the requirenent to register under the
act. Because drug product sal vagers are conducti ng one of these
activities with respect to a given drug for the purpose of conmerci al
distribution, this activity would also trigger the requirenent to |ist
under the act (section 510(j)(1) of the act). (Drug product sal vagers
soneti mes repack/rel abel drug products and would al so have to register
because of those activities.) Under current Sec. 207.20(a), drug
product sal vagers are not required to list. Because drug product
sal vagers pl ace the salvaged drug in commercial distribution, we are
proposing to require that drug product salvagers submt |isting
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information to us. W specifically invite corments on the scope of
activities of drug product sal vagers, that is, whether drug product
sal vagers sal vage drug products for comrercial distribution and whet her
these activities should trigger listing under the act.

Under proposed Sec. 207.41(b), manufacturers, repackers,
rel abel ers, and drug product sal vagers who engage
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in nmore than one activity for drugs would |ist each drug in accordance
with the requirenments for the activity engaged in for that drug. An
exanpl e of a conpany that engages in nore than one activity for drugs
woul d be a conpany that manufactures Drug X and rel abels Drug Y. The
conpany woul d provide the listing informati on described in proposed
Sec. 207.49 for Drug X and the listing informati on described in
proposed Sec. 207.53 for Drug Y. W are proposing this requirenent to
clarify which listing information would be provided by manufacturers,
repackers, rel abelers, and drug product sal vagers who engage in nore
than one activity for drugs. As discussed bel ow, nmanufacturers,
repackers and rel abel ers, and drug product sal vagers woul d provi de
simlar listing information to us (although sone informati on would be
provi ded by reference).

Under proposed Sec. 207.41(c), manufacturers, repackers,
rel abel ers, and drug product sal vagers would, in addition to listing
their own drugs, provide all listing information to us for drugs they
manuf act ure, repack, relabel, or salvage for private | abe
distributors. In general, private |abel distributors would not I|i st
drugs with us. However, private |label distributors would be required to
list a drug wwth us if they manufacture, repack, relabel, or sal vage
the drug for comrercial distribution. Proposed Sec. 207.41(c) would
revise current Sec. 207.20(b), which states that owners or operators
of establishnents, not otherwi se required to register, that distribute
under their own | abel or trade nane a drug manufactured or processed
(as defined in current Sec. 207.3(a)(8)) by a registered establishnent
may elect to submt listing information directly to us and obtain a
| abel er code. Under current part 207, if a private |abel distributor
does not elect to submit drug listing information to us, the registered
establishment nust submt the drug listing information. Currently,
private |label distributors that elect to submt listing information
nmust include the registration nunber of the establishnment that
manuf act ured or processed (as defined in current Sec. 207.3(a)(8))
each drug listed and nust assume full responsibility for conpliance
with all the requirenents of part 207. Private |abel distributors nust
currently certify to the registered establishnent that the subm ssion
has been made by providing a signed copy of Form FDA 2656 to the
regi stered establishnment. Private |abel distributors nust submt to us
the original Form FDA 2656 showing this certification. A list show ng
t he NDC nunber assigned to each drug must acconpany the certification.

We are proposing to alter the arrangenent permtted under current
Sec. 207.20(b). Although we recognize that this proposed shift in
responsibility may alter current business practices, we believe that
proposed Sec. 207.41(c) will help to ensure that listing informtion
IS nore accurate and conpl ete. The current schene has caused confusion
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and resulted in inaccurate and inconplete listing information. Sone
private |label distributors that have elected to list their drugs have
not had access to all the informati on needed to list the drugs
accurately. Sone private |abel distributors have cl ai med that

manuf acturers, repackers, and rel abel ers have been reluctant to provide
certain information to them In addition, in sonme instances, the
parties have been uncertain about who is responsible for listing.

As discussed in section IV.B.1 of this docunent and previously,
manuf acturers, repackers, rel abelers, and drug product sal vagers woul d
be required to register and |ist the drugs they manufacture, repack,
rel abel, or salvage. They would be required to do so even if they
conduct such activities on behalf of private |abel distributors. This
proposed requirenment would be consistent with section 510(j) (1) of the
act which requires every person who registers to submt listing
information for drugs " “which are bei ng manuf actured, prepared,
propagat ed, conpounded, or processed by himfor comrercia
distribution'' (enphasis added). In addition, private |abe
distributors would not be required (nor permtted) to regi ster because
their activities are not covered under the scope of manufacturing,
prepari ng, propagating, conpoundi ng, or processing. Nor do private
| abel distributors conduct one of these activities with respect to a
given drug for the purpose of comercial distribution and, thus, would
not be required (nor permtted) to list. Private |abel distributors
only commrercially distribute drugs under their own | abel or trade nane.
Manuf acturers, repackers, rel abelers, and drug product sal vagers often
manuf acture, repack, relabel, or salvage drugs that are distributed by
a private label distributor, and they have all the information about
the drug that is necessary to list the drug distributed by the private
| abel distributor. Under the proposal, to list a drug that is
manuf act ured, repacked, rel abel ed, or salvaged for a private | abe
di stributor, manufacturers, repackers, relabelers, and drug product
sal vagers woul d have to obtain any existing NDC nunber fromthe private
| abel distributor or would have to obtain the NDC nunber from FDA for a
drug distributed by a private |abel distributor. Mnufacturers,
repackers, relabelers, and drug product sal vagers woul d have to pl ace
the NDC nunber assigned to the private |label distributor's drug on the
| abel . We specifically invite conments on this proposed change in the
listing responsibilities of manufacturers, repackers, relabelers, drug
product sal vagers, and private |abel distributors and its potenti al
ef fect on business practices.

2. Wien Would Initial Listing Informati on Be Provi ded?

Under proposed Sec. 207.45, manufacturers, repackers, relabelers,
and drug product salvagers would list, at the tine of initial
regi stration of an establishnent, any drug bei ng nanufact ured,
repacked, relabeled, or salvaged for comrercial distribution at that
establishment. This provision is consistent with section 510(j)(1) of
the act, which requires, anong other things, that every person who
registers with the Secretary under sections 510(b), (c), (d), or (i) of
the act nust list drugs that are bei ng manufactured, prepared,
propagat ed, conpounded, or processed for commercial distribution.
Proposed Sec. 207.45 pertains to the subm ssion of listing information
for drugs at the tinme of the initial registration of an establishnent.
Revi ewi ng and updating information for drugs already |listed and
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providing listing information for drugs not previously listed are
covered under proposed Sec. 207.57. Proposed Sec. 207.57 is discussed
in section IV.D. 8 of this docunent.

3. What Listing Informati on Whul d Be Required?

To list a drug, manufacturers would be required to provide the
information in proposed Sec. 207.49, repackers and rel abel ers woul d be
required to provide the information in proposed Sec. 207.53, and drug
product sal vagers who are not repackers or relabelers would be required
to provide the information in proposed Sec. 207.54. W are proposing
different listing requirenents for manufacturers, repackers and
rel abel ers, and drug product sal vagers because nuch of the information
about a drug is submtted to us by the manufacturer to obtain an NDC
nunber and to list the drug. Wen the repacker, relabeler, and drug
product sal vager provide, during listing, the required NDC nunber for
the drug, we can incorporate by reference the information already
subm tted about the drug by the manufacturer. The information required
to obtain an NDC
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nunber is explained in section IV.C of this docunent, and the
requi renments for providing the NDC nunber during |isting are expl ai ned
in section IV.D. 4.a of this docunent.

The foll owi ng paragraphs summarize the information that woul d be
required for listing from mnufacturers, repackers, relabelers, and
drug product sal vagers. These sumaries are foll owed by descriptions of
each of the listing requirenents (see section IV.D. 4 of this docunent).

a. Sunmary of proposed listing information for manufacturers.

Manuf acturers would be required to submt to us the followng listing
information (if applicable to the drug being |isted) under proposed
Sec. 207.49:

NDC nunber ;

Route of adm nistration

Approved U. S. application nunber or approved U S. BLA
nunber, if any;

Regi strati on nunber of each establishnment where the
manufacturing is performed for the drug;

Schedul e of the drug under section 202 of the Controlled
Substances Act (21 U.S.C. 812);

Wth respect to foreign establishments only, the nane and
contact information of each inporter of the drug and of each person who
i mports or offers for inport the drug;

Label i ng;

Advertisenments; and

I nformati on about the private | abel distributor, if any.

b. Summary of proposed listing information for repackers and
rel abel ers. Repackers and rel abelers would be required to submt to us
the following listing information (if applicable to the drug being
| i sted) under proposed Sec. 207.53:

NDC nunber ;

Regi stration nunber of each establishnment where the
repacking or relabeling is perfornmed for the drug;

Wth respect to foreign establishnments only, the nanme and
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contact information of each inporter of the drug and of each person who
i mports or offers for inport the drug;

Label i ng;

Advertisenments; and

I nformati on about the private | abel distributor, if any.

c. Sunmmary of proposed listing information for drug product
sal vagers who are not repackers or relabelers. Drug product sal vagers
who do not ot herw se repack or relabel the drugs they sal vage woul d be
required to submt to us the following listing information (if
applicable to the drug being |isted) under proposed Sec. 207.54:

NDC nunber assigned to the drug i medi ately before the
drug is received by the drug product sal vager;
Lot nunber and expiration date of the salvaged drug;
Regi strati on nunber of each establishnent where the drug
product sal vager sal vages the drug;
Wth respect to foreign establishnments only, the nane and
contact information of each inporter and of each person who inports or
offers for inport the drug; and
Informati on about the private | abel distributor, if any.
4. What Listing Informati on Woul d Be Required for Manufacturers?

Under proposed Sec. 207.49, nmanufacturers would be required to
provide to us the following listing information for each drug they
list, including a drug manufactured for a private |abel distributor

a. NDC nunber. For a drug to be considered |isted, manufacturers
and, as discussed bel ow, repackers, relabelers, and drug product
sal vagers, must submit the NDC nunber for the drug as part of the
drug's listing information.\7\ The NDC nunber, including the
informati on that would be submtted to us to obtain an NDC nunber, is
expl ai ned under proposed Sec. 207.33. Knowi ng the NDC nunber of the
drug woul d enable us to incorporate by reference infornmation about the
drug submtted by the manufacturer, repacker, or relabeler to obtain an
NDC nunber under proposed Sec. 207.33(c) and (d), as well as
i nformati on submtted by the manufacturer, repacker, or relabeler to
list the drug. This would reduce the anmount of information that mnust be
provided to us by manufacturers, repackers, relabelers, and drug
product sal vagers for listing. Current Sec. 207.25(b)(8) requires the
submi ssi on of the NDC nunmber for each drug listed, and this information
is currently submitted on Form FDA 2657.

\ 7\ The drug product sal vager (that does not repack or relabel)
woul d submit the NDC nunber assigned to the drug i medi ately before
the drug is received by the drug product sal vager; the nmanufacturer,
repacker, and relabeler (and the drug product sal vager that repacks
or relabels) would submt the NDC nunber assigned to their drug
under proposed Sec. 207.33(c) and (d).

b. Route of adm nistration. The route of adm nistration would
enable us to identify a specific fornmulation of a drug. For exanple,
drugs having the sanme active ingredient may have different routes of
adm nistration. The route of adm nistration is currently submtted on
Form FDA 2657.
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c. Approved U.S. application nunber. The approved U. S. application
nunber or the approved U. S. BLA nunber,\8\ if any, would enable us to
link to the information about the drug that was already submtted to us
for marketing approval. Section 510(j)(1)(A) of the act requires the
submi ssion of a reference to the authority for marketing a drug subject
to section 505 or 512 of the act. In addition, current Sec.
207.25(b)(2) requires the subm ssion of the application nunber for each
drug listed that the registrant regards as subject to section 505 or
512 of the act. The drug's application nunber is currently submtted on
Form FDA 2657. As discussed in section IV.D.4.g of this docunent, if
t he approved U.S. application nunber is provided to us when a human
prescription or OTC drug is listed, the manufacturer would not be
required to re-submt the | abeling for the approved drug. The
application nunber would incorporate by reference the | abeling for
approved drugs. This would elimnate unnecessary duplication of effort
and cost to industry. The application nunber nmay have al ready been
provi ded under Sec. 207.33(c)(2)(i) and (c)(2)(ii) instead of
provi ding the names of the active pharmaceutical ingredient and the
inactive ingredient. If so, it will already be in our database and
woul d not need to be resubmtted.

\ 8\ Human drugs are approved by FDA under an NDA, ANDA, or a BLA
Part 314 (21 CFR part 314) for human drugs and part 601 (21 CFR part
601) for biologics set forth the approval requirenents.

d. Registration nunber of each establishnment. The registration
nunber of each establishnment where the manufacturing is perforned for
the drug woul d enable us to identify the establishnment where the drug
is manufactured. This would hel p our investigators better prepare for
I nspections and col | ect postmarketing surveillance sanples. Although
this information woul d al ready be submitted for registration under
proposed Sec. 207.25(e), submitting it at listing would enable us to
link this information to the drug being listed. Current Sec.
207.25(b)(7) requires, for each drug listed, the subm ssion of the
regi strati on nunber of each drug establishment at which the drug is
manuf actured or processed (within the nmeaning of current Sec.
207.3(a)(8)). Current Sec. 207.25(b)(3) requires the subm ssion of the
| i cense nunber of the manufacturer of drugs subject to section 351 of
the PHS Act. The " “establishnment registration nunber'' is defined in
proposed Sec. 207.1 to nean the nunber assigned by FDA to the
est abli shnment during the establishment registration process. Currently,
we plan to assign the FEI nunber as the establishnent registration
nunber. In the future, however, we may use a different
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nunber as the establishment registration nunber. The establishnent
registration nunber is currently submtted on Form FDA 2657.

e. Schedul e of the drug. The schedul e of the drug under section 202
of the Controlled Substances Act would enable us to provide yearly
estimates of nedical, scientific, and reserve stock needs for Schedul e
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| and Il substances (21 CFR part 1303, 21 U.S.C. 826). Under section
302(a) of the PHS Act (42 U.S.C. 242(a)), the Secretary is responsible
for providing to the Drug Enforcenent Adm nistration estimtes of the
quantities of controlled substances for which production quotas nust be
established that will be required to neet the legitimte nedical,
scientific, and reserve stock needs of the United States for the

foll owi ng cal endar year. The schedule of the drug is currently
submitted on Form FDA 2657.

f. Information about each inporter of the drug and each person who
imports or offers for inport the drug to the United States. Foreign
establishments only nust provide the nane, address, tel ephone and fax
nunbers, and e-nail address of each inporter of such drug in the United
States that is known to the establishnent, and of each person who
i mports or offers for inmport such drug to the United States. As
di scussed under section IV.B.3 of this docunent, the term "~ known to'
woul d nmean any inporter that is known to the foreign establishnent as
wel |l as any inporter that the foreign establishnent has reason to know
of . We therefore expect that the person responsible for conpleting the
required registration fornms on behalf of the foreign establishnent
woul d undertake appropriate due diligence in conpleting those forns,
including to find out and report inporters that others in his or her
establ i shment know of or have reason to know of. Foreign establishnents
woul d provide this information for listing unless previously provided
under proposed Sec. 207.25(h) for registration. The Bioterrorism Act
requires foreign establishnents to submt, anong other things, the nane
of each inporter of each drug that is known to the establishnment, and
t he nane of each person who inports or offers for inport each drug to
the United States for purposes of inportation. The Bioterrorism Act
requi res subm ssion of such information as part of registration
i nformation and al so specifically requires listing information to be
submitted for each drug bei ng manufactured for comrercial distribution
(see section IV.A. 4.d of this docunent). W are proposing, under this
part, to nmake the subm ssion of information concerning inporters of
drugs and persons who inport or offer for inport drugs to the United
States both a registration and a listing requirenent. However, if the
i nformati on has been previously provided by the foreign establishnment
at registration, the foreign establishnment would not be required to re-
enter that information into the database at listing. Qur listing
dat abase wil|l be popul ated automatically with the required information.
This woul d reduce the anount of information that nust be provided to us
by the foreign establishnent at listing. The information about each
i nporter of the establishment's drug that is known to the establishnent
and each person who inports or offers for inmport the drug to the United
States is not currently required to be submtted under current part 207
or on Form FDA 2656 or Form FDA 2657.

g. Labeling. Under proposed Sec. 207.49(g), the follow ng | abeling
woul d be provided to us for each drug |isted:

Human prescription drugs. |f the manufacturer has not
provi ded the drug's approved U. S. application nunber as part of the
listing information under proposed Sec. 207.49(c), the manufacturer
woul d submit a copy of all current |abeling, including the content of
| abel ing, for each human prescription drug (proposed Sec.
207.49(9) (1)) .
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Under proposed Sec. 207.49(9g)(1) and, as discussed bel ow under
proposed Sec. Sec. 207.49(g)(2) and 207.49(g)(3), only one
representative container or carton | abel would be submitted where
differences exist only in the quantity of contents statenment or the bar
code. This proposed provision is consistent with current Sec.
207.25(b)(2), although the proposal would add differences in the bar
code to the provision. This provision would reduce the nunber of | abels
that must be submitted to us by the manufacturer

If the manufacturer provides the drug' s approved U.S. application
nunber as part of the drug's listing information, the |abeling required
under proposed Sec. 207.49(9g)(1) and, as discussed bel ow under
proposed Sec. 207.49(g)(2), would be deened to acconpany the listing
i nformation. Incorporating the |labeling, including the content of
| abel ing, by reference to the application nunber would elimnate
unnecessary duplication of effort and cost to industry. This proposed
exception would not apply to animal drugs approved under section 512 of
the act because currently these application holders are not required to
provide the content of |abeling electronically with the application for
t hose drugs.

The "~ “content of labeling'' would be provided to FDA under proposed
Sec. 207.49(9g)(1) and, as discussed bel ow, under proposed Sec.
207.49(9)(2) and (g)(3). The "“content of labeling'' is defined in
proposed Sec. 207.1 and discussed in sections IV.A5 and IV.E. 4 of
this docunment and woul d nmean, for human prescription drugs that the
manuf acturer regards as subject to section 505 of the act or section
351 of the PHS Act, the content of the prescription drug |abeling,
including all text, tables, and figures. For human prescription drugs
that the manufacturer regards as not subject to section 505 of the act
or section 351 of the PHS Act, the " “content of labeling'' would nean
the | abeling equivalent to the content of the prescription drug
| abeling, including all text, tables, and figures. For human OTC drugs,
the " “content of labeling'' would nmean the content of the drug facts
| abeling required by Sec. 201.66, including all text, tables, and
figures. For animal drugs, the " “content of labeling'' would nmean the
content of the labeling that acconpanies the drug that is necessary to
enabl e the safe and proper adm nistration of the drug, including all
text, tables, and figures.

The | abel i ng subm ssion requirenents in proposed Sec. 207.49(9g)
are al nost identical in substance to the | abeling subm ssion
requi rements of current Sec. 207.25(b)(2) through (b)(5), except that
manuf acturers woul d al so be required, as discussed previously, to
submit electronically the "“content of labeling.'' In addition, the
| abel i ng subm ssion requirenents in proposed Sec. 207.49(g) conformto
the statutory requirenents of section 510(j) of the act. The proposed
requi renment to submt |abeling, including the content of |abeling, for
human prescription drugs and, as discussed bel ow, for human OIC drugs
and ani mal drugs, whether or not the drugs are subject to the pre-
approval provisions of the act or the PHS Act, is consistent with the
statutory requirenents of section 510(j)(1) (A, 510(j)(1)(B)(i), and
510(j)(1)(B)(ii) of the act. Section 510(j)(1)(A) of the act requires,

anong ot her things, the subm ssion of a copy of all |abeling for drugs
subj ect to section 505 or 512 of the act. Section 510(j)(21)(B)(i)
requires, anong other things, the subm ssion of a copy of all |abeling
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for prescription drugs not subject to section 505 or 512 of the act,
and section 510(j)(1)(B)(ii) requires, anobng other things, the

subm ssion of the | abel, package insert, and representative sanpling of
any other |abeling for OTC drugs not subject to section 505 or 512 of
the act. W al so
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have the authority to require that |abeling be submtted in this formt
under other sections of the act (e.g., sections 201, 301, 501, 502,
503, 505, 506, 506A, 506B, 506C, 513-516, 518-520, 701, 704, 721, 801
of the act) and the PHS Act.

Human OTC drugs that nmanufacturers regard as subject to
section 505 of the act or section 351 of the PHS Act. If the
manuf acturer has not provided the drug's approved U. S. application
nunber as part of the listing information under proposed Sec.
207.49(c), the manufacturer would subnmit a copy of all current
| abel i ng, including the content of |abeling, for each human OTC drug
that the manufacturer regards as subject to section 505 of the act or
section 351 of the PHS Act (proposed Sec. 207.49(g)(2)(i)).

Drugs subject to section 505 of the act or section 351 of the PHS
Act nust be approved by FDA under an NDA, ANDA, or a BLA. Part 314 for
human drugs and part 601 for biological products set forth the approval
requi renents.

Human OTC drugs that manufacturers regard as not subject
to section 505 of the act or section 351 of the PHS Act. The
manuf acturer woul d submt a copy of the current |abel, the content of
| abel i ng, the package insert (if any), and a representative sanpling of
any other |abeling for each human OTC drug that the manufacturer
regards as not subject to section 505 of the act or section 351 of the
PHS Act (proposed Sec. 207.49(g)(2)(ii)).

The term "l abel'' means the container |abel as defined at section
201(k) of the act. "~ “Content of labeling'' is defined at proposed Sec.
207.1 (as discussed in section IV.A 5 of this docunent) and for OIC
drugs refers to the content of the drug facts | abeling as specified at
Sec. 201.66. Mdst OIC drugs do not have a package insert. However, for
those that do, it is currently required to be submtted for drug
listing under section 510(j)(1)(A) and (j)(1)(B)(ii) of the act and
current Sec. 207.25(b)(4) and (b)(5). W are proposing to retain that
requi renent in proposed Sec. 207.49(g)(2)(i) and (g)(2)(ii). For OrIC
drugs marketed pursuant to an approved application, any package insert
woul d be included within the requirenment to subnmit "~ “all current
| abeling.'' The term  “representative sanpling of any other |abeling,’
as used in proposed Sec. 207.49(g)(2)(ii) and, as discussed below, in
proposed Sec. 207.49(g)(3)(ii), is defined in proposed Sec. 207.1 and
di scussed in section | V.A'5 of this docunent. Exanples of OIC drugs
that a manufacturer may regard as not subject to section 505 of the act
or section 351 of the PHS Act woul d include human OIC drugs narket ed
under an OTC nonograph and deened generally recogni zed as safe and
effective (see part 330 (21 CFR part 330)).

Ani mal drugs that manufacturers regard as subject to
section 512 of the act. The manufacturer would submt a copy of all
current |abeling, including the content of |abeling, for each anima
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drug that the manufacturer regards as subject to section 512 of the act
(proposed Sec. 207.49(g)(3)(i)).

Ani mal drugs that manufacturers regard as not subject to
section 512 of the act. For all other aninmal drugs, the manufacturer
woul d submt a copy of the current |abel, the package insert, the
content of |abeling, and a representative sanpling of any other
| abel ing, for each animal drug that the manufacturer regards as not
subj ect to section 512 of the act (proposed Sec. 207.49(g)(3)(ii)).

h. Advertisenents. Under proposed Sec. 207.49(h), and in
accordance with section 505(j)(1)(B)(i) of the act, the follow ng
advertisements woul d be provided by the manufacturer for each drug
listed:

A representative sanpling of advertisenents for human
prescription drugs that the manufacturer regards as not subject to
section 505 of the act or section 351 of the PHS Act. Proposed Sec.
207.49(h) (1) is consistent with section 510(j)(1)(B)(i) of the act and
current Sec. 207.25(b)(4). The term “representative sanpling of
advertisenments'' is defined in proposed Sec. 207.1 and discussed in
section V. A5 of this docunent.

If we request it, for good cause, a copy of al
advertisenments for human prescription drugs that the manufacturer
regards as not subject to section 505 of the act or section 351 of the
PHS Act, including those advertisenents described in Sec. 202.1(1)(1),
woul d be required to be submitted to FDA within 30 cal endar days after
our request. Proposed Sec. 207.49(h)(2) is consistent with section
510(j)(1)(B)(i) of the act and current Sec. 207.31(a)(1). Section
510(j)(1)(B)(i) of the act requires, anong other things, the subm ssion
of a representative sanpling of advertisenments and, upon request for
good cause, a copy of all advertisenents for prescription drugs not
subject to section 505 of the act. Current Sec. 207.31(a)(1) requires,
upon request, the subm ssion of a copy of all advertisenments for
prescription drugs that the manufacturer regards as not subject to
section 505 of the act.

i. Private | abel distributor. If the drug is manufactured for a
private |abel distributor, the manufacturer would submt the nane,
address, | abeler code, tel ephone and fax numbers, and e-nail|l address of
the private |label distributor. The manufacturer may obtain this
information fromthe private | abel distributor or other sources. This
i nformati on woul d indi cate whose drug (the manufacturer's or the
private |label distributor's) is being listed and would identify and
enable us, if needed, to contact the private |abel distributor. The
information for a private |abel distributor is currently submtted on
For m FDA 2658.

5. What Listing Informati on Wuld Be Required for Repackers and
Rel abel ers?

Under proposed Sec. 207.53, repackers and rel abel ers woul d be
required to provide to us all of the following listing information for
each drug they list, including a drug repacked or rel abeled for a
private |abel distributor.

a. NDC nunber. For a drug to be considered |listed, repackers and
rel abel ers woul d submit the NDC nunber for the drug being repacked or
rel abel ed as part of the drug's listing information. This requirenent
is explained in section IV.D. 4.a of this docunent.
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b. Registration nunber of each establishnment. The registration
nunber of each establishnent where the repacking or relabeling is
performed for the drug would enable us to identify the establishnment
where the drug is repacked or relabeled. This requirenent is explained
in section IV.D. 4.d of this docunent.

c. Information about each inporter of the drug and each person who
i mports, or offers for inport, the drug to the United States. This
requirement is explained in section IV.D. 4.f of this docunent.

d. Labeling. Under proposed Sec. 207.53(d), the follow ng | abeling
nmust be provided for each drug |i sted:

Human prescription drugs. |If the repacker or rel abeler
makes any change in the | abeling of the drug repacked or relabel ed, the
repacker or relabeler would submt a copy of all changed | abeling for
each human prescription drug that is repacked or rel abel ed (proposed
Sec. 207.53(d)(1)). We would already have, as required under proposed
Sec. 207.49(g), the labeling for the drug provided by the manufacturer
during listing, and the repacker or rel abeler would not need to
resubmt it to us unless they make changes to the | abeling. Proposed
Sec. 207.53(d)(1) is consistent with section 510(j)(1)(A) and
(j)(1)(B)(i) of the act and current Sec. 207.25(b)(2) and (b)(4),
except that repackers and rel abelers would not need to resubmt
| abel i ng when no changes have been nmade.
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Human OTC drugs that nmanufacturers regard as subject to
section 505 of the act or section 351 of the PHS Act. If the repacker
or rel abel er makes any changes, in accordance with the act and FDA
regul ations, in the |labeling of the drug repacked or rel abeled, the
repacker or relabeler would submt a copy of all changed | abeling for
each human OTC drug that the manufacturer of the drug regards as
subj ect to section 505 of the act or section 351 of the PHS Act
(proposed Sec. 207.53(d)(2)(i)). As stated previously, we would not
need a copy of the unchanged | abeling because we woul d al ready have the
| abeling for the drug provided by the manufacturer during |isting.
Proposed Sec. 207.53(d)(2)(i) is consistent with section
510(j)(1)(B)(i) of the act and current Sec. 207.25(b)(2), except that
sonme of the information required under current Sec. 207.25(b)(2) would
not need to be provided by the repacker or rel abel er under proposed
Sec. 207.53(d)(2)(i) if the repacker or relabeler provides the
manuf acturer's NDC nunber. The NDC nunber would provide a link to that
i nformati on.

Human OTC drugs that nmanufacturers regard as not subject
to section 505 of the act or section 351 of the PHS Act. The repacker
or rel abeler would submt a copy of the current |abel, a copy of any
changes made to the package insert, if there is one, and a
representative sanpling of any other |abeling for each human OTC drug
that the manufacturer of the drug regards as not subject to section 505
of the act or section 351 of the PHS Act (proposed Sec.
207.53(d)(2)(ii)). The term “representative sanpling of any ot her
| abeling,'" as used in proposed Sec. 207.53(d)(2)(ii) and, as
di scussed below, in Sec. 207.53(d)(3), is defined in proposed Sec.
207.1 and di scussed in section IV.A 5 of this docunent. Exanples of OIC
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drugs that a manufacturer may regard as not subject to section 505 of
the act or section 351 of the PHS Act woul d include hurman OTC drugs
mar ket ed under an OTC nonograph and deened generally recogni zed as safe
and effective (see part 330). Proposed Sec. 207.53(d)(2)(ii) is
consistent with section 510(j)(1)(B)(ii) of the act and current Sec.
207. 25(b) (5), except redundant information would not be submtted.

Ani mal drugs. The repacker or rel abeler would submt a
copy of the current |abel, a copy of any changes made to each ani na
drug | abeling, and a representative sanpling of any other |abeling for
each ani mal drug (proposed Sec. Sec. 207.53(d)(3)). Proposed Sec.
207.53(d)(3) is consistent with section 510(j)(1)(B)(ii) of the act and
current Sec. 207.25(b)(2) and (b)(5), except redundant infornmation
woul d not be submtted.

e. Advertisenments. Under proposed Sec. 207.53(e), and in
accordance with section 505(j)(1)(B)(i) of the act, the follow ng
advertisements woul d be provided by the repacker or relabeler for each
drug |isted:

A representative sanpling of advertisements for human
prescription drugs that the repacker or relabeler regards as not
subj ect to section 505 of the act or section 351 of the PHS Act.
Proposed Sec. 207.53(e)(1) is consistent with section 510(j)(1)(B)(i)
of the act and current Sec. 207.25(b)(4).

If we request it, for good cause, a copy of al
advertisenents for human prescription drugs that the repacker or
rel abel er regards as not subject to section 505 of the act or section
351 of the PHS Act, including those advertisenents described in Sec.
202.1(1)(1), would be required within 30 cal endar days after our
request. Proposed Sec. 207.53(e)(2) is consistent with section
510(j)(1)(B)(i) of the act and current Sec. 207.31(a)(1).

f. Private |abel distributor. If the drug is repacked or rel abel ed
for a private |abel distributor, the repacker or rel abeler would submt
t he nane, address, | abeler code, tel ephone and fax nunbers, and e-nail
address of the private |abel distributor. The repacker or rel abeler may
obtain this information fromthe private | abel distributor or other
sources. This information would indicate whose drug (the repacker's,
rel abeler's, or private |label distributor's) is being listed and woul d
identify and enable us, if needed, to contact the private | abel
distributor. The information for a private |abel distributor is
currently submtted on Form FDA 2658.

6. What Listing Informati on Woul d Be Required for Drug Product
Sal vagers Who Are Not Repackers or Rel abel ers?

Drug product sal vagers who do not otherw se repack or rel abel the
drugs they sal vage would be required to provide all of the follow ng
listing information to us for each drug they list, including a drug
sal vaged for a private |abel distributor. Drug product sal vagers who
al so repack and rel abel the drugs they sal vage nust |ist those drugs as
a repacker or relabeler in accordance with Sec. 207.53.

a. NDC nunber. For a drug to be considered |isted, the drug product
sal vager woul d be required to provide the NDC nunber assigned to the
drug i mmedi ately before the drug is received by the drug product
sal vager. Under the proposal, we would assign an NDC nunber to a
manuf acturer's, repacker's, or relabeler's drug (or to a drug
manuf act ured, repacked, or relabeled for a private |abel distributor)
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after the information required under proposed Sec. 207.33(c) or (d) is
provi ded (see discussion in section |IV.D. 4.a of this docunent). The
drug product sal vager who is not also a repacker or a relabeler for the
drug woul d provide to us the NDC nunber that is already on the sal vaged
drug's label (that is, the NDC nunber of the manufacturer, repacker,

rel abeler, or private |abel distributor). Know ng the NDC nunber of the
drug woul d enable us to incorporate by reference infornmation about the
drug subm tted by the manufacturer, repacker, or relabeler to obtain an
NDC nunber under proposed Sec. 207.33(c) and (d), as well as
informati on subnmitted by the manufacturer, repacker, or relabeler to
list the drug.

b. Lot nunber and expiration date. W need to know the | ot nunber
and expiration date to properly identify the drug because the drug
product sal vager who is not a repacker or relabeler for the drug would
not be assigned an NDC number for the drug. The sal vaged drug's | ot
nunber woul d enable us to specifically identify the sal vaged drug and
determ ne which batch of a manufacturer's drug has been processed by
the drug product sal vager. Lot number (or control nunber or batch
nunber) is defined at current Sec. 210.3(b)(11) as any distinctive
conbi nation of letters, nunbers, or synbols, or any conbination of
them from which the conplete history of the manufacture, processing,
packi ng, holding, and distribution of a batch or |ot of drug product or
other material can be determ ned. Knowi ng the drug's expiration date
woul d i ndi cate approxi mately how | ong the sal vaged drug may be
avail abl e for use by consumers. The expiration date would al so all ow us
to identify the approxi mate date that the sal vaged drug woul d no | onger
be market ed.

c. Registration nunber of each establishnent. The registration
nunber of each establishnent where the drug product sal vager sal vages
the drug woul d enable us to connect the salvaging activity to a
particular drug and identify the specific |ocation where the drug
product salvaging is perfornmed for the drug. This information woul d
al so be used in conducting our establishnent inspections and for
col l ecting postmarketing surveillance sanples. Current Sec.
207.25(b)(7) requires, for each drug listed, the subm ssion of the
regi strati on nunber of each drug establishnment at which the drug is
manuf act ured or processed (within the nmeaning of current Sec.
207.3(a)(8)), and
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current Sec. 207.25(b)(3) requires the subm ssion of the |license
nunber of the manufacturer of drugs subject to section 351 of the PHS
Act. The establishnent registration nunber is currently submtted on
Form FDA 2657.

d. Information about each inporter of the drug and each person who
i mports, or offers for inport, the drug to the United States. This
requi renment i s explained under section IV.D. 4.f of this docunent.

e. Private | abel distributor. If the drug is salvaged for a private
| abel distributor, the drug product salvager would be required to
submit the name, address, |abeler code, tel ephone and fax nunbers, and
e-nmai |l address of the private |abel distributor. The drug product
sal vager may obtain this information fromthe private | abel distributor
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or other sources. This information would identify the private |abe
distributor and enable us, if needed, to contact the private | abe
distributor. The information for a private |abel distributor is
currently submtted on Form FDA 2658.

7. What Additional Drug Listing Information May Be Required?

Under proposed Sec. 207.55, if we request it, the manufacturer,
repacker, relabeler, or drug product sal vager would be required to
briefly state the basis for its belief that a particular drug product
I's not subject to section 505 or 512 of the act or section 351 of the
PHS Act. This proposed provision, which is consistent with section
510(j)(1)(D) of the act and current Sec. 207.31(a)(3), is needed
because sonme nmanufacturers, repackers, and rel abel ers have m stakenly
considered a drug not to be subject to section 505 or 512 of the act or
section 351 of the PHS Act. Although in sone cases manufacturers,
repackers, and rel abel ers have correctly concluded that a drug is not
subj ect to section 505 or 512 of the act or section 351 of the PHS Act,
in other cases we may consider the drug to be subject to section 505 or
512 despite that concl usion

The brief statenment that woul d be requested under proposed Sec.
207.55 may include, for exanple, the Federal Register citation for the
appl i cabl e OTC nonograph. W anticipate that our electronic drug
registration and listing systemw || provide sone options for brief
statenents, including Federal Register citations as described in the
exanpl e above, from whi ch manufacturers, repackers, relabelers, and
drug product salvagers may select as the basis for their belief that a
particul ar drug product is not subject to section 505 or 512 of the act
or section 351 of the PHS Act.

We are al so considering whether to require establishments to
provi de the nunber of batches and batch size for each drug subject to
the listing requirenents that they manufactured, repacked, or rel abel ed
since the establishnment |ast provided listing information. Typically,
this information woul d be provided every 6 nonths, based on the
obligation to review and update listing information in June and
Decenber of each year. W would consider " “batch size'' to nean, as a
general matter, the batch size included in the master production and
control records for each drug, as required by the regul ati ons governi ng
current good manufacturing practice for finished pharmaceuticals in
part 211, including Sec. 211.186(a) (master production and contro
records). Typically, "~ “batch size'' would be the nunber of unit dosage
forms (such as for tablets) or, if the unit dosage formis not defined
before primary packagi ng (such as for liquids), the total batch weight
or volunme before primary packagi ng.

We are considering this requirenent because it would provide us
with inportant data regarding a product's volunme in the U S
mar ket pl ace to assess the potential inpact the product has on the
public health, which, in turn, will enable us to use our limted
resources nore efficiently, particularly with regard to i nspectiona
oversight. For exanple, we currently use data collected as a surrogate
for production volune, anong many other factors, in our risk-based
nodel to prioritize routine inspections. This nodel is a systemati c,
obj ective, data-driven nethod to prioritize inspections. (See " Risk-
Based Method for Prioritizing CAGWw | nspections of Pharnmaceuti cal
Manuf acturing Sites--A Pilot R sk Ranking Model'' at
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http://ww. fda. gov/cder/ gnp/ gnp2004/ri sk_based_net hod. ht m
) However, better

esti mates of manufacturing vol une would inprove our ability to

i mpl enent a nore risk-based approach to manufacturing quality oversight
activities. By requiring establishnments to provide the nunber of

bat ches and batch size for each drug subject to the listing

requi renents, we would have objective data regardi ng production vol une
and be better able to find and address CGW viol ations that may have
the nost inpact on public health. Actual production data would al so
give us the ability to nore efficiently allocate our resources in other
ar eas.

We specifically invite conments on whether we should require
manuf acturers, repackers, relabelers, and drug product sal vagers to
provi de the nunber of batches and batch size for each drug subject to
the listing requirenents.

8. What Are the Proposed Requirenents for Review ng and Updating
Li sting Information?

Currently, manufacturers, repackers, and rel abel ers nust enter new
or revised listing informati on on Form FDA 2657 (Form FDA 2658 is used
when manufacturers, repackers, and rel abelers enter new or revised
information for a private |abel distributor's drug) and return the form
to FDA. Under the proposal, manufacturers, repackers, relabelers, and
drug product sal vagers would access our electronic drug registration
and listing systemand review their current listing information online,
maki ng any changes where needed. Updating listing informati on would be
| ess tinme consum ng under the proposal because the manufacturer,
repacker, relabeler, and drug product sal vager would be able to easily
access their information at any time, and only changes to the
information already in the systemwuld need to be entered in the
fields provided.

Under proposed Sec. 207.57, manufacturers who are required to |ist
under proposed Sec. 207.41 would review and update all listing
I nformati on provi ded under proposed Sec. Sec. 207.49, 207.55, and
207.57; repackers and rel abel ers (including drug product sal vagers who
repack and/or relabel) who are required to |ist under proposed Sec.
207.41 woul d review and update all listing information provided under
proposed Sec. Sec. 207.53, 207.55, and 207.57; and drug product
sal vagers (who are not repackers and/or rel abelers) who are required to
i st under proposed Sec. 207.41 would review and update all listing
I nformati on provided under proposed Sec. Sec. 207.54, 207.55, and
207.57. Proposed Sec. 207.57 uses the term "review and update'' to
stress the inportance of first reviewing all listing information to
determne if any changes have occurred and then updating the
i nf or mati on.

Under proposed Sec. 207.57(a), during the annual review and update
of registration information, manufacturers, repackers, rel abelers, and
drug product sal vagers would provide listing information for any drug
that has not been previously listed. Proposed Sec. 207.57(a) is
consistent with section 510(j)(1) of the act, which requires, anong
other things, that a list of all drugs nust be provided at the tine of
annual registration.

Under proposed Sec. 207.57(b), manufacturers, repackers,
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rel abel ers, and drug product sal vagers woul d
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review and update their listing informati on each June and Decenber of
every year. Proposed Sec. 207.57(b) is consistent with the tinefranes
set forth in section 510(j)(2) of the act, which requires, anong ot her
t hi ngs, that each person who registers nust report certain listing
information "~ once during the nonth of June of each year and once
during the nonth of Decenber of each year.'' Under current Sec.
207.21(b), an update of listing information nmust occur each June and
Decenber .

Under proposed Sec. 207.57(b)(1) through (b)(5), manufacturers,
repackers, rel abelers, and drug product sal vagers would, during the
review and update, submt the follow ng information:

Li sting informati on woul d be provided for any drug
manuf act ured, repacked, rel abel ed, or salvaged for commercia
distribution that has not been previously listed (proposed Sec.
207.57(b)(1)). The information would be provided in accordance wth
proposed Sec. Sec. 207.49, 207.53, 207.54, and 207.55. This
information is currently required under section 510(j)(2)(A) of the act
and current Sec. 207.30(a)(1).

The date that the manufacture, repacking, rel abeling, or
sal vaging for conmercial distribution of a listed drug has been
di sconti nued woul d be provided (proposed Sec. 207.57(b)(2)). The date
of discontinuation is currently required under section 510(j)(2)(B) of
the act and current Sec. 207.30(a)(2). Section 510(j)(2)(B) of the act
requi res subm ssion of a " “notice of discontinuance.'' W are proposing
to also require that the expiration date of the last | ot manufactured,
repacked, relabeled, or salvaged be part of proposed Sec.
207.57(b)(2). This information would enable us to know when a drug is
no | onger marketed and approxi mately how | ong the discontinued drug may
be avail able for use by consuners.

We recogni ze that because of their business practices, drug product
sal vagers may di scontinue commercial distribution of a |listed drug
al nost imedi ately after they salvage the drug. Drug product sal vagers
may sal vage a drug, put the drug into commercial distribution by
selling it to a retailer or other party, and then discontinue sal vagi ng
the drug. In that case, we intend to mnimze the reporting burden on
drug product salvagers by allow ng the drug product sal vager to provide
notice of discontinuation of the drug at the sane tine the drug product
sal vager lists the drug. W woul d not expect under proposed Sec.
207.57(b)(2) that the drug product salvager informus again, during the
review and update of listing information in either June or Decenber of
the year, that the sal vaged drug is discontinued. Under this proposal,
we expect that our electronic drug registration and listing system
woul d provide the opportunity for drug product salvagers to first I|ist
a drug, as required by proposed Sec. 207.54, and then indicate that
they are discontinuing the drug, as required by proposed Sec.

207.57(b) (2). Because the drug product sal vager woul d have provi ded the
| ot nunber and expiration date for the drug under proposed Sec.
207.54(b)(2), we would not require that sanme information be submtted
agai n under proposed Sec. 207.57(b)(2).
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The date that the manufacture, repacking, or rel abeling
for comrercial distribution of a previously discontinued drug has
resuned and any other listing information not previously required or
submitted for the drug woul d be provided (proposed Sec. 207.57(b)(3)).
Thi s proposed provision is consistent with section 510(j)(2)(C of the
act, which requires, anong other things, that if a registrant has
resuned the manufacture, preparation, propagation, conpoundi ng, or
processing of a discontinued drug for comercial distribution, the
regi strant nust provide notice and the date of such resunption, the
establ i shed nane and proprietary nane of the drug, and other listing
i nformati on required under section 510(j)(1) of the act not previously
provi ded. The established nane and proprietary name woul d have
previ ously been submtted at the tine of |isting. Because we woul d be
able to reference that information in our listing database,
manuf acturers, repackers, and rel abelers would not need to resubmt the
established nane and proprietary nane. Current Sec. 207.30(a)(3)
requires, in addition to the date of resunption of commercia
di stribution, that the NDC nunber, the established name and proprietary
nane, and any other listing information not previously submtted nust
be provided. Under the proposal, this informati on would not need to be
provided at this time because we woul d have access to it fromthe
i sting database.

We anticipate that drug product sal vagers woul d not report
i nformati on under proposed Sec. 207.57(b)(3) because we are unaware of
i nstances when drug product sal vagers resune sal vagi ng a drug that they
have al ready sal vaged and returned to the marketplace. Drug product
sal vagers sal vage a drug and then put the drug into conmercia
distribution by selling it to a retailer or other party. This activity
ends the drug product salvager's association with that drug. In
contrast, manufacturers, repackers, and rel abelers nay resune the
manuf acture, repacking, or relabeling of a drug (usually a different
| ot of the drug) that they had previously listed but are currently not
manuf act uri ng, repacking, or relabeling. Thus, we anticipate that
proposed Sec. 207.57(b)(3) would not be applicable to drug product
sal vagers. W invite comrent on whether drug product sal vagers resune
sal vaging a drug that they have al ready sal vaged and returned to the
mar ket pl ace.

The June and Decenber review and update of listing
i nformati on woul d include the subm ssion of all material changes in any
i nformation previously submtted under Sec. 207.49, Sec. 207.53,
Sec. 207.54, Sec. 207.55, or Sec. 207.57 (proposed Sec.
207.57(b)(4)). Current Sec. 207.30(a)(4) requires that any materi al
change in any information previously submtted nust be reported every
June and Decenber or, at the discretion of the registrant, when the
change occurs. Material changes are listed in the definition of "~ any
material change'' in current Sec. 207.3(a)(3). As discussed in section
IV.A.5 of this docunent, we are proposing to broaden this definition to
mean any change in any listing information provided under proposed
Sec. Sec. 207.49, 207.53, 207.54, 207.55, and 207.57 (except for
| abel i ng changes in arrangenent or printing or of an editorial nature,
or the inclusion of a bar code or NDC nunber on the | abel). Under the
proposed definition of “~“material change,'' the nunber of changes in
listing information that are considered "~ "material'' would include nore
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than the five types of changes considered " "material'' in the current
definition. We are proposing a broader definition of material change
because, for the reasons explained in section |IV.D of this docunent,
the accuracy of all listing information is essential for us to naintain
a reliable and current drug |listing database. Proposed Sec.
207.57(b)(4) is consistent with section 510(j)(2)(D) of the act, which
requires that each person who registers shall report once during the
nont h of June of each year and once during the nonth of Decenber of
each year any material change in any information previously submtted
pursuant to section 510(j)(1) or section 510(j)(2) of the act. Section
510 of the act does not define " "material change.'’

If no changes have occurred since the |ast review and
update of listing information, manufacturers, repackers, relabelers,
and drug product salvagers would certify that no changes have occurred
(proposed Sec. 207.57(b)(5)). Proposed Sec. 207.57(b)(5) also
provides that if a drug is discontinued and we have received the
i nformati on required under proposed Sec. 207.57(b)(2)
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concerning the discontinuation of a listed drug, no further
certifications would be necessary for the discontinued drug. W are
proposing to revoke current Sec. 207.30(b), which states that no
report is required when no changes have occurred since the previously
submtted |ist.

FDA is proposing this certification to ensure that manufacturers,
repackers, rel abelers, and drug product sal vagers have reviewed their
listing informati on and have determ ned that there have been no
changes. There have been many instances where manufacturers, repackers,
and rel abel ers have not updated their listing information on a regul ar
basis. It has been difficult for us to determ ne whether failure to
update listing information is the result of no changes in information
or nonconpliance. The proposed requirenent is intended to reduce these
i nstances and i nprove the accuracy of our drug |isting database.
Furthernore, under section 301(p) of the act, it is a prohibited act to
fail to submt drug listing informati on under section 510(j) of the
act. Failure to submit drug listing informati on would al so render a
drug m sbranded under section 502(0) of the act. In addition, the
proposed requirenent to certify is supported by the statutory provision
in section 701(a) of the act (21 U S.C. 371(a)) that the Secretary has
the authority to promul gate regulations for the efficient enforcenent
of the act.

We specifically request coment on any burden that nmay result from
this proposed requirement that manufacturers, repackers, rel abelers,
and drug product salvagers certify that no changes have occurred.

Current Sec. 207.30(a) provides that the updates to listing
i nformati on nmust be submtted during each June and Decenber or, at the
di scretion of the registrant, when the change occurs. Although proposed
Sec. 207.57(b) would require that listing information be reviewed and
updat ed only every June and Decenber, we are requesting that
manuf acturers, repackers, rel abelers, and drug product sal vagers
provide all updates to listing information within 30 cal endar days of a
change. W are requesting that this informati on be provided on an
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expedi ted basis because our listing database will be nore accurate if
listing information is submtted sooner.

E. El ectroni c Format

1. How Wuld Registration and Listing Informati on Be Provi ded To FDA?
Under proposed Sec. 207.61(a)(1), the follow ng information

requi red under proposed part 207 woul d be provided to us using our
el ectronic drug registration and |isting system

Establ i shment registration information required in
proposed Sec. Sec. 207.25 and 207.29 (proposed Sec. 207.61(a)(1)(i));

Information required for an NDC nunber in proposed Sec.
207.33 (proposed Sec. 207.61(a)(1)(ii)); and

Drug listing information required in proposed Sec. 207.49
(except for |labeling and advertising information in proposed Sec.
207.49(g) and (h)), 207.53 (except proposed Sec. Sec. 207.53(d) and
(e)), 207.54, 207.55, and 207.57 (proposed Sec. 207.61(a)(1)(iii)). As
explained in section I V.E.7 of this docunent, the subm ssion of
establi shnment registration and drug listing informati on and i nformation
required for an NDC nunber woul d be made in accordance with 21 CFR part
11, except for the requirenents under Sec. 11.10(b), (c), and (e), and
the corresponding requirenents in Sec. 11.30.

Proposed Sec. 207.61(a)(2) would require that the content of

| abel i ng defined in proposed Sec. 207.1 and required under proposed
Sec. 207.49(9g)(1) through (g)(3) be provided to us in electronic
format. The NDC nunber woul d al so be provided with\9\ the content of
| abel ing for each drug. As explained in section IV.E. 7 of this
docunent, the subm ssion of the content of |abeling would be nade in
accordance with 21 CFR part 11, except for the requirenments under Sec.
11.10(a), (c) through (h), and (k), and the correspondi ng requirenents
under Sec. 11.30. As explained in section IV.E. 4 of this docunent and
stated in proposed Sec. 207.49(g), the labeling, including the content
of | abeling, would not be required if the approved U S. application
nunber is provided by the manufacturer when the drug is |isted.

\9\ As explained in section |V.E.4 of this docunent, the NDC
nunber may acconpany the content of labeling; it does not need to be
in the content of |abeling.

In addition to the electronic subm ssion of information under
proposed Sec. 207.61(a)(1)(i), (a)(1)(ii), (a)(1)(iii), and (a)(2)),
advertisenments and | abeling (other than the content of | abeling)
requi red under Sec. Sec. 207.49(g) and (h) and 207.53(d) and (e) would
be provided to us in either paper or electronic format (proposed Sec.
207.61(a)(3)). The NDC nunmber woul d al so be provided wi th\10\ the
advertisements and | abeling. As explained in section IV.E.7 of this
docunent, the el ectronic subm ssion of advertisenents and | abel i ng,
ot her than the content of |abeling, would be made in accordance with
part 11 (21 CFR part 11), except for the requirenents under Sec.
11.10(a), (c) through (h), and (k), and the correspondi ng requirenents
under Sec. 11.30.
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Under proposed Sec. 207.61(a)(4), electronic format subm ssions
must be in a formthat we can process, review, and archive. As
explained in section I V.E.6 of this docunent, we nmay periodically issue
gui dance on how to provide registration and listing information in
el ectronic format (for exanple, nmethod of transm ssion, nedia, file
formats, preparation and organi zation of files).

The el ectroni c subm ssion of the information covered under proposed
Sec. 207.61(a) would provide a nunmber of advantages over the current
submi ssi on of FDA paper forns:

We woul d receive a greater quantity of accurate
information in less tine than it takes to receive information from
paper submnmi ssions. The information received would al so be nore accurate
because our electronic drug registration and listing systemwould
elimnate errors associated wth inputting paper-based data into an
el ectronic system

The el ectronic transm ssion of the information would be
easier and nore efficient for both industry and us than the current use
of paper forns. For exanple, you would receive on-screen feedback if
the information submtted was not conplete, reducing errors and the
time and cost of communicating with us. Simlarly, electronic
transm ssion of the information would reduce significantly the tinme and
cost associated with our processing paper fornms and communi cating with
i ndustry concerning errors on those fornmns.

Information search and retrieval tinme would be reduced,
al  owi ng qui cker access to the information in the database.

The requirenment to provide listing information to us electronically
Is consistent with the requirenent to list in section 510(j)(1) of the
act: " Every person who registers with the Secretary * * * shall * * *
file with the Secretary a list of all drugs * * *. Such list shall be
prepared in such formand nmanner as the Secretary may prescribe * *

* ' The requirenent to provide registration information to us

el ectronically is consistent with section 510(p) of the act:
""Registrations * * * (including the subm ssion of updated information)
shall be submtted to the Secretary by el ectronic neans, upon a finding
by the Secretary that the electronic receipt of such registrations is
feasible * * *.'' Persons who register are also required to list drugs
whi ch are bei ng manuf actured, prepared,
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propagat ed, conpounded, or processed for conmercial distribution (21
U S C 510(j)(1)).
2. \Wat Was the El ectronic Subm ssion Pilot Project?

In the Federal Register of January 9, 2001 (66 FR 1684), we
requested volunteers to participate in a pilot project involving the
el ectroni c subm ssion of registration and listing information. In a
Sept enber 2001 neeting/tel econference with the pilot project
vol unteers, we provided information on the major functions of the
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el ectronic drug registration and |listing system including instructions
on the installation, setup, and testing of the systens. The pilot test
was held from Cctober 19, 2001, through Novenber 9, 2001, and
approximately 28 industry representatives voluntarily partici pated.

As mentioned previously, our electronic drug registration and
listing systemis expected to be a Wb-enabl ed, integrated systemthat
provi des controll ed dat abase access for you to register establishnents
and list drugs. A separate capability--an extranet--could be used that
aut henti cates external users and controls their access to the our
online registration and |isting database. This system would all ow you
to create user accounts and manage additional users.

I ndustry representatives accessed the pilot test through our
extranet to performthe follow ng functions: (l) Initial conpany setup
and establishment registration; (2) registration of additiona
establishments; (3) drug listing; (4) updates; and (5) system access,
| ogoff, and exit. The pilot test included installation, setup, and
operational testing of our electronic drug registration and |isting
system

The pilot test was intended to get direct input fromthe pil ot
partici pants about the usability and functionality of the system The
pilot test provided feedback to us on:

The pilot participants' experience in submtting and
preparing registration and listing data.

Wb browsers used.

Acceptability of proposed nornmal operating hours.

Page | ayout and desi gn.

Ease of navigation within pages and between functions.

Whet her error nessages provide sufficient information to
resolve the error

The appropri ateness of the style, content, and depth of
detail of the onpage hel p.

The comrents we received on our electronic drug registration and
listing systemwere generally positive. Those who volunteered to
participate in the pilot test were able to successfully access the
system set up a conpany account within the system register
establishments, and list drugs. Pilot participants encountered a few
one-time difficulties that we will address, including m nor password
probl enms and difficulties conpleting the initial conmpany setup and
establishment registration process.

We are using information fromthe pilot programto devel op our
el ectronic system
3. How Wuld the Electronic Drug Registration and Listing System Wrk?

El ectronic format subm ssions of registration and listing
information, as well as information required for an NDC nunber, would
consist of the electronic transm ssion via the Internet of the required
i nformati on from manufacturers, repackers, rel abelers, and drug product
sal vagers into our electronic drug registration and |listing system

Qur electronic drug registration and |isting systemwould be nade
avai l abl e using an Internet-based data coll ection system accessed
t hrough our FDA Internet site.

To use the Wb site, you woul d need access to the Internet
usi ng a browser.
You could arrange for Internet access through one of many
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avail abl e I nternet Service Providers (ISPs).
You woul d need an e-nmai|l address so we can send you
confirmation of subm ssions and other rel ated information.
This e-mail service could be provided by the ISP or by
ot her sources.

Prior to accepting registration and listing information fromthis
online system we would authenticate the source (that is, the
manuf acturer, repacker, rel abeler, or drug product salvager) providing
t he data.

We could, for exanple, authenticate entry into the
el ectronic drug registration and |isting system by establishing user
accounts based on current registration informtion.

We anticipate that we may contact manufacturers,
repackers, rel abelers, and drug product sal vagers to obtain contact
information to establish an admi nistrati on account.

To register and list electronically, to provide updated
registration and listing information, and to provide information to
obtain an NDC nunber, you would go to our Wb site and follow the
pronpts.

You could sign onto the system by entering the account
nunber, user nane, and password obtained by follow ng the procedures in
t he gui dance we intend to i ssue on our electronic drug registration and
listing system as discussed in section |IV.E. 6 of this docunent.

You woul d then be pronpted to provide general informtion
about your conpany and then specific information about each
establishment and drug as required in proposed part 207.

When all of the required information is provided, your
of ficial contact would receive confirmation electronically that the
i nformati on has been received by us.

If you provide information to obtain an NDC nunber, the
nunber coul d be issued electronically.
4. \What Are the Proposed Requirenents for the Subm ssion of Content of
Labeling in Electronic Formt?

Under proposed Sec. 207.61(a)(2), the content of |abeling would be
provided to us in an electronic format. The el ectronic subm ssion of
the content of |abeling would permt us to electronically review,
conpare, and extract data fromthe |abeling.

The content of |abeling would be submitted in electronic format for
the foll ow ng drugs:

Human prescription drugs;

Human OTC drugs, including those that the nmanufacturer
regards as subject to section 505 of the act or section 351 of the
Public Health Service Act as well as those regarded as not subject to
sections 505 or 351; and

Ani mal drugs, including those that the manufacturer
regards as subject to section 512 of the act as well as those regarded
as not subject to section 512.
The "~ “content of labeling'' is defined in proposed Sec. 207.1 (and
di scussed in section IV.A 5 of this docunent) to nean:

For human prescription drugs that the manufacturer regards
as subject to section 505 of the act or section 351 of the Public
Heal th Service Act: The content of the prescription drug |abeling (as
specified in Sec. Sec. 201.56, 201.57, and 201.80 of this chapter),
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including all text, tables, and figures.
For human prescription drugs that the manufacturer regards
as not subject to section 505 of the act or section 351 of the Public
Health Service Act: The | abeling equivalent to the content of the
prescription drug | abeling (as specified in Sec. Sec. 201.56, 201.57,
and 201.80 of this chapter), including all text, tables, and figures.
For human OTC drugs: The content of the drug facts
| abeling required by Sec. 201.66 of this chapter, including all text,
tabl es, and figures.
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For animal drugs (including, but not limted to, drugs
that the manufacturer regards as subject to section 512 of the act):
The content of the | abeling that acconpanies the drug that is necessary
to enable the safe and proper adm nistration of the drug (e.g., the
| abeling specified in Sec. Sec. 201.1 and 201.5 of this chapter),
including all text, tables, and figures.

The proposed requirenent to provide the content of |abeling
electronically is consistent with (anong other things) that part of the
listing requirenent in section 510(j)(1) of the act which states that
"“Such list shall be prepared in such formand manner as the Secretary
may prescribe.'' The proposed requirenent to submit the content of
| abel i ng for human prescription drugs, human OTC drugs, and ani nal
drugs is consistent with the statutory requirenents of section
510(j)(D) (A, (j)(D(B)(i), and (j)(1)(B)(ii) of the act. Section
510(j) (1) (A of the act requires, anong other things, the subm ssion of

a copy of all labeling for drugs subject to sections 505 or 512 of the
act. Section 510(j)(1)(B)(i) requires, anong other things, the
submi ssion of a copy of all labeling for prescription drugs not subject

to section 505 or 512 of the act. Section 510(j)(1)(B)(ii) requires,
anong ot her things, the subm ssion of the | abel, package insert, and
representative sanpling of any other |abeling for OTC drugs not subject
to section 505 or 512 of the act.

We are proposing that manufacturers provide the NDC nunber
electronically with the content of |labeling during listing so that we
can nore easily link the content of labeling to the listed drug and,
thus, expedite the listing process. The NDC nunber nmay acconpany the
content of |abeling by being referenced, for exanple, in the
transmttal nmessage to us that contains the content of |abeling. The
NDC nunber does not need to be on the content of | abeling.

As discussed in greater detail in section IV.D. 4 of this docunent,
we are proposing that you need not submt the content of |abeling for
human prescription or OTC drugs approved under section 505 of the act
or section 351 of the PHS Act if you provide the application nunber
when listing the drug or requesting an NDC nunber for the drug.

I ncorporating the content of I|abeling by reference to the application
nunber woul d elim nate unnecessary duplication of effort and cost to
I ndustry.

The subm ssion of the content of labeling in an el ectronic fornat

woul d assist us in several ways:
The use of conputer technology to identify changes in
different versions of the |abeling would greatly enhance our accuracy
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and efficiency in updating our |isting database.

Qur ability to protect the public health would be enhanced
because el ectronic review and conpari son of |abeling files would
provi de a higher degree of certainty that all portions of the |abeling
are consistent and up to date.

Qur ability to protect the public health woul d be enhanced
because we coul d provi de and make easily accessi bl e up-to-date product
| abeling through the DailyMed initiative, as described in section
IV.C. 2 of this docunent.

Qur ability to protect the public health would be enhanced
by supporting the inplenentation of the el ectronic prescribing
provi sions of the Medicare Mderni zation Act. The product | abeling
i nformati on we woul d nmake avail abl e t hrough Dail yMed woul d be
associ ated with the uni que NDC nunber for each drug, supporting
el ectroni c prescri bing.

In the future, the electronic subm ssion of the content of
| abel i ng woul d enable us to receive much of the drug listing
i nformation through the |abeling, thus inproving efficiency in the drug
registration and listing system Industry would be able to satisfy many
drug listing requirenents through the subm ssion of the content of
| abel i ng.

The proposed requirenment to provide the content of |abeling would
not significantly burden industry because | abeling is maintained in
el ectronic format by nost manufacturers. In addition, our proposa
seeks to limt industry costs by avoi di ng unnecessary duplication of
effort--for exanple, as nmentioned previously, if the content of
| abel i ng has al ready been submitted in an approved application,
suppl ement, or annual report, the manufacturer would only have to
reference the application nunber to conmply with this listing
requirenment. In addition, only the manufacturer would be required to
submit the content of |abeling.

We woul d require, under proposed 207.61(a)(4), that the information
in electronic format be submtted in a formwe can process, review, and
archive. W are prepared at this tine to receive the content of
| abeling as a portable docunent format (PDF) file that is searchable.
Usi ng commerci ally avail abl e software, an el ectronic source docunent
created by any nunber of prograns (for exanple, word processors and
deskt op publishing prograns) can be converted to a PDF file, preserving
the fonts, formatting, and graphics of the source docunent, regardless
of the application and platformused to create it. The PDF file can be
copied onto a disk or CD-ROM and shared with other users who can use
PDF readi ng software to view, navigate through, and print the docunent,
as well as view, search, and print the file, and copy text, tables, and
figures fromthe file

However, to be responsive to technol ogi cal advances, we may
reconmend in the future that new file formats such as extensible markup
| anguage and software applications be used to submt | abeling
el ectronically. The | anguage in proposed Sec. 207.61(a)(4), that
el ectronic format subm ssions nust be in a formthat we can process,
review, and archive, will provide us with the flexibility to recomend
file formats or software other than PDF, if appropriate, such as SPL
(described earlier in sections I1l.B and IV.C. 2 of this docunent). W
wi || provide advance notice, in accordance with FDA' s good gui dance
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practice regul ations under Sec. 10.115 (21 CFR 10.115), so that
affected parties will have adequate tine to convert to any new for mat
or software. In addition, we expect that such format or software w ||
be wi dely avail able before we switch to a new technol ogy. Changes in
format and/or software will be identified in public docket number 92S-
0251.\ 11\ During any such transition, we will accept subm ssions using
either file format or software.

\'11\ Thi s docket may be accessed on the Internet at
http://ww. fda. gov/ohrns/ dockets

5. Would the Proposal Require Electronic Subm ssion of Advertisenents
and O her Labeling?

Under proposed Sec. 207.61(a)(3), advertisenents and | abeling,
ot her than the content of |abeling, required under proposed Sec. Sec.
207.49(g) and (h) and 207.53(d) and (e) would be provided to us in
paper or electronic format. Information on how and where to send
| abel i ng and advertisenents that are not provided electronically wll
be described in the gui dance docunent we intend to devel op, as
di scussed in section IV.E.6 of this docunent. Although we are proposing
to require that only registration and listing information, informtion
submtted to receive an NDC nunber, and the content of |abeling need be
submitted in electronic format, we expect to identify in public docket
nunber 92S- 0251 copies and sanpl es of | abeling and adverti senents as
types of docunents we accept in electronic format. Under the proposal,
you woul d have the option of submtting advertisenents and | abeling
either electronically or in paper
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The proposed requirement to submt advertisenents i s consistent
Wi th section 510(j)(1)(B)(i) of the act, which requires, anong other
t hi ngs, the subm ssion of a representative sanpling of advertisenents
and, upon request, a copy of all advertisenents for prescription drugs
not subject to section 505 of the act. The proposed requirenent to
submit labeling is, as explained previously, consistent with the
statutory requirements of section 510(j)(1)(A), (j)(1)(B) (i), and
(j)(1)(B)(ii) of the act.
6. What Cui dance Docunents Do We Intend To | ssue on Providing
Regi stration and Listing Information El ectronically?

We plan to publish draft guidance and technical specifications on
the el ectronic subm ssion of registration and listing information
t hrough our electronic drug registration and listing system (the draft
gui dance). The draft guidance and technical specifications will explain
the el ectronic process for providing registration and |listing
informati on and for providing the information that would be required to
obtain an NDC nunber, including step-by-step instructions on entering
i nformation required under proposed part 207. W are also planning to
I ssue gui dance on providing registration and listing information in
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el ectronic format (concerning the nmethod of transm ssion, nedia, file
formats, and preparation and organi zation of files), and this guidance
wi |l be updated regularly to reflect the evolving nature of the
t echnol ogy.
In addition to the draft gui dance and the gui dance on providing
registration and listing information in electronic format under
devel opnent, we have issued ot her guidances that explain the process
for submtting information to us in electronic format. These gui dance
docunents are available at FDA's Web site http://ww.fda. gov/ cder/gui dance/i ndex. ht m

under the heading " El ectronic Subm ssions.'

7. How Whuld Part 11 Apply to the Electronic Subm ssion of Registration
and Listing Information?

Under proposed Sec. 207.61(a)(1), the subm ssion of registration
and listing information (except for the content of |abeling and
advertisenments and |l abeling) and the information required to receive an
NDC nunmber woul d be nmade in accordance with part 11, except for the
requi renents under Sec. 11.10(b), (c), and (e) and the correspondi ng
requi renments under Sec. 11.30. Under proposed Sec. 207.61(a)(2) and
(a)(3), the subm ssion of the content of |abeling, and advertisenents
and other labeling in electronic format, would be nade in accordance
with part 11, except for the requirenents under Sec. 11.10(a), (c)
through (h), and (k), and the correspondi ng requirenents under Sec.
11.30. In the Federal Register of March 20, 1997 (62 FR 13430), we
publ i shed regul ati ons on electronic records and el ectronic signatures
(part 11). Part 11 regul ations, anong other things, set forth the
criteria under which records submtted to us may be submtted in
el ectronic format in lieu of paper records. Section 11.2(b) states
that, for records submtted to us, persons may use el ectronic records
in lieu of paper records, in whole or part, provided the requirenents
of part 11 are nmet and the docunents or parts of docunents to be
subnmitted have been identified by us in public docket number 92S-0251
as being the type of subm ssion we are prepared to accept in electronic
format.

Part 11 permts the w dest possible use of el ectronic technol ogy,
conpatible with our responsibility to pronote and protect the public
health (62 FR 13430). Part 11 helps to ensure the authenticity,
integrity, and, when appropriate, the confidentiality of electronic
records. Part 11 also hel ps to safeguard agai nst the possible
repudi ati on of those records. The controls in subpart B of part 11 are
i ntended to further this purpose.

We recently announced in the Federal Register our current thinking
on part 11. In the Federal Register of Septenber 5, 2003 (68 FR 52779),
we announced the availability of a guidance for industry entitled
"“Part 11, Electronic Records; Electronic Signatures--Scope and
Application'' (the part 11 guidance). The part 11 gui dance expl ains our
current thinking regarding the requirenents and application of part 11
and states that we intend to exercise enforcenent discretion in the
manner specified in the guidance with respect to the validation (Sec.
11.10 (a)), audit trail (Sec. Sec. 11.10(e) and (k)(2)), record
retention (Sec. 11.10(c)), and copies of records (Sec. 11.10(b))
requi renents of part 11, and any correspondi ng requirenents in Sec.
11.30. In addition, we announced that we intend to exercise enforcenent
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di scretion and do not intend to take (or recommend) action to enforce
any part 11 requirenents with regard to systens that were operational
bef ore August 20, 1997, the effective date of part 11 (commonly known
as | egacy systens) under the circunstances described in section I11.C 3
of the part 11 guidance. Al though we explain the relationship between
the part 11 guidance and this proposal, as discussed bel ow, you should
refer to the guidance we intend to issue on electronic registration and
listing for information on conplying with part 11 when providi ng
registration and listing information electronically. The part 11

requi renents from which we propose exenptions in this proposal differ
fromthe part 11 requirements for which we intend to exercise
enforcenment discretion, as described in the part 11 gui dance. They

di ffer because the proposed exenptions in this rule are specific to the
el ectroni c subm ssion of registration and listing infornmation,

i ncluding information that nmust be submtted to receive an NDC nunber
and the content of |abeling, for drugs that woul d be covered under
proposed part 207, whereas the part 11 draft gui dance applies to the
mai nt enance of all electronic records and to all electronic subm ssions
subject to part 11.

Wth respect to the el ectronic subm ssion of registration and
listing information, including the information required to receive an
NDC nunber but not including the content of |abeling and advertisenents
and ot her | abeling, as previously noted, we believe, as provided in
proposed Sec. 207.61(a)(1), that several of the requirenents in
subpart B of part 11 are not necessary to further the goals of part 11
Because we control the electronic drug registration and |listing system
certain controls for systens would not apply to the subm ssion of
registration and listing information, such as:

The ability to generate accurate and conpl ete copi es of
records in both human readabl e and el ectronic formsuitable for
i nspection, review, and copying by the agency (Sec. 11.10(b));

The protection of records to enable their accurate and
ready retrieval throughout the records retention period (Sec.
11.10(c));

The use of secure, conputer-generated, tinme-stanped audit
trails to independently record the date and tine of operator entries
and actions that create, nodify, or delete electronic records (Sec.
11.10(e)); and

The correspondi ng controls of Sec. 11.30.
You woul d be exenpt fromthese subpart B controls because our
registration and |isting database is designed to ensure the
authenticity, integrity, and confidentiality of this information in
several ways. For exanple, we would control the database, and you woul d
only be able to enter and/or revise information in your own account. In
addition, the database would contain records of registration and
listing information, and we coul d generate accurate and conpl ete copies
of records.
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Wth respect to the el ectronic subm ssion of the content of
| abel i ng and advertisenents and other |abeling, as previously noted, we
believe, as provided in proposed Sec. 207.61(a)(2) and (a)(3), that
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several of the requirenents in subpart B of part 11 are not necessary
to further the goals of part 11. For the reasons described bel ow,
certain controls for systens would not apply to the subm ssion of the
content of |abeling and adverti senents and other |abeling, such as:

The validation of systens to ensure accuracy, reliability,
consi stent intended performance, and the ability to discern invalid or
altered records (Sec. 11.10(a));

The protection of records to enable their accurate and
ready retrieval throughout the records retention period (Sec.
11.10(c));

Limting system access to authorized individual s(Sec.

11.10(d));

The use of secure, conputer-generated, tinme-stanped audit
trails to independently record the date and tine of operator entries
and actions that create, nodify, or delete electronic records (Sec.
11.10(e));

The use of operational system checks to enforce permtted
sequenci ng of steps and events, as appropriate (Sec. 11.10(f));

The use of authority checks to ensure that only authorized
i ndi vidual s can use the system electronically sign a record, access
t he operation or conputer systeminput or output device, alter a
record, or performthe operation at hand (Sec. 11.10(qg));

The use of device checks to determi ne, as appropriate, the
validity of the source of data input or operational instruction (Sec.
11.10(h));

The use of appropriate controls over certain systens
docunentation (Sec. 11.10(k));and

The corresponding controls of Sec. 11.30.

We are proposing to exenpt the subm ssion of el ectronic content of
| abeling fromcertain part 11 requirenents because we believe these
part 11 requirements are not critical to ensure the quality of the
content of | abeling that woul d be submtted under this proposed rule
and we do not think it is necessary for industry to expend resources on
controls that are not necessary to further the goals of part 11. For
exanpl e, validation for the systemused to generate the |abeling record
IS not necessary because the manufacturer's verification that the
information in the | abeling record is accurate serves the sane
objective. Qur review of the content of |abeling is based on the
version of the labeling record submtted to us. Earlier versions of the
record, as well as changes nade to the earlier versions, are not
rel evant to our analysis. In addition, our registration and listing
dat abase is designed to ensure the authenticity, integrity, and
confidentiality of this information. As nentioned, we would control the
dat abase, you would only be able to enter and/or revise information in
your own account, and the database woul d contain records of the
i nformation fromwhich we could generate accurate and conpl ete copi es.
Thus, controls related to the creation, nodification, and nai ntenance
of the content of |abeling are not needed.

For the content of |abeling and advertisenents and ot her | abeling,
we recogni ze that there are sone differences with respect to the
exenptions frompart 11 requirenents provided in this proposal (that
is, Sec. 11.10(a), (c) through (h), and (k), and the correspondi ng
requi renments of Sec. 11.30), and the part 11 requirenments set forth in
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the part 11 gui dance for which we intend to exercise enforcenent

di scretion (that is, Sec. 11.10(a) through (c), (e), and (k)(2), and
any ot her corresponding requirenents in Sec. 11.30)). Although the
proposal does not provide an exenption from Sec. 11.10(b) for the
content of |abeling and adverti senents and other |abeling, the part 11
gui dance announces that we intend to exercise enforcenent discretion
with respect to that section in the manner described in the guidance.

If this proposed rule is finalized, we intend to identify in docket
nunber 92S-0251 the registration and listing information and the
content of |abeling specified previously as the types of records that
we are prepared to accept in electronic format.

8. What Language Wul d Be Used to Provide Registration and Listing
| nf or mati on?

Under proposed Sec. 207.61(b), we would require that all
registration and listing information be submtted in the English
| anguage. W are al so proposing that |abeling be submtted in the
Engl i sh | anguage except, as provided under current 21 CFR 201.15(c),
when drugs are distributed solely in the Cormonweal th of Puerto Rico or
in a Territory where the predom nant | anguage is one other than
English. In those instances, the predom nant | anguage may be
substituted for English. W are proposing Sec. 207.61(b) because
providing information in | anguages other than English would lead to
probl enms using the registration and |listing conputerized database and
problems with our review of registration and listing information and
the content of |abeling. Foreign establishnents are currently required
to submt all registration and listing information in the English
| anguage under current Sec. 207.40(b). Because all domestic
manuf act urers, repackers, rel abelers, and drug product sal vagers
currently submt this information in English, and because foreign
establi shnments are already subject to this requirenent, we do not
bel i eve the proposed requirenment would i ncrease the burden on industry.
9. Could the Electronic Format Requirenents Be Wi ved?

Under proposed Sec. 207.65, manufacturers, repackers, relabelers,
and drug product sal vagers nmay request a waiver fromthe proposed
requirenent in Sec. 207.61(a) that information be provided to us in
el ectronic format. This proposed waiver provision is consistent with
t he Medi cal Device User Fee and Mdderni zation Act of 2002 (Public Law
107- 250) whi ch anmended section 510 of the act to add section 510(p) to
explicitly give the Secretary discretion to require the electronic
subm ssion of registration information upon a finding that el ectronic
recei pt of such registration information is feasible, unless the
Secretary grants a request for a waiver because the use of electronic
means i s not reasonable for the person requesting the waiver. Under
proposed Sec. 207.65, we nay grant a waiver request if the
manuf act urer, repacker, rel abeler, or drug product sal vager does not
have an e-nmai| address and access to a conputer and an ISP that can
access our Wb-based registration and |listing database and comruni cate
Wi th us. The request nust include a tel ephone nunmber and/or mailing
address where we can contact the person nmaking the request. W intend
to provide the mailing address for submtting a waiver request in the
draft guidance and technical specifications on the electronic
submi ssion of registration and |isting informtion.

We do not anticipate nmany wai ver requests because the expenses
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associ ated with owni ng a personal conmputer, obtaining an e-nai

address, and subscribing to Internet access are low |If owning a
conputer is not possible, however, only access to a conputer and an | SP
as well as having an e-mail address woul d be needed to input
information electronically in accordance with the registration and
listing requirenents under this part, including the requirenents for
obt ai ni ng an NDC nunber. There woul d be no need for you to maintain
data files on disks or other formats; all data woul d be
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mai nt ai ned i n our database and accessed el ectronically via the
Internet. W woul d control the database and the information contained
init, and you would only enter new i nformati on and/or revise your own
previously submtted information.

In those instances when we grant a request for a waiver, we would
provide information on how to submt registration and/or listing
i nformation. One option may be to nake avail able a paper formfor
submtting the required registration and listing information (including
the information required to obtain an NDC nunber).

F. M scel | aneous

1. What Are the Proposed Requirenents for an Oficial Contact and a
United States agent?
Under proposed Sec. 207.69(a), nmanufacturers, repackers,
rel abel ers, and drug product sal vagers that are subject to the
regi stration requirenents in proposed part 207 woul d desi gnate an
of ficial contact for each establishnent. The official contact would be
responsi ble for:
Ensuring the accuracy of registration and listing
i nformation; and
Revi ewi ng, dissem nating, routing, and responding to
comuni cations from us.
We are proposing to require an official contact to facilitate
comuni cati ons between you and us and to hel p ensure conpliance with
the registration and |listing requirenents. On numerous occasi ons, we
have found it difficult to contact certain manufacturers, repackers,
rel abel ers, and drug product sal vagers to discuss registration and
l'isting issues.
In addition to the proposed requirenent to designate an offici al
contact, each foreign manufacturer, foreign repacker, foreign
rel abel er, and foreign drug product sal vager woul d be required, under
proposed Sec. 207.69(b), to designate a single United States agent.
The United States agent woul d be responsible for:
Hel pi ng us conmuni cate with the foreign manufacturer,

forei gn repacker, foreign relabeler, and foreign drug product sal vager;
Respondi ng to questions concerning those drugs that are

i mported or offered for inmport to the United States; and
Hel pi ng us schedul e i nspecti ons.

We woul d not object if the same individual serves as both the
United States agent and the official contact for a foreign
manuf acturer, foreign repacker, foreign rel abeler, or foreign drug
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product sal vager, or if the sanme individual serves as the United States
agent for nore than one foreign manufacturer, foreign repacker, foreign
rel abel er, or foreign drug product sal vager.

We are proposing that each foreign manufacturer, foreign repacker,
foreign rel abeler, and foreign drug product sal vager designate a single
United States agent. (W note, however, the United States agent may be
a conpany conprised of nore than one person). As we explained in the
final rule entitled "~ Foreign Establishment Registration and Listing'
(66 FR 59138 at 59140), we interpret section 510(i) of the act as
allowing only one United States agent for each foreign establishnment
because section 510(i) of the act refers to the United States agent in
singular, rather than plural, terns. W also explained in that fina
rule (66 FR 59138 at 59141) that we interpret section 510(i) of the act
as requiring that the United States agent nust be in the United States.
These proposed provisions are al so consistent with the use of " "U S,
agent'' in the interimfinal rule entitled " "Registration of Food
Facilities Under the Public Health Security and Bioterrorism
Preparedness Act of 2002'"' (68 FR 58894 at 58915, Cctober 10, 2003).

Currently, the provisions concerning a United States agent, as well
as other requirenents for foreign manufacturers, foreign repackers,
foreign rel abelers, or foreign drug product salvagers, are set forth
under Sec. 207.40. In addition, current Sec. 207.3(a)(11) defines
United States agent as a person residing or nmaintaining a place of
business in the United States whom a foreign establishnent designates
as its agent. The definition states that ~“United States agent'
excl udes mui | boxes, answering machi nes or services, or other places
where an individual acting as the foreign establishnent's agent is not
physically present. We are proposing to revoke current Sec. Sec.
207.3(a) (11) and 207.40 and include these requirements (as revised),
for exanple, under proposed Sec. Sec. 207.1, 207.9, 207.13, 207.17,
207. 33, 207.41, 207.61, and 207.69.

Under proposed Sec. 207.69(b)(2) through (b)(4), the United States
agent would be required to reside or maintain a place of business in
the United States. A United States agent may not be a mail box,
answering machine or service, or other place where a person acting as
the United States agent is not physically present. If we are unable to
contact the foreign manufacturer, foreign repacker, foreign rel abeler,
or foreign drug product salvager directly or expeditiously, we nay
provi de information or docunents to the United States agent, which we
woul d consi der equivalent to providing the sane information or
docunents to the foreign manufacturer, foreign repacker, foreign
rel abel er, or foreign drug product sal vager.

We are proposing the requirenents for a United States agent to
facilitate comruni cati ons between you and us and to help ensure
compliance with the registration and listing requirenents. On numerous
occasions, we have found it difficult to contact certain foreign
manuf acturers, foreign repackers, foreign relabelers, and foreign drug
product sal vagers, resulting in their drugs being detai ned because
certain registration and/or listing issues have not been resol ved.

2. Wat Legal Status |Is Conferred by Registration and Listing?

Under proposed Sec. 207.77(a), registration of an establishnent or
listing of a drug does not denote approval of the establishnment, the
drug, or other drugs of the establishment, nor does it nean that a
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product rmay be legally marketed. Any representation that creates an
I npression of official approval or that a drug is approved or is
| egal | y mar ket abl e because of registration or listing would be
m sl eadi ng and woul d constitute m sbrandi ng under section 502 of the
act. To clarify and consolidate current regul ati ons, we are proposing
to revise and nove a simlar provision in current Sec. 207.39 to
proposed Sec. Sec. 207.77(a) and 207.37. Current Sec. 207.39 states
that registration of a drug establishment or drug whol esal er,
assignnment of a registration nunber, or assignnent of an NDC nunber
does not in any way denote approval of the firmor its products. Any
representation that creates an inpression of official approval because
of registration or possession of a registration nunber or NDC nunber is
m sl eadi ng and constitutes m sbranding. The registration provisions in
current Sec. 207.39 would be included in proposed Sec. 207.77(a), and
t he NDC nunber provisions in current Sec. 207.39 would be included in
proposed Sec. 207.37. Proposed Sec. 207.37(c) states that the NDC
nunber nust not be used to denote FDA approval of that drug. W are
proposing to include in proposed Sec. 207.77(a) that listing a drug
woul d not denote approval of the drug and that any such representation
woul d be mi sl eading and constitute m sbrandi ng.

Under proposed Sec. 207.77(b), assignment of an establishnent
regi stration nunber, inclusion of a drug in our database of drugs, or
assi gnment of an NDC nunber does not denote approval of the
establ i shnent or the
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drug or any other drugs of the establishnent, nor does it mean that the
drug may be legally marketed. Any representation that creates an

i mpression that a drug is approved or is |legally narketabl e because it
appears in our database of drugs, has been assigned a NDC nunber, or

t he establishnment has been assigned an establishnment registration
nunber, is msleading and constitutes m sbranding. Failure to conply

wi th proposed Sec. 207.37 also constitutes m sbranding. W are
proposing to add this provision to clarify that a drug's marketing
approval status is determ ned, for exanple, under section 505 or 512 of
the act, section 351 of the PHS Act, and parts 314, 514 (21 CFR part
514), and 601 of the regulations, and not under section 510 of the act
or part 207 of the regulations.

Under proposed Sec. 207.77(c), neither registration nor listing
constitutes a determ nation by FDA that a product is a drug as defined
by section 201(g)(1) of the act. This provision reflects a revision and
rel ocation of current Sec. 207.20(e) to proposed Sec. 207.77(c).
Current Sec. 207.20(e) states that registration and |isting do not
constitute an adm ssion, agreenent, or determ nation that a product is
a drug as defined under section 201(g) of the act. Proposed Sec.
207.77(c) also states that registration and listing nay be evidence
that a facility is manufacturing, repacking, relabeling, or salvaging
drugs or that a product is a drug. Thus, the proposed rule revises
current Sec. 207.20(e) such that, while neither registration nor
listing constitutes a determ nation by FDA that a product is a drug as
defined by the act, registration and listing may be evidence that a
facility is manufacturing, repacking, relabeling, or salvaging drugs or
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that a product is a drug.

FDA is proposing to delete the statenent in current Sec. 207.35(c)
that validation of registration and the assignnment of a drug listing
nunber do not, in thenselves, establish that the hol der of the
registration is legally qualified to deal in such drugs. As explained
in sections IV.B and IV.C of this docunent, FDA is proposing to
di scontinue the validation of registration. As explained previously in
this docunent, the provision on the |egal status of registration and
listing is included in proposed Sec. 207.77, and proposed Sec.
207.37(c) sets forth restrictions pertaining to the use of the NDC
nunber (e.g., the NDC nunber nust not be used to denote FDA approval of
t he drug).

3. What Registration and Listing Informati on Wul d Be Made Avail abl e
for Public D sclosure?

Current Sec. 207.37 pertains to the public availability of
registration and listing information. Proposed Sec. 207.81 would
revoke, in part, and revise current Sec. 207.37. The headi ng
““Inspection of registrations and drug listings'' in current Sec.

207. 37 woul d be changed to "~ “Wat registration and listing information
will we nake avail able for public disclosure? ' This heading would nore
accurately describe the scope of the provision in that the provision
relates to the type of registration and listing information that we
intend to nmake avail able for public disclosure.

The proposal woul d revoke the introductory text of current Sec.
207.37(a), which includes a description of the types of forns avail abl e
for inspection, the addresses at which such forns can be inspected, and
t he addresses that requests for verification of registration nunbers
and requests for locations of registered establishnments can be
directed. W are proposing to revoke this introductory text because
these fornms would no | onger be used under the proposed schene. |nstead,
we intend to make nost information that is available for public
di scl osure accessible via the Internet. This initiative would be
consistent wwth the GPEA and would al so help to reduce the nunber of
Freedom of Information Act (5 U S. C. 552) requests we receive for
registration and listing information. Accordingly, we are also
proposing to revoke current Sec. 207.37(b), which sets forth the
address to which requests for information about drug registration and
listing can be directed. W note that persons may still submt Freedom
of Information Act requests to the agency for drug registration and
listing information that is not available on the Internet.

Current Sec. 207.37(a)(1l) sets forth 11 categories of information
that, when conpiled, will be available for public disclosure. Proposed
Sec. 207.81(a) would sinplify this section to reference the foll ow ng
informati on as generally available for public disclosure: A
registration information and, after a drug is listed, all information
obtained for that drug under proposed Sec. Sec. 207.33, 207.49,
207.53, and 207.54, except for that information obtained under proposed
Sec. Sec. 207.33(d)(1)(ii) and 207.54(b)(1) or the information that
woul d ot herwi se be exenpt from di scl osure under proposed Sec.

207.81(b) or (c).

Proposed Sec. 207.81(a) would add registration information to the
list of the types of information that woul d generally be considered to
be publicly available. Registration information is currently avail able
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for public inspection as referenced in Sec. 207.37(a).

For various reasons, proposed Sec. 207.81(a) would not include
certain specific categories of information that are listed in current
Sec. 207.37. The provision relating to a list of all drug products
arranged by | abel ed indications or pharnacol ogi cal category woul d not
be included in the proposal because we currently do not conpile or
i ndex drug registration and listing information by | abel ed indicati on.
The provisions related to a list of drug products newy marketed or for
whi ch marketing is resuned, a list of drug products discontinued, and
informati on that has beconme a matter of public know edge woul d be
del eted because these categories of information would al so be
di scl osabl e under the general provision of proposed Sec. 207.81(a).

We are proposing to exenpt proposed Sec. Sec. 207.33(d)(1)(ii) and
207.54(b) (1) from proposed Sec. 207.81(a) because this information may
di scl ose a business rel ationship between the manufacturer, repacker,
rel abel er, or drug product sal vager and the business from which they
obtai ned the drug, and may constitute comrercial or financial
information that is exenpt from public disclosure under Sec. 20.61(c).
We are proposing to exenpt from public disclosure the information
col | ected under proposed Sec. 207.33(d)(1)(ii), which would require
that repackers or relabelers, to obtain an NDC nunber, mnust provide,
anong ot her things, the NDC nunber assigned to the drug innmediately
before the drug is received by the repacker or relabeler. W also are
proposing to exenpt from public disclosure the information collected
under proposed Sec. 207.54(b)(1), which would require that drug
product salvagers, to |list a drug, nust provide, anong other things,

t he NDC nunber assigned to the drug i mediately before the drug is
recei ved by the drug product sal vager.

In addition to these changes, the proposal would nake sone
fundanent al changes to the disclosure provision in current Sec.

207.37. W are proposing to add one category of listing information to
the list of information that woul d generally be regarded as publicly
avail abl e information. Specifically, proposed Sec. 207.81 generally
woul d nake avail able for public disclosure a drug product's inactive

i ngredi ents when provided under Sec. 207.33(c)(2)(ii) and (c)(3). Wen
the firm provides the approved application nunber, we can link to the
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application and retrieve the nanes of the inactive ingredients included
in the approved application. We will then make the names of the
i nactive ingredients available to consuners unless they are subject to
trade secret protection, as discussed bel ow. Proposed Sec. 207.81
woul d change the current provision in Sec. 207.37(a)(2). Current Sec.
207.37(a)(2)(ii) and (a)(2)(iii) provide that information on inactive
ingredients will not be available for public disclosure (except that
any of the information will be available for public disclosure if it
has beconme a matter of public know edge or if we find that it would be
I nconsistent with the protection of the public health).

We are proposing, under Sec. 207.33(c)(2)(ii), to give
manuf acturers the opportunity at the tine of listing to identify
i nactive ingredients that they consider trade secret. Information
identified by the applicant as trade secret would not be routinely
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posted on the Internet. Public disclosure of inactive ingredients not
designated as trade secret at the tinme of |isting would be authorized
by the proposed regul ations. W would evaluate clains of trade secret
protection based on the definition of a trade secret in Sec. 20.61(a)
when meki ng di scl osure decisions in response to requests nade under the
Freedom of Information Act for this informati on and would wi thhold the
i nformation from public disclosure, when appropriate, under Sec.
207.81(c). This evaluation is consistent with how FDA eval uates
requests asking for inactive ingredient information that is included in
approved U. S. applications. Wien nmanufacturers subnmt the approved
application nunber instead of listing inactive ingredients under
proposed Sec. 207.33(c)(2)(ii), they simlarly would need to identify
any inactive ingredients they considered to be trade secret. Proposed
Sec. Sec. 207.33(c)(2)(ii), 207.81(a), and 207.81(c) would strike a
bal ance between manufacturers' comrercial interests and the fact that

it would generally be inconsistent with protection of the public health
to withhold inactive ingredient information. W expect that

manuf acturers woul d only avail thenselves of the opportunity to claim
trade secret protection in extrenely limted circunstances. W note
that information in a drug's | abeling, including the nanes of inactive
ingredients, is not trade secret information.

The proposal to add i nformation about inactive ingredients to the
list of categories considered to be public information is al so
consistent with section 510(f) of the act. Section 510(f) of the act
generally provides that listing information shall be exenpt from
I nspection unless the Secretary finds that such an exenption woul d be
i nconsistent with protection of the public health. W find that
exenpting, anong other things, a list of inactive ingredients from
public disclosure would be inconsistent with the protection of the
public health. It is inportant for consuners to know the inactive
i ngredi ents of the drugs they m ght be taking because such infornmation
can be inportant in certain situations. For exanple, sone inactive
ingredients can trigger allergic reactions in patients. If a particular
i nactive ingredient appeared to trigger such reactions in an
i ndi vidual, and the nane of the inactive ingredient was available to
the public, individuals and their caregivers would be able to access
such information to prevent potentially serious reactions.
Additionally, some inactive ingredients nay be particularly toxic to
i ndividuals with certain medical conditions and sonme nmay exacerbate a
person's nedical condition. If inactive ingredient information is
avail abl e for drugs, individuals and their caregivers could get this
i nformati on and avoi d adverse reactions. W could al so use inactive
ingredients information to help us investigate possible drug
contam nation, counterfeiting, or adulteration. For exanple, if a drug
appeared to be linked to an unexpected nunber of adverse drug events or
seened | ess effective than expected, an analysis of the drug show ng
the presence of unidentified (i.e., not previously listed) inactive
ingredients in that drug coul d suggest that the drug was adul terated or
counterfeit, or that the unidentified inactive ingredient may interfere
wWith the drug's node of action. Additionally, the presence of an
unidentified inactive ingredient in a drug product may suggest
contam nation or that the drug was not manufactured by the legitinate
manuf acturer. Cenerally, we believe that know ng about a drug's
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i nactive ingredients and having such information readily available in
an el ectronic database is consistent with protection of the public
heal t h.

We recogni ze that because we may make a | arge anount of
registration and listing information publicly available under proposed
Sec. 207.81, there may be instances where sone of the information
authori zed by this proposed rule for public disclosure could identify
busi ness rel ati onshi ps. W believe that many of these business
rel ati onshi ps could be identified currently, but that the electronic
registration and listing systemnmay nmake it somewhat easier to do so.
For exanple, a contractual relationship that m ght not otherw se be
publicly disclosed may be reveal ed when a manufacturer of a sole source
material provides the drug' s established nane under proposed Sec.
207.33(c)(1)(ii) or when a manufacturer provides registration nunbers
of each establishnment where manufacturing is performed under proposed
Sec. 207.49(d). Also, for exanple, business rel ationships between
private |abel distributors and manufacturers, repackers, rel abelers my
be reveal ed when providing information under Sec. 207.33(c) or (d)(2).
However, we believe this would be a rare event and that exenption of
the information required by these regulatory provisions frompublic
di scl osure woul d be inconsistent with protection of the public health.
For exanple, we believe that we should not exenpt from public
di scl osure the nanmes of inactive ingredients that would be submtted
under proposed Sec. 207.33(c)(2)(ii) because of the renote possibility
that the nanmes, along with other information that may be di scl osed
under this proposal, could reveal a business relationship. W believe
that the potential public health benefits of releasing the nanes of the
i nactive ingredients justify our decision not to exenpt them from
public disclosure because they outweigh the renote possibility that a
busi ness rel ati onship could be reveal ed. Therefore we have concl uded
that the public interest in disclosure of nost registration and |isting
i nformati on supports the proposals in the rul emaking.

We al so note that, for foreign manufacturers, foreign repackers,
foreign rel abelers, and foreign drug product sal vagers, the nane of
each inporter and the names of persons who inport a drug or offer a
drug for inport would be required for registration and we are proposi ng
that this informati on woul d be avail able for public disclosure.

Di scl osure of this information would be consistent with section 510(f)
of the act, which requires that any registration filed be nade
avail abl e for inspection.

W invite comments on which specific registration and |isting
i nformati on should be avail able for public disclosure. W request that
you identify the specific registration and listing information on which
you are conmenting and explain why you believe the information should
or should not be publicly disclosed.

Proposed Sec. 207.81(b) would nmake one ot her conform ng change to
the current
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di scl osure provision. Current Sec. 207.37(a)(2) sets forth three
categories of information that will not be available for public
di scl osure (except that any of the information will be available for
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public disclosure if it has become a matter of public know edge or if
we find that confidentiality would be inconsistent with protection of
the public health). Proposed Sec. 207.81(b) would retain the category
treati ng as nondi scl osabl e any information subnmtted as the basis upon
which it has been determined that a particular drug product is not

subj ect to section 505 or 512 of the act. As explained previously in
this docunment, we are noving two previously nondi scl osabl e cat egories
(now di scl osabl e) regarding information on inactive ingredients to
proposed Sec. 207.81(a) that relate to informati on generally regarded
as publicly avail able. Those categories, in current Sec.
207.37(a)(2)(ii) and (a)(2)(iii), would be disclosable under proposed
Sec. 207.81(a). Proposed Sec. 207.81(c) would allow FDA to determ ne
inlimted circunstances and on a case-by-case basis, that it would be
consistent with protection of the public health and the Freedom of
Information Act to exenpt from public disclosure specific information
in paragraph (a) of this section. As explained previously in this
docunent, we are proposing, under Sec. 207.33(c)(2)(ii), to give
manuf acturers the opportunity at the tine of listing to identify

i nactive ingredients that they consider trade secret and therefore,
prohi bited fromdisclosure under Sec. 20.61. There nmay be ot her
appropriate reasons for exenpting certain drug listing and registration
i nformation from public disclosure. For exanple, FDA nmay decide for
security reasons, and consistent with the Freedom of Information Act,
not to publicly disclose the manufacturing site location for certain
drugs.

G Conform ng Actions

1. Wthdrawal from Sal e of Drugs with Approved Marketing Applications

We are proposing to revise our human drug regul ati ons on
applications for approval to market a new drug to nake them consi stent
wi th proposed part 207. Under current Sec. 314.81(b)(3)(iii)(a),
hol ders of new drug applications nmust report to us the withdrawal from
sale of a drug product. Under this provision, the information nust be
submtted on Form FDA 2657 within 15 worki ng days of the drug product's
w thdrawal fromsale. The follow ng information nust be submtted: The
NDC nunber; the identity of the drug by established nane and by
proprietary nanme; the new drug application nunber or abbreviated
application nunber; and the date of withdrawal from sale. The reason
for withdrawal of the drug fromsale is requested but not required to
be submtted. Section 314.81(b)(3)(iii)(b) provides the address for
submtting the conpleted form and Sec. 314.81(b)(3)(iii)(c) states
that reporting under Sec. 314.81(b)(3)(iii) constitutes conpliance
with the requirenments under current Sec. 207.30(a) to report "~ “at the
di scretion of the registrant when the change occurs.'

We are proposing to revise this requirenent to be consistent with
the requirenents in proposed Sec. Sec. 207.57 and 207.61. Proposed
Sec. 314.81(b)(3)(iii)(a) would provide that within 30 cal endar days
of the withdrawal of an approved drug from sale, applicants who are
manuf act urers, repackers, or relabelers subject to proposed part 207
woul d be required to submt certain information about the w thdrawn
drug in electronic format, in accordance with the applicable
requi rements described in Sec. 207.61(a).
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Under proposed Sec. 314.81(b)(3)(iii)(b), applicants who are not
subj ect to proposed part 207 would submt the information specified
under proposed Sec. 314.81(b)(3)(iii)(a) on the appropriate form
whi ch woul d be submitted to the Drug Listing Branch, Food and Drug
Adm ni stration, CDER Central Document Room 5901B Anmendal e Rd.,
Beltsville, MD 20705-1266. W are proposing to require applicants who
are subject to proposed part 207 to submt the information specified
under proposed Sec. 314.81(b)(3)(iii)(a) in electronic format, in
accordance with the applicable requirenents described in proposed Sec.
207.61(a). Consistent with the proposed requirenents in Sec. 207.61
and di scussed in section IV.E. 3 of this docunment, these applicants
woul d be required to obtain an account nunber, user nanme, and password
to sign onto the electronic drug registration and listing system W
are considering this requirenent because we believe the electronic
submi ssion of this informati on would be nore efficient for applicants
than the preparation and mailing of paper fornms. Electronic subm ssion
woul d al so make our review and processing of this information nore
efficient. W request comments on requiring applicants who are not
subj ect to proposed part 207 to submt electronically the information
specified in proposed Sec. 314.81(b)(3)(iii)(a).

Currently, we do not have a provision in our regulations for
reporting withdrawal s fromsal e of biological products. W are
proposing to revise our regulations to include such a provision. Under
proposed Sec. 601.2(f), holders of BLAs nust report to us,
el ectronically in accordance with part 207, the withdrawal from sal e of
| i censed bi ol ogi cal products. The information nust be submtted to us
wi t hin 30 working days of the biological product's wthdrawal from
sale. The followi ng information would be submtted: The hol der's nane;
product nane; BLA nunber; the NDC number, if applicable; and the date
of withdrawal from sale. The reason for the w thdrawal of the
bi ol ogi cal product woul d be requested but not required.

2. Proposed Revisions to O her Regul ations

In addition to the revisions of regul ations di scussed previously in
this docunment, we are al so proposing revisions to other FDA regul ations
as a result of this proposed rule. The proposed revisions are as
fol | ows:

Section 20.100(c)(9): The reference to Sec. 207.37 would
be changed to Sec. 207.81 to correspond to the proposed provision on
di scl osure of registration and |isting informtion.

Section 20.116: The reference to Sec. 207.37 would be
changed to Sec. 207.81 to correspond to the proposed provision on
di scl osure of registration and |isting informtion.

Section 201.1(f): The reference to Sec. 207.3(b) would be
changed to Sec. 207.1 to correspond to the proposed definitions
secti on.

Section 330.1(b): As explained in section IV.C.5 of this
docunent, the NDC nunber would be required to appear on OIC drug
| abel s.

Section 514.111(a)(12): As explained in section IV.B.2 of
this docunent, we would refuse to approve an NADA if the drug is
manuf actured in an establishment that is not registered.

Section 515.10(b)(8): The reference to " ~Sec. Sec. 207.20
and 207.21'' would be changed to " “part 207'' as a result of the
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proposed reorgani zati on and revision of part 207.

Section 607.3(b): Current Sec. 607.3(b) defines " blood
and bl ood product'' to nean a drug which consists of human whol e bl ood,
pl asma, or serum or any product derived from human whol e bl ood, pl asmma,
or serum hereinafter referred to as "~ blood product.'' The current
definition also states that " blood and bl ood product'' al so nmeans
t hose products that neet the definition of a device under the act and
that are licensed under section 351 of the PHS Act. W are proposing to
anend this definition to add the phrase " "as well as |licensed biol ogic
conmponents used in the manufacture of a licensed device.'' This
proposed revision is intended to
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clarify that |icensed biologic conponents used in the manufacture of a
i censed device are covered under the definition of "~ blood and bl ood
product'' and that manufacturers of |icensed biologic conponents used
in the manufacture of a |licensed device are required to register and
list under part 607. It is inportant that manufacturers of |icensed
bi ol ogi ¢ conponents used in the manufacture of a |icensed device
register and |ist because |icensed devices are used to ensure the
safety of bl ood and bl ood products.

Section 607.3(k): W are proposing to define " “inporter''
as a conpany or individual in the United States that is the owner,
consignee, or recipient of the foreign establishnment's bl ood product
that is inmported into the United States.

Section 607.7: Current Sec. 607.7(a) states that al
owners or operators of establishnments that engage in the manufacturing
of bl ood and bl ood products are required to register, and that
registration and listing of blood and bl ood products must conply with
part 607. Current Sec. 607.7(a) also states that registration does not
permt blood banks or simlar establishnents to ship blood products in
interstate conmerce. Current Sec. 607.7(b) and (c) explain howthe
registration formfor these establishnents may be obtained from CBER
and where the conpleted form should be nmailed to.

We are proposing to delete current Sec. 607.7(b) and (c) and
expl ain where to obtain establishnent registration forms and where to
send conpleted forns in proposed Sec. 607.22(b) (discussed below in
this docunent). We are deleting these provisions fromcurrent Sec.
607.7 to elimnate redundancy in part 607. We are proposing to
redesi gnate paragraph (a) in Sec. 607.7 as the introductory paragraph.

Section 607.22: For clarity, we are proposing to revise
the title of current Sec. 607.22--""How and where to register
establishments and |ist blood products''--to read ~"How to register
bl ood product establishments and |ist bl ood products. "'’

Current Sec. 607.22(a) requires the first registration of an
establ i shnent to be on Form FDA 2830 (Bl ood Establishnent Registration
and Product Listing), provides the nailing address where the Form FDA
2830 may be obtained and submtted, states that FDA will furnish a Form
FDA 2830 before Novenber 15 of each year to establishnments whose
registration for that year was validated under Sec. 607.35, and states
that the conpleted formnust be mailed to us before Decenber 31 of that
year. Current Sec. 607.22(b) states that the first and subsequent
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bl ood product listing updates shall be on Form FDA 2830.

We are proposing to reorgani ze and update current Sec. 607.22 as
follows: Initial and subsequent registrations and product |listings by a
bl ood product establishment for blood products would be on Form FDA
2830 (Bl ood Establishment Registration and Product Listing).

Manuf acturers may obtain, conplete, and submt the formin the
foll owi ng ways:

Compl ete the formonline and submt electronically at
http://ww. fda. gov/ cber/bl ood/bldreg. htmy this information nmust be

submitted in accordance with part 11 of this chapter, except for the
requirenents in Sec. 11.10(b), (c), and (e) and the correspondi ng
requirements in Sec. 11.30 (as discussed in section IV.E. 7 of this
docunent); or
Downl oad the formfromthe Internet at http://ww.fda. gov/cber/bl ood/ bl dreg. ht m

, and mail the conpleted formto the address in

Sec. 607.22(e); or
Request the formby mail using the address in Sec.
607.22(e), or by e-mail at bloodregi s@ber.fda.gov, and nail the

conpleted formto the address in Sec. 607.22(e).

For subsequent annual registration renewals, we wll
furnish the establishnent's nost recent Form FDA 2830 before Novenber
15 of each year. The updated Form FDA 2830 woul d be submtted to us
bef ore Decenber 31 of that year.

Forms nmay be requested fromand nmailed to: Center for
Bi ol ogi cs Eval uati on and Research (HFM 370), 1401 Rockville Pike, suite
200N, Rockville, ND 20852-1448.

We are proposing these revisions to current Sec. 607.22 to nake
the registration and bl ood product listing process for blood product
establishments nore efficient by utilizing the |latest technol ogy for
conpl eting and submitting registration and listing forns.

Section 607.25(b)(1): Current Sec. 607.25(b) lists the
i nformation required for blood product listing. Currently, blood
establishnments that nmanufacture bul k product substances and fini shed
dosage forns must |ist their products under part 607 and al so under
part 207 to receive a NDC nunber. We are proposing to revise current
Sec. 607.25(b)(1) to delete the phrase " including bulk product
substances as well as finished dosage forns'' because we are proposing
to require these manufacturers to list only under part 207 to reduce
their reporting burden. In addition, we are proposing to add the phrase
“Cif any'' after " by proprietary name'' because not all of these
products have a proprietary nanme. We are al so proposing to delete the
reference to Form FDA 2250 (National Drug Code Directory |nput) because
this formis no | onger being used by CDER or CBER

Section 607.35: For clarity, we are proposing to revise
the title of current Sec. 607.35--""Notification of registrant; blood
product establishment registration nunber and NDC Label er Code''--to
read "~ "Bl ood product establishnent registration nunber."’

Current Sec. 607.35(a) states that FDA will send a validated copy
of Form FDA 2830 as evidence of registration to the registering
establ i shnent, and that FDA will assign a pernanent registration nunber
to each establishment. We are proposing to revoke the provision that we
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will send a validated copy of Form FDA 2830 to bl ood establishnments.
Al'l registration information will be available to registered bl ood
establishnments on the Internet; therefore, to increase efficiency we
wi || discontinue sending the validated copy of Form FDA 2830. Proposed
Sec. 607.35 would state only that we will assign a permanent

regi strati on nunber to each bl ood product establishment registered in
accordance with part 607.

Current Sec. 607.35(b) states that if a registered bl ood product
establishment has not previously participated in the NDC systemor in
the National Health Related Itens Code system the NDC nunbering system
must be used. W are proposing to revoke this section because bl ood
product manufacturers that obtain a NDC nunber for their products wll
regi ster under proposed part 207 and not under part 607. W are al so
proposing to delete reference to the National Health Related Itens Code
system because it is a voluntary systemfor nedical device
manuf acturers that is managed by CDRH

Current Sec. 607.35(c) states that although establishnent
regi stration and bl ood product listing are required, validation of
regi stration and the assignnment of a NDC Label er Code do not, in
t hensel ves, establish that the holder of the registration is legally
qualified to deal in such products. W are proposing to incorporate
into proposed Sec. 607.39 the provision that validation of
regi strati on does not establish that the holder of the registration is
legally qualified to deal in such products. W are proposing to revoke
t he provision concerning the assignnment of a Label er Code because the
NDC nunber requirenents woul d be covered under proposed part 207 and
not proposed part 607.
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Section 607.37(a): Current Sec. 607.37(a) states that a
copy of Form FDA 2830 will be available for inspection under section
510(f) of the act at FDA headquarters and at each of the FDA district
offices. In addition, current Sec. 607.37(a) states that FDA wll
provide by mail verification of registration nunber and | ocation of a
regi stered establishnment. Current Sec. 607.37(a) also gives exanples
of the blood product listing information that will be avail able for
public disclosure.

Under proposed Sec. 607.37(a), information submtted on Form FDA
2830 woul d be avail abl e for inspection at
http://ww. f da. gov/ cber/ bl ood/ bl dr egdat a. ht m

and at the Departnent of Health and Human

Servi ces, Food and Drug Administration, Ofice of Comrunication,
Trai ni ng, and Manufacturers Assistance (HFM 40), Center for Biol ogics
Eval uati on and Research, 1401 Rockville Pike, suite 200N, Rockville, ND
20852-1448.

Section 607.39: Current Sec. 607.39 states that
regi stration of an establishnent or assignment of a registration nunber
or assignment of a NDC nunber does not in any way denote approval of
the firmor its products, and that any representation that creates an
i mpression of official approval because of registration is msleading
and constitutes m sbrandi ng.
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We are proposing to revise current Sec. 607.39 to delete the
reference to the NDC number, to incorporate the provision from current
Sec. 607.35(c) that validation of registration does not establish that
the hol der of registration is legally qualified to deal in blood
products, and to revise the title accordingly. Manufacturers of bl ood
products that obtain a NDC nunber woul d not register under proposed
part 607; therefore, it is not necessary to reference NDC nunbers under
this part. Proposed Sec. 607.39 would state that registration of an
establishment, validating registration, or obtaining a registration
nunber does not in any way denote approval of the firmor its products
nor does it establish | egal authority for the hol der of the
regi stration nunber to market such products.

Section 607.40: As discussed in section IV.A. 2 of this
docunent, we are proposing to revoke current Sec. 207.40,
establishment registration and drug listing requirenents for foreign
establishments, and revise and nove the requirenents el sewhere in
proposed part 207. Consistent with the revisions to proposed part 207,
we are proposing to revoke certain provisions of current Sec.
607.40(a) and (b). W are proposing to revoke the exenption in current
Sec. 607.40(a) relating to foreign establishnents whose bl ood products
enter a foreign trade zone and are reexported fromthat foreign trade
zone w thout having entered United States commerce. W are al so
proposing to revoke, in part, current Sec. 607.40(b), which allows for
bl ood, bl ood conponents, Source Plasma, or Source Leukocytes, or a
conmponent or part, under section 801(d)(4) of the act, to be inported
or offered for inport into the United States even if the product is not
i sted and manuf actured, prepared, propagated, conpounded, or processed
at a registered foreign establishnent. W are proposing to elimnate
these two exenptions because of certain statutory changes that have
occurred since the publication of the final rule on foreign
establishment registration and |isting. Those changes i ncl ude, as
di scussed in section I V.A 2 of this docunent, enactnent of the
Bioterrorism Act, which reflects Congress' desire to increase the
Nation's ability to prepare for and respond effectively to bioterrorism
and other public health energencies. Consistent with the provisions of
the BioterrorismAct, we are proposing to anmend Sec. 607.40(c) to
requi re each foreign establishnent to submt the nane of each inporter
of the foreign establishnment's blood products that is known to the
establishment, and the nane of each person who inports or offers for
I mport such bl ood products to the United States.

We are al so proposing to anmend Sec. Sec. 607.40(d) and (d)(3) to
require each foreign establishnent to submt the tel ephone and fax
nunbers and e-nmail address of its United States agent. The nane,
address, and phone nunber of the United States agent is required under
current Sec. 607.40(d). Wt are proposing to require the subm ssion of
the information on inporters and persons who inport because the
BioterrorismAct requires foreign establishnments to submt, anong ot her
t hi ngs, the nane of each inporter of such blood product that is known
to the establishment, and the nane of each person who inports or offers
for inmport such bl ood product to the United States for purposes of
importation. In addition to the nane, the proposal would require that
t he address, tel ephone and fax nunmbers, and e-nmail address of each
i nporter and of each person who inports or offers for inport be
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provi ded to enable us to contact these persons. Proposed Sec.
607.40(d)(3) would also require the foreign establishnment to report
changes in the United States agent's nane, address, tel ephone and fax
nunbers, and e-nail address to FDA within 30 cal endar days of the
change. Currently, Sec. 607.40(d)(3) requires notification to FDA

W t hin 10- busi ness days.

Proposed Sec. 607.40(e) woul d make el ectronic registration and
listing mandatory for foreign establishnments, consistent with proposed
Sec. 607.22(a). For those foreign establishnments that are unable to
register and |ist blood products using the electronic registration and
listing system we are proposing waiver provisions in Sec.
607.40(f)(1). W may grant a request for a waiver froma foreign
establishnment if the foreign establishment does not have an e-nmail
address and access to a conputer and an Internet service provider that
can access the electronic registration and listing system W are also
proposing in Sec. 607.40(f)(2) to require that waiver requests include
a tel ephone nunber and/or nmiling address where the agency can contact
the foreign establishnent. In addition, we are proposing to add Sec.
607.40(f)(3) which states that if the agency grants the waiver request,
the foreign establishnent nust register and Iist blood products in
accordance with Sec. 607.22(b) or (c).

Section 607.65: Proposed Sec. 607.65 would be anended by
redesi gnati ng paragraph (f) as paragraph (g) and by addi ng new
par agraph (f). Proposed Sec. 607.65(f) would exenpt certain bl ood
product manufacturers fromregistration and product |isting under part
607 because FDA is proposing that manufacturers of these products
register and list only under part 207. Because these products routinely
bear NDC nunmbers, FDA believes it is nore efficient to have
manuf acturers of these products register and |ist under part 207. The
products that woul d be included under proposed Sec. 607.65(f) are al
pl asma derivatives such as al bum n, Inmmune dobulin, Factor VIII, and
Factor | X, bul k product substances such as fractionation internedi ates
or pastes, reconbi nant versions of plasnma derivatives or aninal derived
pl asma derivatives. Under current Sec. 607.20, nanufacturers of plasma
derivatives such as al bumn, Imune d obulin, Factor VIII, and Factor
| X are required to register and |list under part 607 and under part 207
to obtain an NDC nunber.
Sections 1271.1(a), 1271.1(b)(2), and 1271.20: W are
proposing to anmend Sec. Sec. 1271.1(a), 1271.1(b)(2), and 1271.20 by
removing ~207.20(f)"'" and by adding in its place " 207.9(c)(2)'".
Section 1271.3: For consistency with parts 207 and 607, we
are proposing to define "“inporter'' at
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proposed Sec. 1271.3(nm to nean a conpany or individual in the United
States that is the owner or consignee or recipient of the foreign
establishment's HCT/P that is inported into the United States. For
consistency with part 607, we are proposing to define "~ United States
agent'' at proposed Sec. 1271.3(nn) to nean a person residing or

mai ntai ning a place of business in the United States whom a foreign

est abl i shnent designates as its agent. The definition of ~ United
States agent'' woul d exclude mail boxes, answering nmachi nes or services,
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or other places where an individual acting as the foreign
establishment's agent is not physically present. The United States
agent woul d be responsible for hel ping FDA communi cate with you,
respondi ng to questions concerning your HCT/Ps that are inported or
offered for inport to the United States, and hel ping FDA schedul e

I nspecti ons.

Section 1271.22: W are proposing to make electronic
registration and listing mandatory for HCT/P establishnents. As a
result, we are proposing to revise current Sec. 1271.22 as foll ows:

Repl ace " "Form FDA 3356'' in current Sec. 1271.22(a) with "~ “the
electronic registration and |listing system at
http://ww. fda. gov/cber/tissue/tisreg.htm

Revi se current Sec. 1271.22(b) and (c) to inplenment the electronic
registration and listing systemat http://ww.fda.gov/cber/tissue/tisreg.htm

and renove references such as ~ Form FDA 3356,'' nmailing

addr esses, and tel ephone nunbers.

In the Federal Register of January 19, 2001 (" "Hunman Cell s,
Ti ssues, and Cel lul ar and Ti ssue-Based Products; Establishnment
Regi stration and Listing,'' (66 FR 5447)), FDA announced its intention
to devel op an el ectroni c subm ssion process for HCT/P registration and
listing. The agency has devel oped such a systemand it is currently in
use on a voluntary basis.

Consi stent with proposed Sec. 207.61(a)(4), proposed Sec.
1271.22(b) states that FDA will periodically issue guidance on how to
provide registration and listing information in electronic format (for
exanpl e, nethod of transm ssion, nedia, file formats, preparation, and
organi zation of files) for HCT/Ps.

Consistent with proposed Sec. 207.61(a)(1), proposed Sec.
1271.22(c) states that HCT/P manufacturers nmust provide the information
under Sec. 1271.22(a) in accordance with part 11, except for the
requirenents in Sec. 11.10(b), (c), and (e) and the correspondi ng
requirenents in Sec. 11.30.

Section 1271.23: Proposed Sec. 1271.23 would permt HCT/P
establishments that do not have an e-nmil address and access to a
conputer and an Internet service provider that can access the Wb-based
FDA regi stration and |isting database to request a waiver from
electronic registration and listing. This is consistent with proposed
Sec. 207.65 and the Bioterrorism Act.

Section 1271.25: W are proposing to anmend Sec. 1271.25,

"“What information is required for establishment registration and HCT/ P
listing,'' as follows:

Delete the reference to "~ Form FDA 3356'"' in current Sec. 1271.25;

Amend current Sec. 1271.25(a)(2) and (a)(3) to require the
submi ssion of the tel ephone and fax nunbers and an e-mail address;

Add Sec. 1271.25(a)(5) to require each foreign establishment to
al so submt the nane, the address, tel ephone and fax nunbers, and e-
mai | address of each inporter that is known to the establishnent and
the nane of each person who inports or offers for inport such HCT/P to
the United States for purposes of inportation;

Add proposed Sec. 1271.25(a)(6) to require each foreign
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establishnent to al so submit, the name, address, tel ephone and fax
nunbers, and e-nmail address of its United States agent. Under proposed
Sec. 1271.25(a)(6), each foreign establishment woul d have only one
United States agent, and that United States agent nust reside or

mai ntain a place of business in the United States. Upon request from
FDA, the United States agent nust assist us in conmunications with the
foreign establishnent, respond to questions concerning the foreign
establishment's products that are inported or offered for inport into
the United States, and assist us in scheduling inspections of the
foreign establishnment. If we are unable to contact the foreign
establishnent directly or expeditiously, we may provide information or
docunents to the United States agent. The forei gn establishnent woul d
report to FDA changes in the United States agent's nane, address,

t el ephone and fax nunbers, and e-nmail address within 30 cal endar days
of the change.

Add proposed Sec. 1271.25(d) to clarify that if your HCT/P is
regul ated as a drug, device, and/or biological product under current
Sec. 1271.20, you nust submt the information required under part 207
usi ng the procedures under part 1271

Section 1271.26: For consistency with proposed Sec.
207.29(a), we are proposing to amend current Sec. 1271.26 to include a
change in the United States agent's nane, address, tel ephone and fax
nunbers, and e-mail address. Al changes in proposed Sec. 1271.26
woul d be reported within 30 cal endar days instead of the current
requi renment to report the change within 5 days.

Section 1271.37 would be revised to delete the reference
to "~ Form FDA 3356''.
3. Conpliance Verification Reports

On Novenber 26, 2004 (69 FR 68831), FDA withdrew its Septenber 2,
1993, proposal (58 FR 46587; Docket Nunber 92N-0291) to anmend part 207
to require the conpletion of ~"conpliance verification reports.'' These
reports are printouts of information as reported to FDA on Form FDA
2657 or Form FDA 2658. FDA had periodically mailed to donestic
establishnments the conpliance verification report for |isted
prescription drugs and requested that the establishments verify or
correct the information and return it to the agency within 30 cal endar
days. The conpletion of the report served to satisfy, in nbst cases,
the drug listing updates required under current Sec. 207.30(a). FDA
provided this service to increase the accuracy of its conputerized drug
listing files. Because FDA is now proposing to require the electronic
submi ssion of all registration and nost listing information, FDA in
anticipation of this proposal has already w thdrawn the Septenber 2,
1993, proposal and has discontinued the use of the conpliance
verification reports. Electronic subm ssion of registration and nost
listing information would make it easier for establishnents to register
and list. In addition, FDA's electronic registration and listing
dat abase woul d save registration and |listing information that was
subnmitted, thereby making it easier for establishnments to access,
review, and update information.

V. Legal Authority

We have the legal authority to anend our regul ati ons on foreign and
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domestic establishnent registration and listing for human drugs,
i ncluding drugs that are regul ated under a BLA, and ani mal drugs. The
statutory basis for our authority includes sections 201, 301, 501, 502,
503, 505, 506, 506A, 506B, 506C, 510, 512, 513-516, 518-520, 701, 704,
721, 801, and 903 of the act (21 U S.C 321, 331, 351, 352, 353, 355,
356, 356a, 356b, 356c¢c, 360, 360b, 360c-360f, 360h-360j, 371, 374, 379e,
381, and 393); 15 U. S.C. 1451-1561; the PHS Act; and section 122,
Public Law 105-115, 111 Stat. 2322 (21 U S.C 355 note).

Section 510(c) of the act requires every person upon first engagi ng
in the manufacture, preparation, propagation,
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conmpoundi ng, or processing of a drug to imediately register with the
Secretary his nane, place of business, and the establishnent. The
provi sions in section 510(b) and (d) of the act require annua
registration and registration of additional establishnents,
respectively. Section 510(i) of the act requires any establishnent

Wi thin any foreign country engaged in the manufacture, preparation,
propagati on, conpoundi ng, or processing of a drug that is inported or
offered for inport into the United States to register with the
Secretary by providing certain informati on. These provisions, together
with section 701(a) of the act (anong others), authorize us to require
t he subm ssion of the registration information specified in the
proposal. The information specified in this proposal would help us
identify who is manufacturing, repacking, relabeling, or salvaging
drugs and where those operations are being perfornmed. In addition, sone
information (e.g., official contact information) would help us

comuni cate with establishnments nore effectively and schedul e

i nspections nore efficiently.

Section 510(j)(1) of the act requires every person who registers to
file with the Secretary, at the tine of registration, a list of all
drugs that are bei ng manufactured, prepared, propagated, conpounded, or
processed by the registrant for commercial distribution. That |ist nust
be prepared in the formand manner prescribed by the Secretary and nust
be acconpani ed by a copy of |labeling (or the | abel and package insert)
and, in sone cases, advertising. Section 510(j)(2) of the act requires
listing informati on updates every June and Decenber. This |isting
information gives us a current inventory of marketed drugs. These
provi sions of the act and others, together with section 701(a) of the
act, provide authority for requiring the subm ssion of l|isting
information set forth in this proposal. The drug listing information
specified in this proposal would help us: (1) Develop a nore current,
robust inventory of drugs as a counter-terrorismneasure; (2) nore
effectively adm ni ster our postmarketing surveillance prograns; (3)
facilitate recalls of products; (4) identify drugs or ingredients in
short supply in the event of a national energency; and (5) identify
drugs marketed in violation of the | aw

Sections 510(j) (1), (i), and (p), and 701(a) of the act also give
us the discretion to require that registration and listing information
be submitted in electronic format. Electronic receipt of registration
and listing informati on woul d enable us to shift resources from nore
mnisterial tasks, such as data entry, to the inportant public health
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obj ectives described previously in this docunent. Additional authority
for requiring that content of |abeling be submtted in electronic form
stens from anong others, sections 201(n) and (p), 501, 502, 503, 505,
510(j) (1) (A and (j)(1)(B), and 512 of the act. The certification

requi rement would help us with the efficient enforcenent of the act
because we woul d be able to distinguish between situations where there
has been nonconpliance with registration and listing requirenents from
situations where there have been no changes in information. The failure
to register or list is a prohibited act under section 301(p) of the act
and the failure to do either renders a drug m sbranded under section
502(0) of the act.

We al so have the authority to require the appropriate NDC nunber
(in human-readable form) on certain drug | abels for the efficient
enforcement of various sections of the act. The appropriate NDC nunber
i n human readabl e form woul d, anong ot her things, serve as a backup for
the appropriate NDC nunber encoded in the bar code. That is, the human
readabl e form of the NDC nunber could be manually keyed into a conputer
system by a health care provider if the bar code is danaged, cannot be
read, or is otherwise illegible. Qur legal authority to inpose the
human readabl e NDC nunber requirenment, at least in part, is simlar to
that for requiring bar codes on labels (69 FR 9120, 9147-9149). These
sections include sections 201(n) and (p), 501, 502, 503, 505, and
701(a) of the act, and sections 351 and 361 of the PHS Act.

O her sections of the act al so provide authority for the human-
readabl e NDC nunber requirenment. The failure to register and list are
prohi bited acts and render drugs m sbranded under sections 301(p) and
502(0) of the act. It would be possible for FDA investigators to read
t he NDC nunber on the drug's | abel and review information in our
dat abase to ascertain conpliance with registration and |isting
requi renments. Where a drug does not bear the appropriate NDC nunber,

i nvestigators can conduct further followp to discern, for exanple,
whet her there has been a failure to conply with registration and
listing requirenents (including those for NDC nunbers). Accordingly,
sections 201, 301(p), 502(o), 510, and 701(a) of the act provide
additional authority for requiring the appropriate NDC nunber in human
readabl e formon certain drug | abels.

There is also additional |egal authority for the rule's
requi renents as to biological products regul ated under the PHS Act.
Section 351(a) of the PHS Act provides for the approval, as well as the
suspensi on and revocation, of biologics |icense applications. The
human- r eadabl e NDC requi renent for biol ogical drugs and bl ood and bl ood
conponents is designed to ensure the continued safe and effective use
of |icensed biological products. Additionally, section 361 of the PHS
Act authorizes regul ati ons necessary to prevent the introduction,
transm ssion, or spread of conmunicabl e di seases. Wth specific regard
to bl ood and bl ood conponents, the human- readabl e NDC nunber
requirement will aid in the control of units that are at risk of
spreadi ng comruni cabl e di seases.

VI. Analysis of Econom c |Inpacts

A. I ntroduction
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We have exam ned the proposed rul e under Executive Order 12866 and
the Regul atory Flexibility Act (5 U S.C. 601-612), and the Unfunded
Mandat es Reform Act of 1995 (Public Law 104-4), and the Congressi onal
Revi ew Act .

Executive Order 12866 directs regul atory agencies to assess al
costs and benefits of available regulatory alternatives and, when
regulation is necessary, to select regulatory approaches that nmaxim ze
net benefits (including potential econom c, environnental, public
heal th and safety, and other advantages; distributive inpacts; and
equity). This proposed rule is not considered econom cally significant
under Executive Order 12866.

Under the Regulatory Flexibility Act (as anmended by the Smal
Busi ness Regul atory Enforcenent Fairness Act), if a regulation has a
significant econom c inmpact on a substantial nunmber of small entities,
we must anal yze regul atory options that would mnimze the inpact on
small entities. W have conducted a prelimnary regulatory flexibility
anal ysis for the proposed rule, and we believe it will not have a
significant inpact on a substantial nunber of small entities.

Section 202(a) of the Unfunded Mandates Reform Act of 1995 ( UVRA)
requires that agencies prepare a witten statenment of anticipated costs
and benefits before proposing any rule that may result in expenditures
by State, local, and tribal governments, in the aggregate, or by the

private sector of $100 million (adjusted annually for inflation) in any
one year. Currently, such a statenent is required if costs exceed about
$115 mllion for any one year. UVRA does not require us to prepare a

statenment of costs and benefits for the proposed rul e because the
proposed rule is not expected to result

[ [ Page 51327]]

in any 1l-year expenditure that would exceed $115 nillion.

The Congressional Review Act requires that regul ati ons determ ned
to be major nust be subnmitted to Congress before taking effect.

We contracted with the Eastern Research Goup, Inc. (ERG, to
collect data, interview industry experts, and estinmate the costs and
benefits of the proposed rule. The analysis and references in support
of the effects of the proposed rule are sunmarized in table 2 and are
included in the docket as Reference 3. Al though we were unable to
quantify specific benefits attributable to the proposed rule, we
believe the ultimte use of electronic registration and |isting data
justify taking this action.

Table 2.--Sunmary of Annual Costs and Benefits of the Proposed Rul e\ 1\

Aver age Annual Aver age
Annual Costs (in Aver age Annual Annual Net
D scount Rate M I 1ions) Benefits Benefits
3% $5.6 Unquantified. Benefits NA

accrue by havi ng
accurate and uni que
identification of
drugs that woul d
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al l ow greater use of
t echnol ogy.
7% $5.8 Unquantified. Benefits NA

accrue by havi ng

accurate and uni que
identification of

drugs that woul d

al | ow greater use of

t echnol ogy.

\ 1\ Based on 10-year eval uation peri od.
B. (Objective

The objective of the proposed regulation is to update our process
for registering drug establishnments and |isting drugs. The current
system does not allow for tinmely updates of inportant information and
the current system for NDC nunbers has introduced the potential for the
m sidentification and m staken adm nistration of drugs. W believe that
el ectroni c subm ssion of registration and listing information, as well
as our assignnment of specific identifiers (i.e., the NDC nunber), would
i mprove the quality and tineliness of information available to health
care professionals and consuners. We further believe that these quality
i nprovenents would result in safer and nore effective use of drugs by
provi di ng up-to-date and easily accessible relevant information. W
al so believe that we shoul d devel op and maintain a high quality
dat abase of drugs avail able on the market to enhance future uses of
technology in the delivery of health care.

C. Baseline Conditions and Scope

As di scussed el sewhere in this preanble, we currently maintain
dat abases that contain establishnment registration and drug |isting
I nformati on. However, these databases rely on paper forns that
manuf act urers, repackers, rel abelers, drug product sal vagers, and
private |abel distributors of drugs (both human and ani mal) nust submt
to us. The conpleted forns are then entered into our databases. These
dat abases are intended to include identification of establishments
i nvolved in the manufacturing, preparation, propagation, conmpoundi ng or
processi ng of drugs, including the repacking, rel abeling, and sal vagi ng
of drugs (human and ani mal prescription and OTC drugs, as well as
active pharmaceutical ingredients), the procedures that take place at
each establishnent (e.g., repacking, or relabeling), and a |list of each
drug bei ng manuf actured, prepared, propagated, conpounded, or processed
for comrercial distribution at each site. We rely on these databases to
identify manufacturers, repackers, relabelers, drug product sal vagers,
and private | abel distributors, of human and ani mal drugs, specific
drugs or ingredients, to facilitate recalls or information alerts in
the case of potential safety concerns, and to otherw se exercise
conpetent oversight of this inportant industry.

The quality and conpl eteness of these databases depends on pronpt
submi ssi on of updated information from manufacturers, repackers,
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rel abel ers, drug product salvagers, and (currently) private | abe
distributors, as well as our imediate inclusion of the data into our
system W are currently unable to verify the accuracy of the

i nformati on subnitted, and sonme nmanufacturers, repackers, rel abelers,
drug product salvagers, and private |abel distributors are not pronpt
in informng us of changes. For exanple, sone changes in processing or
packagi ng m ght be submtted periodically rather than when such changes
actually occur. In addition, fornms nmay be m shandl ed, or even |ost,

whi ch further reduces confidence in the databases.

Using a 5-digit |abeler code, we estimate that we have the capacity
for NDC nunbers for up to 100,000 regi stered establishnments, each
having a capacity for up to 100, 000 product/package size conbi nations
(using the 5 remaining digits). If a registered establishnent requires
nore than 100, 000 product/ package size codes, we could issue that
establishment an additional |abeler code. W currently have about
25,000 active establishnments in our registration database, utilizing
| ess than half of the 5-digit | abeler code capacity. W currently issue
about 1,000 new | abel er codes annually. If we reach NDC nunber capacity
(possibly in 30 to 50 years), we could propose to either add
al phanumeric capability or expand the nunber of nuneric digits to 11 or
12 (current Sec. 207.35(b)(2)(i) states that FDA will go froma 5- to
6-digit |abeler code if needed). This change in NDC nunbers wl |
necessitate advances in current UPC technol ogy (due to the need for bar
code reading), which we anticipate will |ikely occur prior to our
reaching the 10-digit NDC nuneric capacity.

Tabl e 2a.--Count of Potentially Affected Heal thcare
Entities

Type of Entity Est abl i shnent s Sour ce
Addi tional Conment

Phar maceuti cal manufacturers 666 Orange Book, 2003 Includes only
t hose pharnaceutical firns
(human) t hat have at

| east one currently marketed

product in the
United States. M ght be an

overesti mate due
to the possibility of

appl i cant name
duplication in the database.

Does not include
firns that only

manuf act ure
unapproved drug products.
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Phar naceuti cal manufacturers 80 Census, 2004 | ncl udes firns
that own establishnents that
(ani mal) manuf act ur e

ani mal drugs. Includes sone

firms that
manuf act ure both human and

ani mal drugs, so
overstates the nunber that

manuf act ure
ani mal drugs excl usively. Does

not incl ude
firms that only manufacture

unapproved drug
products.

Phar naci es 67,434 Listed bel ow Sum of phar nmacy
categories (chain store

headquarters
offices are not counted in

this total)
Chain store (headquarters 25 NWDA, 2000 Covers
headquarters for firnms ranging from
of fice) CVS (4, 100
stores) to conpani es operating
over

approxi mately 35 stores.
Chain 20, 493 NACDS, 2001 Nat i onal
Associ ation of Chain Drug Stores

Vb site
(http://ww. nacds. org)
| ndependent 24,500 NCPA, 2002 Nat i onal
Communi ty Pharmaci sts Associ ati on
Wb site
(http://ww. ncpanet . orQ)
Mass ner chant 5,910 NACDS, 2001 Nat i onal
Associ ation of Chain Drug Stores
Wb site
(http://ww. nacds. orQ)
Super mar ket 8,531 NACDS, 2001 Nat i onal
Associ ation of Chain Drug Stores
Vb site
(http://ww. nacds. org)
Institutional 7,950 ERG 2001 Profile of the

Phar maceuti cal Conpoundi ng

| ndustry: Draft
Final Report. Submitted to

FDA, O fice of

http://a257.g.akamaitech.net/7/257/2422/01jan20061800/edocket.access.gpo.gov/2006/06-7172.htm (123 of 195) [05/09/2006 10:36:48 a.m.]


http://frwebgate.access.gpo.gov/cgi-bin/leaving.cgi?from=leavingFR.html&log=linklog&to=http://www.nacds.org
http://frwebgate.access.gpo.gov/cgi-bin/leaving.cgi?from=leavingFR.html&log=linklog&to=http://www.ncpanet.org
http://frwebgate.access.gpo.gov/cgi-bin/leaving.cgi?from=leavingFR.html&log=linklog&to=http://www.nacds.org
http://frwebgate.access.gpo.gov/cgi-bin/leaving.cgi?from=leavingFR.html&log=linklog&to=http://www.nacds.org

FR Doc 06-7172

Pol i cy, Pl anning, and
Legi sl ati on,
O fice of the Conm ssioner,
August 27, 2001.
Mai | order 50 ERG 2001 Based on
di scussions with Wnkel man (2004)

Phar macy benefit nanagenent 76 ERG 2001 Profile of the
Prescription Drug Wol esaling
conpani es ( PBMs) | ndustry: Final

Report, February 12, 2001.

Submtted to
O fice of Policy, Planning,

and Legi sl ation,
Ofice of the

Commi ssi oner,
FDA. The figure is reported

by SMG Mar keti ng

Hospital s 6,116 AHA, 2002 Ameri can Hospit al
Associ ation Wb site

(http://ww. ahadat a. or g)

Conpendi um conpani es 5 ERG 2004 Estinmat e based on
di scussions with W nkel man

(2004)
Whol esal ers/ di stri butors 6,500 ERG 2001 Profile of the

Prescription Drug Wol esaling

| ndustry: Final
Report, February 12, 2001.

Submtted to
Ofice of Policy, Planning,

and Legi sl ation,
Ofice of the

Commi ssi oner,
FDA. The report notes that

this is probably
an underestimate.

G oup purchasi ng 701 ERG 2001 See note in
previ ous row.
or gani zati ons
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St ate Medi care agenci es 50 ERG 2003 Al'l ocat ed one per
State.
Physi cian of fices 195, 655 Census, 2000 NAI CS 62111 from
County Busi ness Patterns

2000, U. S.
Census Bureau.
Dentist offices 116,494 Census, 2000 NAI CS 62121 from
County Busi ness Patterns

2000, U.S.

Census Bur eau.

Note: ERG did not include various health care facilities, such as nursing honmes and
rehabilitative care
facilities, that generally do not have on-site pharnacies.

The pharmaceuti cal and bi ol ogi cal products industries (as defined
by the North Anmerican Industrial Cassification System (NAICS)) consi st
of 1,218 establishnents (NAICS 325412 and NAICS 325414). ERG exam ned
t he 2003 " " Approved Drug Products Wth Therapeutic Equival ence
Eval uations'' (the "~ “~Orange Book'') to estinmate the nunber of conpanies
currently operating establishnents that are marketing drugs. Wile the
Orange Book covers only products approved under section 505 of the act,
there is sufficient overlap between manufacturers of products listed in
t he Orange Book and manufacturers of other types of products (e.g.,
manuf acturers of OIC nonograph products and ani mal drugs) to provide a
basis for estimating the industry sector affected by the proposed rule.
ERG estimates that a total of 666 conpani es own and operate
manuf act uri ng establishnments. In addition, according to U S. Census
data, there are an estimted 80 conpani es that manufacture ani mal drugs
in the United States. (There is |ikely overlap between human and ani na
drug conpanies.) Finally, the packaging and | abeling services industry
(NAI CS 561910) consists of 229 conpani es. Each of these establishnents
woul d be affected by the proposed rule.

Several provisions of the proposed rule affect establishnents
rat her than conpanies. W used FDA's drug registration systemto
estimate that there are approximately 9,700 donestic sites.

There are approxi mately 200, 000 distinct packaged products of human
and animal (both prescription and OIC) drugs. The information generated
by the drug listing process is used by many organi zati ons for nmany
pur poses. Each specific drug is entered into our listing database. If
the drug is later withdrawn fromthe nmarket, for exanple, this is also
not ed. The pharnmaceutical industry is undergoing corporate changes
t hrough nergers, acquisitions, and closings. These activities result in
additional reporting requirenments (via the current paper system to
keep our databases up-to-date. However, the magnitude of infornmation
required to
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keep the system current and the nunber of activities that would
generate changes in the data have weakened our ability to rely on the
current database.

In addition, the current drug listing systemincludes the use of
the NDC system Using this system manufacturers, repackers, and
rel abel ers of drugs (including human prescription, human OTC, certain
bi ol ogi cs, and ani mal drugs) assign uni que NDC nunbers to each drug. An
NDC nunber consists of 10 characters, including a 4- or 5- character
| abel er code, a 4- or 3- character product code, and a 1- or 2-
character package code, and is presented in one of three formats (4-4-
2, 5-3-2, or 5-4-1). Manufacturers, repackers, and rel abelers notify us
of the assigned NDC nunber at the time of drug listing, and the nunbers
may be printed on the | abel and | abeling of each drug.

As discussed earlier in this document, we currently assign the
| abel er code to registered manufacturers, repackers, and rel abel ers of
drugs. The manufacturer, repacker, or rel abel er assigns the product
code and package code to its drugs and nmust report the NDC nunber to
us. Currently, when a manufacturer, repacker, or relabeler wthdraws a
drug fromthe distribution chain, NDC nunbers for the discontinued
drugs may be reused after 5 years.

This process and format for NDC nunbers was introduced over 20
years ago as a neans of identifying individual drugs by distinguishing,
anong ot her things, between specific strengths and package sizes for
rei mbur senent purposes. Since the NDC systemwas created in 1969, a
variety of uses for the NDC nunber have devel oped within the healthcare
I ndustry.

We have used the NDC nunber to facilitate recalls of drugs for a
nunber of years. The identification systemallows for notification
t hroughout the distribution chain in the event of a recall or other
war ni ng about specific drugs.

The devel opnment of conputerized systens and the ability to
el ectronically transmt information have had a major effect on the ways
NDC nunbers are used. Because the NDC nunbers are designed to be uni que
identifiers, many sectors of the industry have built systens to
maxi m ze the useful ness of this information. Conpendi um service
conpani es assenble and distribute information to retail stores,
hospital s, prescription benefit managers (PBMs), insurance conpanies,
and el ectroni c medical record conpani es anong ot her users. These users
rely on NDC nunbers to identify drugs within their tracking or
processi ng systens. The NDC nunmbers are incorporated into their
internal software to facilitate scanning (such as by cashiers or
hospi tal personnel) or for the operation of data processing systens for
rei mbursenent (both private and public) or inventory managenent. In
addi tion, these conpendi um dat abases often include drug price
information directly associated with the NDC nunbers.

In sone cases, the designers of the information systens that use
NDC nunbers convert the NDC nunber for use in industry databases. They
add a zero to result in a consistent 11-digit format (5-4-2). Al so,
whi |l e visual use of NDC nunbers uses hyphens to differentiate between
t he | abel er - product - package codes, these hyphens are not read when
scanned (as a bar code, for exanple). Because three formats are used
within the current NDC system renoving hyphens introduces potentia
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dupl i cat es.

O her governnent entities, such as the Center for Medicare and
Medi cai d Services (CM5) and the Drug Enforcenent Adm nistration (DEA)
use the NDC nunbers to nmeet their mssion requirenments. The nunbers are
used to provide data for negotiated rebates or notification of
distribution of controlled substances.

Conpani es are continually updating their drug information and price
data. Ceneric rel abeling conpanies and OTC manufacturers often
repackage or remarket their products. These fairly constant revisions
present a challenge to both conpendi um conpani es and us because
mai nt ai ni ng the accuracy of the NDC dat abase relies on pronpt
notification of any changes, but notification is not always pronpt or
consi stent.

The NDC conponents (Il abel er, product, and package codes) have
presented issues that nmay conprom se the current database. For exanpl e,
we assign only one | abel er code to each manufacturer, repacker, or
rel abel er, but nany conpani es have nultiple |abeler codes due to
mergers and acquisitions and may use themto distinguish between
different divisions within the new conpany. Pharnmaceutical conpanies
have taken different approaches to handling product codes. For exanpl e,
sorme firms assign product codes sequentially while others use
predefi ned bl ocks of nunbers for each operating division. Simlarly,
the nethods used to assi gn package codes are not uniform

Many repackers currently use the manufacturer’'s NDC nunber i nstead
of their own when repacking drugs into smaller packages for pharnaci es.
Anmong the reasons such repackers do this is because Medi caid and ot her
third-party payers use the NDC nunber presented on the drug to file
rebate clains with the manufacturers. Such repackers sonetinmes present
the manufacturer's NDC nunber in an effort to fall under the
manuf acturer's agreenent w th payers.

D. The Proposed Regul ation

Thi s proposed regul ati on would require the el ectronic subm ssion of
registration and listing information. The proposed rule would require,
for exanple, drug product salvagers to list drugs and would not permt
private |label distributors to register establishnents or |ist drugs,
and woul d specifically define the responsibilities associated with each
type of establishnment covered by the proposal. The proposed rule would
not permt manufacturers, repackers, and rel abelers to assign the
product code and package code for newy listed drugs. W woul d assign
the entire NDC nunber for drugs.

Under the proposed rule, the electronic establishnent registration
and drug listing systemmnust be used to enter and update all
registration, listing, and NDC nunber information no |later than 9
nonths after the effective date of a final rule. (W are proposing that
any final rule based on the proposal becone effective 90 days after
publication in the Federal Register.) Mnufacturers, repackers, and
rel abel ers woul d have until 9 nonths after the effective date of a
final rule to review and update the NDC nunber information in our
dat abases for each of their drugs to ensure that it conplies with the
proposal. In addition, manufacturers, repackers, and rel abelers would
have, for prescription drugs, 3 years after the effective date of a
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final rule and, for OTC drugs, 7 years after the effective date of a

final rule, to ensure that the appropriate NDC nunber correctly appears

on the | abel of each of their listed drugs, in accordance with the

proposal . These costs have been accounted el sewhere in this analysis.
By requiring electronic drug registration and listing, this

proposed rul e woul d enhance the use of technol ogy and provide the basis

for efficiencies in the proper use of drugs. For exanple, the use of

bar coded information to avoid adverse events associated with

medi cation errors requires consistent information on the drug | abel

QO her initiatives, such as electronic prescribing, may require the

el ectronic accessibility of this information. This proposed rule would

be an inportant step for the tinely and useful availability of

i nformation that woul d benefit patients.

[ [ Page 51330]]
E. Costs

The maj or potential cost of the proposed rule is the assignnent of
NDC nunbers by FDA. Al though the proposed rule includes a sel ected
alternative to mnimze this cost, the potential inpact could be very
|l arge, and is discussed in the Alternatives section of this docunent.

O her costs associated with electronically submtting registration and
listing information are discussed |ater. Costs have been anal yzed and
di scount ed usi ng the nethodol ogy suggested by OWB's Circul ar A-4

( Sept ember 2003).

1. Costs of a Single Method of Assigning NDC Nunbers

Currently, each manufacturer, repacker, and rel abeler has its own
met hod for assigning the product code and package code to its drugs.
Under the proposed rule, we would assign the product code and package
code. Existing NDC nunbers would not be affected, as |long as they neet
t he proposed requirement for NDC numbers.

Because, the proposed changes to the NDC nunbering system woul d
af fect product codes and package codes, and because NDC nunbers are
used by sonme sectors of the health care industry for reinbursement or
i nventory purposes, we expect that the proposed changes woul d have sone
effect on the data processing infrastructure. The primary area of
i npact would be in PBMtasks such as generation and mai nt enance of drug
formul aries for insurance coverage purposes. Other areas that would be
affected include data anal yses conducted by manufacturers, repackers,
and rel abel ers, especially with respect to rebate predictions and
mar ket forecasts.

a. Pharmaceutical manufacturers. Changes to the NDC nunmber woul d
likely affect rebate processing by manufacturers as well as the ability
of pharmaceutical firns to conduct market research anal yses.

Common practice in the prescription pharmaceutical industry
I ncl udes agreenents that provide rebates from manufacturers to |arge
i nsurance payers for use of a manufacturer's drugs by the insurer's
enrol | ees. Medicaid and other |arge prograns have negoti ated these
rebates with individual manufacturers. Each firnms staff reviews
I nvoi ces, makes corrections, resolves disputes, and remts rebate
paynents to insurers based on reported volunes of sales to patients
enrolled in the insurance plans. Mst manufacturers use the current NDC
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nunbers to identify the di spensed products during this process. A
comon practice anong nmanufacturers is to group reinbursenent data by
product code in order to analyze paynent history and resol ve disputes
wi th insurance carriers.

Because new product codes may be assigned w t hout sequenci ng under
the proposed rule, this may require manufacturers to devote nore staff-
time to manual ly group products for rebate processing. Additional data
entry work would be required if, for exanple, an additional data field
were added to reports in order to retain the ability to sort products
on the basis of product codes.

Mar ket research departnments within the pharmaceutical industry also
use the current configuration of NDC nunbers when conducting anal yses
that affect product pricing and packaging. The ability to sort by
product code allows for efficient use of data records, and
random zati on of product codes would result in additional staff-tinme to
conduct rebate processing.

Initially, the loss of the ability to group products based on
sequential product codes could require staff to either manually sort
products or map the new random zed NDC nunber into another, interna
sorting system Over tinme, as new NDC nunbers are assigned with new
product codes and package codes, we expect that all nmanufacturers,
repackers, and rel abel ers woul d eventual |y use aut omat ed mappi ng
systens to track product codes. ERG has determ ned through interviews
with industry information technology staff that it would take
approxi mately 80 hours of programm ng to devise, validate, and
I ntroduce an automated mappi ng system for each affected conpany. In
addition, ERG interviews determ ned that approximately 100 new packaged
products are narketed per year for each manufacturer, and it woul d take
approximately 0.083 hours (5 m nutes) per product to map and validate
the assigned NDC nunber to a new internal nunber for each interna
dat abase. ERG further determ ned that an average manufacturer is likely
to have three internal databases that would utilize the new NDC
nunbers. Each manufacturer woul d require about 25 hours of programmer
time per year in maintenance of these systenms. The 2003 Bureau of Labor
Statistics (BLS) has published hourly pay and benefit rates of $64 for
seni or computer programmers. Thus, each manufacturer would incur first-
year costs of about $5,100 (80 hours x $64 per hour) and annual costs
of about $1,600 (100 product packages x 0.083 hours x 3 databases x $64
per hour). During 2003, according to estinmates based on FDA's Orange
Book and the Census of Manufacturers, 746 manufacturing conpanies
mar ket ed at | east one prescription, OIC, or animal drug product in the
United States (666 donestic human drug manufacturers and 80 donestic
ani mal drug manufacturers). These manufacturers would incur first-year
costs of $3.8 mllion ($5,100 x 746 conpani es) and annual costs of $1.2
mllion ($1,600 x 746 conpani es) because of newl y assigned product
codes and package codes.

Al t hough not included as a cost of the proposed regul ation, we
estimate that foreign manufacturers of drug and bi ol ogi cal products
woul d incur first-year and annual costs due to the proposed rule. The
magni tude of any costs woul d depend on the specific prevailing wage
rate for conputer programrers in the respective countries. W note that
foreign establishnments woul d al so experience sone increase in costs
because of the proposed rule. OMB Circular A-4 allows for the
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consideration of regulatory costs to foreign establishnents, and
requires such an analysis if the costs are significant. However, the
relatively small marginal costs of the proposed rule and the
undertainty of the effect, if any, on consuner prices convinced us to
limt the analysis on the costs to donestic establishnents and
conpani es.

b. Pharmacies. W believe that retail pharmacies (that woul d not be
required to register or list) would generally be unaffected by the
proposed rul e because nost pharmacy processing systens do not use the
i nternal conponent of NDC codes. |In those cases where pharnacies use
t he conponents, we believe software vendors will make any appropriate
revi si ons.

However, ERG found that |arge pharmacy chains were concerned about
possi bl e changes in NDC nunbers. Sone |arge chains use the current NDC
nunbers for the adjudication of clainms. (" Adjudication'' refers to the
process by which pharnmaci sts submt reinbursenent clains to custoner
health plans.) Most formularies are built and nai ntai ned by PBMs or
i ndi vi dual State Medicaid plans, but the chains have noted an increase
in smaller plans that are maintained by individual retail stores. In
order to serve these small, local insurance plans, data entry staff at
the participating stores enter NDC nunmbers of the requested drugs using
“"wild card'' synbols (such as asterisks) to indicate that any nunber
in the wild card position is acceptable. For exanple, the package code
of an NDC nunber may be entered as a wild card

[[ Page 51331]]

synbol to indicate that any package or strength of the indicated
product is acceptable for reinbursenent under that specific insurance
plan. This ability allows data entry clerks to add groups of products
qui ckly.

The proposed assignment by us of product codes and package codes
could affect this practice. Several executives in the chain drug
i ndustry asserted to ERG that this change would result in possibly
hiring as many as four additional data entry clerks. Although other
respondents felt that this claimoverstated the expected increased
effort, they could not provide alternative estimates. According to the
BLS, the annual salary for a data entry operator in 2003 was $33, 240
pl us about 38 percent in benefits. W have used approxi mately $50, 000
per year as typical annual conpensation for this industry. Therefore,
using this estimate of additional staff, each affected chain would
experience an increased annual cost of $200,000 (4 additional clerks x
$50, 000) .

According to the National Wol esal e Drug Associ ation, there are 25
| arge chain headquarters offices of corporations that operate at | east
35 separate retail drug store outlets. ERG expects that only 10 percent
of these corporations would potentially be affected by the proposed
rul e because relatively few chain stores use software that enables the
use of ""wild card'' data entry for portions of the NDC nunbers. This
results in total industry annual operating costs of $500,000 (25 |arge
chain operations x 0.10 x $200, 000).

c. Pharmaceutical benefit nmanagers. PBMs are the entities that
build fornul aries and adj udi cation services for insurance plans. The
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software used for these services usually makes use of the NDC nunber.
For exanple, when a PBMbuilds a fornulary for an insurance plan, the
data entry staff may enter the NDC nunbers of the selected drugs into
processi ng software. As discussed previously in the section on the
expected effect on retail pharmacy chains, wild card synbols may be
used to indicate that any nunber in the position of the wild card
synbol is acceptable to the fornulary and, thus, reinbursable. This
practice works in cases where the product code of the NDC nunber is in
sequence. In sone cases, only the | abeler code may be entered and wild
card synbols are used for the rest of the NDC nunber to signify that
any product fromthat conpany (i.e., nmanufacturer, repacker, rel abeler,
or private |label distributor) is acceptable. This use of wild card
synbols allows data entry clerks to quickly add groups of products, and
according to respondents of ERG interviews, saves substantial tine.
Several managers of PBMs suggested that manual entry of all NDC nunbers
woul d be simlar to those of pharmacy chain operators and could result
in hiring as many as four additional enployees (FTEs) per year. Using
the BLS data, the annual salary of $33,240 and industry benefits of
approximately 38 percent of salary results in typical conpensation of
around $50, 000 per FTE. If so, then increased costs to PBMs woul d be
approxi mat el y $200, 000 per year per affected PBM (4 additional clerks x
$50, 000) .

However, not all PBMs would be affected by this change in NDC
nunbers. In discussions with ERG only one supplier of adjudication
software was identified as providing the "“wld card'' feature. This
provider estimated that his clients constituted about 10 percent of the
i ndustry, so we have assuned that about 10 percent of the PBMs use this
feature. Therefore, ERG has estimated that only 10 percent of PBMs
woul d |i kely experience increased costs because of the proposed rule.
ERG identified 76 PBMs for a 2001 profile of the prescription drug
whol esaling industry (Ref. 4). Using this estimte, annual costs of the
proposed rule for this industry segnment are estinated to be $1.5
mllion (76 PBMs x 0.10 affected by the proposed rule x $200, 000).

d. Gher entities. ERG exanm ned the potential effect of the
proposed revisions to the NDC nunber on hospitals, conpendi um
conpani es, whol esal ers/distributors, group purchasers, State Mdicaid
agenci es, physician offices, and dental offices. None of these sectors
were identified as being significantly affected by the proposed rule.
These sectors nmaintained that as |Iong as the NDC nunber nmaintained its
format, any adjustnments would be mnimal. In particular, respondents
asserted that preservation of the | abeler code in the NDC nunmber woul d
be sufficient for many of these users of NDC nunmbers. Ot her users of
the NDC nunbers (such as hospitals) are expected to be able to
accomodat e any changes w thout major nodifications to their data

systens.
e. Total costs of NDC nunber revision. Overall, we expect that
revising the process by which NDC nunbers are assigned will have a one-

time cost during the first year of $3.8 mllion and annual, recurring
costs of $3.2 million.
2. O her Costs of the Proposed Rul e

Potential costs of the proposed rule also include: (1) The costs
and cost savings for obtaining NDC nunbers and recurring el ectronic
registration and |isting subm ssions; (2) the costs of |abel revisions
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for sone drugs to include NDC nunbers; (3) the costs of setting up

el ectroni ¢ subm ssions of registration information, listing

i nformati on, and content of |abeling; and (4) the costs of continuing
t he subm ssion of content of labeling. In addition, discussions with

i ndustry reveal ed two areas of potential concern that are not specific
costs of the proposed rule. The first area of concern is potenti al
delay in the assignnent of NDC nunbers, and the second area of concern
is the use of repacker or rel abel er NDC nunbers on drug | abel s (rather
than the manufacturer's NDC nunber) and the effect on negoti ated

rei mbursenments with third-party payers, including CVS.

a. Costs and cost savings for obtaining NDC nunbers and recurring
el ectronic registration and listing subm ssions. This category consists
of eight types of identified costs or cost savings:

Costs for prospectively obtaining NDC nunbers for hunan
prescription drug products, human OTC drug products, anina
prescription drug products, animl OTC drug products, and active
phar maceuti cal ingredients.

Costs for electronic subm ssion of new drug |istings.

Costs for electronic subm ssion of changes to drug
listings.

Costs to certify no drug listing changes.

Costs for drug product salvagers to list.

Costs to register new establishnments el ectronically.

Costs to review and update establishnent registration
el ectronically, including certifying no changes.

Costs to obtain user accounts from FDA

Currently, manufacturers, repackers, relabelers, and drug product
sal vagers regi ster establishnents and (except for salvagers) list their
drugs. This can be a tinme-consum ng procedure involving different forns
that collect data for later conputer entry. Forns nust be conpl eted by
hand and changes to information to be submtted to us require that the
entire form be redone.

Wth el ectronic subm ssion of this information under the proposed
rule, information may be keyed in and any changes may be made to the
information submtted. Information would not have to be resubmtted
each tinme. We expect the proposed rule will result in substantial tine
and cost savings in the use of electronic subm ssions.

New NDC nunbers for drugs: ERG used FDA drug listing data to
determ ne that over 11,000 new donestic drug
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listings occur each year (foreign drug listings are not counted in this
analysis). The tinme required to submt information and coordinate with
FDA for an NDC nunber is estimated to be 0.5 hours per drug
(incremental to the tine required for a firmto assign NDC nunbers to
t hensel ves.) The BLS reports that the conpensation (including benefits)
for a md-level manager within this industry is $51.73. W expect the
annual cost to obtain NDC nunbers for new drugs to equal about $0.3
mllion (11,000 new drug listings x 0.5 hours x $51.73 per hour.)

El ectroni c subm ssion of new drug listings: Currently, it takes
approximately 2.5 hours to conpile, copy, and mail drug listings to
FDA. The annual cost for this activity is currently $1.4 mllion
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(12,000 drug listings x 2.5 hours x $51.73 per hour.) W expect that
this activity will only require approximately 1 hour per drug listing
if submtted electronically under the proposed rule. The annual cost
woul d then be $0.6 mllion (11,000 new drug listings x 1 hour x $51.73
per hour.) Electronic subm ssion of drug listings would result in
annual cost savings of $0.8 mllion.

El ectroni c subm ssion of changes to drug listings: Currently, any
changes to drug listings entail that the entire form be redone by hand.
Therefore, approximately 2.5 hours is currently required to conpile,
copy, and mail any change to FDA. FDA's drug listing data estimte that
there are approxi mtely 36,000 changes to donestic drug listings each
year. The current cost of this activity is $4.7 million (36,000 annual
changes x 2.5 hours x $51.73 per hour.) Electronic subm ssion of
changes is expected to require only 0.5 hours per subm ssion. The
expect ed annual cost of using el ectronic subm ssions would be $0.9
mllion (36,000 annual changes x 0.5 hours x $51.73 per hour).

El ectroni ¢ subm ssion of changes to drug listings would result in
annual cost savings of $3.8 mllion.

El ectronic certification of no drug |isting changes: As discussed
earlier in this docunent, there are 83,600 donmestic drug listings that
nmust be reviewed twice a year to certify that there are no changes to
the listing. There are approxi mtely 36,000 annual changes to donestic
drug listings, so we expect 131,200 annual certifications ((83,600 drug
listings x 2 annual reviews)--36,000 changes). The tinme required to
el ectronically certify that there have been no changes is not expected
to be nore than 0.25 hours (15 mnutes.) The total cost of
certification of no drug listing changes is $1.7 mllion (131, 200
annual certifications x 0.25 hours x $51.73.)

Drug product sal vagers: According to industry experts, only about 5
percent of all listed drugs may be sal vaged during any year. According
to our listing data, there are approxi nately 83,600 donestic drug
listings (foreign listings are not counted here), so approximately
4,200 donestic drugs are estimated to be sal vaged each year (83,600 x
0.05.) Since the original manufacturer usually acts as the sal vager,
under the proposed rule, the original drug listing would be avail abl e
el ectronically and could be easily copied to produce the drug listing
for the sal vaged drug. W expect that copying and submtting that drug
listing (or withdrawal) woul d take 0.167 hours (10 m nutes) and result
in total annual costs of only $36, 000 (4,200 sal vaged drugs x 0.167
hours x $51.73 per hour.)

El ectroni c subm ssion of new establishment registrations: According
to our registration database, there are an average of approxinately
1,100 new sites registered each year, of which about 900 are donestic.
The current registration process for new establishnments takes 2.5
hours. The annual cost to register new establishnents is about $0.1
mllion (900 new donestic registrations x 2.5 hours x $51.73 per hour).
The proposed rule will require new registrations to be done
el ectronically and we expect this will take approximtely 1 hour per
regi stration. The cost of registering new establishnents with the
proposed rul e woul d equal about $47,000 (900 new donestic registrations
x 1 hour x $51.73 per hour.) The use of el ectronic subm ssions for new
establ i shnents would result in cost savings of about $0.1 mllion.

El ectronic review and update of establishnent registration: There
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are currently 9,700 donestic registered sites that nust reregi ster each
year, including certification of no changes to their registration

i nformation, and there are about 1,500 annual updates to donestic
registration fornms. The current estimate for this activity is 2.5 hours
per submission for a current cost of about $1.4 million ((9, 700

regi stered sites + 1,500 annual updates) x 2.5 hours x $51.73 per

hour). W expect each annual registration will take 0.5 hours and each
anendnent will be expedited and take only 0.25 hours under the proposed
rule. Annual registration would have a cost of about $0.3 mllion
(9,700 registered sites x 0.5 hours x $51.73 per hour). FDA has
estimated that expedited updates of changes to registration under the
proposed rule would require only 0.25 hours (15 m nutes) per update.
The cost of this activity under the proposed rule would be only $20, 000
(1,500 annual updates x 0.25 hours x $51.73 per hour.) This includes
the costs to review and certify that there are no changes to
registration information. The proposed rule is expected to result in
annual cost savings of $1.1 million fromelectronic review and update
of establishment registration.

FDA user accounts: Prior to submtting electronic registration and
listing information, the proposed rul e requires manufacturers,
repackers, rel abelers, and drug product salvagers to obtain a user
account from FDA. The proposed rule has us contacting each
manuf acturer, repacker, rel abeler, and drug product sal vager to request
information to establish an account. FDA data suggest that 8,300 such
requests woul d be made, based on primary registrants, of which 6,700
woul d be donestic firns. We expect each request to take about 0.25
hours (15 minutes.) The total one-tinme cost of this requirenent is
about $0.1 million (6,700 conpanies x 0.25 hours x $51.73 per hour.)

Total cost savings of electronic registration and listing: Overall,
the proposed rule is expected to result in annual cost savings of
approximately $3.8 million due to el ectronic subm ssion of registration
and listing information. There is a one-tine cost of $0.1 mllion for
obt ai ni ng FDA user accounts.

Some manuf acturers expressed concerns about potential tine |ags due
to our assignnent of product codes and package codes, but the
el ectroni c process should provide for pronpt responses to requests for
NDC nunbers from FDA. Al so, manufacturers conmented that if |abeler
codes nust be consolidated across subsidiaries or divisions, additional
costs woul d occur

We do not anticipate that we will receive requests for waiver of
the requirenment to submt registration and listing informtion
el ectronically. However, if we receive waiver requests, we do not
expect the costs to exceed those that would be incurred by paper
submi ssion of the information.

b. Costs of l|abel revisions to include NDC nunbers. The proposed
rule woul d require that appropriate human-readabl e NDC nunbers appear
on the labels of all drugs that are required to be listed, including
bi ol ogi cal products and active pharmaceutical ingredients.

Prescription human drugs: Many manufacturers, repackers, relabelers
and private | abel distributors, particularly those subject to the
regul ati on addressi ng bar code | abel requirenments (°  Bar Code Labe
Requi renents for
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Human Drug Products and Human Bi ol ogi cal Products''; 69 FR 9120,
February 26, 2004), already voluntarily include the NDC nunber in
human-r eadabl e form under the barcode representation, as space pernits.
This proposed rule would require the appropriate human-readabl e NDC
nunber to appear on drug | abels for drugs subject to the listing

requi renments. Sonme packaging lines for prescription drugs have al ready
been retooled to accombdate the unit-of-use requirenent as set forth
in the bar code rule. The costs of retooling these package |ines have
been anal yzed in the bar code rule. However, we still expect as many as
60 percent of all prescription separately packaged drug products\12\ to
be revi sed because of the proposed rule.

\ 12\ The nunber of separately packaged drug products is the
nunber of drugs tinmes the nunber of dosage forns tines the nunber of
concentrations tinmes the nunber of package sizes. There are
currently about 78,000 separate donestic prescription separately
packaged drug products based on NDC number |istings.

Currently, human-readabl e NDC nunbers appear with an ~"N ' or
""NDC ' prefix. The proposed rule would require use of only the "~ NDC'
prefix. In addition, there are classes of prescription drugs that are
exenpt fromthe bar code rule that would be subject to the requirenent
in this proposed rule (i.e., that the drug | abels for drugs subject to
listing requirenents bear the appropriate NDC nunber in human-readabl e
form. There are sone products (e.g. allergenic extracts) that do not
currently print NDC nunbers on | abels that woul d be obligated to do so
under the proposed rule.

We | ack specific data on the proportion of affected |abels, but
bel i eve that 50 percent would be revised to include the "~“NDC ' prefix
and an additional 10 percent may be accounted in one of the other
categories. (Al though the exact proportion of |abels affected by this
provi sion is unknown, we expect between 25 and 75 percent of all drug
| abel s to require revisions. W have assuned that 50 percent of all
| abel s will be affected for analytic purposes.) Therefore, ERG
estimated that 46,800 separately packaged drug products woul d need
revi sed rel abel s under the proposed rule.

Prescription drugs would be required to have revised | abels that
i ncl ude appropriate human-readabl e NDC nunbers within 3 years of the
effective date of the final rule. Therefore, increnmental regulatory
costs would occur for any product |abel not revised during routine
| abel changes that nmay occur during the 3-year period. (ERG has assuned
that no increnmental cost occurs if required | abel changes occur during
ot her | abel revisions.) FDA has exam ned a nunber of prescription drug
files and found that prescription products are sonetines revised as
frequently as once a year. However, sone prescription products rarely
have | abel revisions in response to market conditions. W have assuned
that 25 percent of prescription drug | abels would not be revised during
the 3-year inplenmentation period in the absence of the proposed rule,
or 11,700 separately packaged drug products.
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ERG has estimated wei ghted | abel revisions as costing an average of
about $1, 600 per separately packaged product (Ref. 5.) The cost of
revising prescription human drug |abels to include NDC nunbers is
estimated to total $18.7 million (11,700 separately packaged drug
products x $1,600 per |abel revision.) However, these costs are not
expected until 3 years after the inplenentation of the final rule
because conpani es woul d not know if there would be market driven | abel
changes and therefore wait until the end of the inplenentation period.
The present values of the cost of these |abel revisions are $17.1
mllion (using a 3-percent annual discount rate) and $15.3 mllion
(using a 7-percent annual discount rate.)

OTC human drugs: FDA has estimated that only 30 percent of al
human OTC separately packaged products currently have human-readabl e
NDC nunbers printed on | abels. However, the proposed rule allows for a
7-year inplenmentation period for OIC drugs to include NDC nunbers on
| abel s. Based on previous studies of the OIC drug industry (Ref. 5),
ERG has estimated that virtually all OIC drugs have | abel revisions
wi thin 6-year periods. Label changes over this period are nostly
notivated by marketing trends and because anple space is usually
avai |l abl e on nost OTC | abel s, the inclusion of NDC nunbers could be
accomodat ed during these revisions at mninmal additional cost.

However, ERG discussions with industry contacts rai sed concerns
about the new | abel requirenents as they apply at the OIC unit-of-use
| evel (e.g., blister packs). Mst drugs nmarketed as units-of-use,

i ncludi ng those subject to the bar code rule, would require | abel
changes, but not changes to packaging or printing equipnent, and are of
sufficient size to acconmopdate human-readabl e NDC nunbers. However,
sonme packaging lines for unit-of-use OIC products not subject to the
bar code rule mght need to be retool ed to accommodat e human-readabl e
NDC nunbers. These nodifications are expected to be fairly chall engi ng
and the costs of applying NDC nunbers to blister packs would be in
addition to normal |abel revisions. ERG discussed the costs of these
changes and found that line retooling costs to be approxi mtely 150
percent of a normal |abel revision, or $2,400 for each affected drug.

| ndustry consultants estimated that as many as 5,000 units-of-use
packaged OTC human drugs could be affected. The cost to | abel units-of-
use drugs is $12.0 mllion (5,000 drugs x $2,400 per drug). Unlike
voluntary | abel revisions, manufacturers are not expected to routinely
retool production lines during the inplenentation period. Therefore,

af fected conpani es are expected to upgrade lines during the 7-year

i npl ementation period with an industry cost of $1.7 m|lion each year.
The present values of this cost are equal to $10.6 mllion (using a 3-
percent annual discount rate) and $9.2 million (using a 7-percent

di scount rate).

Prescription and OIC ani mal drugs: ERG estinmated that each of the
2,100 registered donmestic animal drug sites produce 4 separately
packaged drug products and that normal | abel revisions occur at the
same rate as for human drugs. In addition, industry consultants have
estimated that approxinmately 40 percent of animal drugs currently have
readabl e NDC nunbers on | abel s and woul d not be affected by the
proposed rule. Thus, ERG expects that of the 60 percent of |abels that
woul d need revisions, 75 percent would be revised in the normal course
of business during the 3 years after inplenentation of the final rule.
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Therefore, a total of approximately 1,300 animal drugs would require
revised | abels to include human readabl e NDC nunbers (both prescription
and OTC) (2,100 sites x 4 separately packaged products x 0.6 needing
| abel revisions x 0.25). Using a weighted cost per |abeling revision of
$1, 600, the cost during the third year to the industry of applying NDC
nunbers to |l abels due to the proposed rule would be $ 2.1 mllion
(2,100 separately packaged products x $1,600 per |abel change). The
present value of this cost is $1.9 mllion (using a 3-percent annua
di scount rate) and $1.7 million (using a 7-percent discount rate). W
do not believe there will be costs associated with retooling package
lines for aninmal drugs.

Active pharmaceutical ingredients. Active pharmaceutica
I ngredients woul d be required to bear appropriate human-readabl e NDC
nunbers on drug | abels under the proposed rule. Currently, many active
pharmaceutical ingredients are shipped with bills of
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| ading that are prepared for each shipnment and an NDC nunber coul d be
easily added for a negligible increnental cost. For the purposes of
this analysis, we have assuned that 50 percent of all active
pharmaceutical ingredients will be required to add human-readabl e NDC
nunbers as a result of this proposed rule. According to FDA's current
registration and listing data, there are about 4,300 donestic bul k drug
substances so about 2,150 are expected to require | abel changes because
of the proposed rule. The costs of providing |abel changes for active
pharmaceutical ingredients are assuned to be equal to the cost of |abel
revisions for prescription drug products, or $1,600 per revised | abel.
The total cost of revising active pharmaceutical ingredient |abels is
$3.4 million (2,150 | abels x $1,600 per |abel). W have no data on
voluntary | abel revisions for active pharmaceutical ingredients and
have assuned that the revisions will occur throughout the

i mpl enentation period (approximately $1.1 million per year). The
present values for this cost are $3.2 million (using a 3-percent annual
di scount rate) and $3.0 million (using a 7-percent annual discount
rate).

Total costs of |abel revisions. The overall increnental costs of
| abel revisions under the proposed rule have present val ues of $34.0
mllion (using a 3-percent annual discount rate) and $30.3 million
(using a 7-percent discount rate).

c. Costs of setting up electronic subm ssion of registration,
listing, and content of |abels. The proposed rule would require
manuf act urers, repackers, rel abelers, and drug product sal vagers of
drugs, including human and ani mal drug products, active pharmaceuti cal
i ngredi ents, and biol ogical products to register establishnents, |ist
drugs, and, for manufacturers, to provide the content of | abeling
el ectronically using specific software. Mst, but not all,
manuf acturers of human prescription drug and bi ol ogi cal drug products
are already subject to requirenents to submt content of labeling in
el ectronic format, but manufacturers of OTC nonograph and ani mal drug
products not currently subject to these |abeling requirenents would not
necessarily have this software. The current requirenent to submt
content of labeling in electronic formdoes not extend to repackers and
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rel abel ers. In addition, active pharmaceutical manufacturers producing
i ngredients for OTC drug products nmay not have the correct software to
submt registration and listing information el ectronically.

According to discussions with industry consultants, approxi mately
75 percent of drug product manufacturers market only OTC nonograph
products. Using U S. Census estimates of the industry, we believe about
550 firnms woul d need to purchase needed software for el ectronic
submi ssions for content of |abeling. We note that this estimate is
based on the first | evel of ownership and does not account for nultiple
| ayers of corporate hierarchy. W surveyed a range of prices for
software (such as Adobe Acrobat Standard, for exanple) that woul d be
expected to be used in a professional environment. The estimted price
of this software is approximtely $250, with sonme variance for the
specific desired features and sophistication. W note that this cost
represents the marginal difference between any current software and new
software with the capability to work with assi gned NDC nunbers, and is
an increnental cost of the proposed rule. After discussing this
estimate with industry |IT personnel, we expect $250 to represent a
reasonabl e cost of software acquisition. In addition, training for 2
enpl oyees is expected to cost $150 per enployee. Training is expected
to require 6 hours for each enpl oyee at a cost of $51.73 per hour
(based on fully | oaded BLS wage rates for md-1evel managenent within
this industry). The total cost per firmis about $1,000 ($250 + (2
enpl oyees x $150) + (2 enployees x 6 hours x $51.73) for a total cost
to the OTC nonograph industry for software acquisition and training to
be $0.6 million to submit content of |abeling electronically.

W expect simlar costs of $1,000 would accrue for all 350
conpani es that are predom nantly involved in nedicinal and bot ani cal
manuf act uri ng (Census, 2004), which includes active pharnaceutica
i ngredi ent manufacturers, in order for these conpanies to
electronically submt registration and listing information. According
to Smal |l Business Administration data, as well as industry consultants,
there are approxi mtely 250 repackers and rel abel ers that serve the
pharmaceutical industry. Each of these entities would require software
and training in order to register and list. Finally, there are 80 firns
that, according to U S. Census data, predom nantly or secondarily
manuf acture ani mal drugs that would require software and training to
electronically submt content of |abeling. The total costs of software
acquisition and training for these segnents is an additional $0.7
mllion ((350 active pharnmaceutical ingredient manufacturers + 250
repackers and rel abel ers + 80 ani mal drug manufacturers) x $1, 000).

The overall cost of software acquisition and training under the
proposed rule is $1.4 mllion.

d. Costs of continuing subm ssions of content of |abeling.
Addi ti onal costs mght be incurred to submit the increnental content of
| abeling for a small proportion of drugs for which there have been
| abel i ng changes. The content of | abeling, as described el sewhere in
this proposal, nust be submtted electronically. Mkers of active
pharmaceutical ingredients are not affected by this provision because
they woul d not be expected to submt content of |abeling
el ectronically.

For affected OTC drugs, we have assuned that two content of
| abel i ng subm ssions per listed drug will occur twice a year to account
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for the possibility of nultiple dosage forns and concentrations in a
product line. Animal products are expected to have an average of 1.5
content of | abeling subm ssions per product twice a year. According to
our drug listing system there are about 30,400 donestic OIC drugs and
about 4,200 donestic animal drugs. Using the assunption that each

subm ssion would entail 0.25 hours (15 mnutes), and using the industry
wage rate of $51.73 per hour, the annual cost of this provisionis $1.7
mllion ((((30,400 donmestic OIC drugs x 2 content of |abeling
submttals) + (4,200 donestic animal drugs x 1.5 content of |abeling
submittals)) x 2 times per year) x 0.25 hours per subm ssion x $51.73
per hour).

e. Delays in NDC Assignnment. W understand from di scussions with
manuf acturers that many manufacturing processes are dependent on tinely
assi gnment of NDC nunbers. According to industry consultants, before
drugs can be mass-produced, manufacturers of both prescription and OIC
drug products need to know the NDC nunmber for the production run.
Currently, manufacturers control the assignnent of NDC nunbers once
they have a | abeler code, so this is not a problemthat could affect
the production process. There is concern about delays in production
because new NDC nunbers assigned by us might not be tinely froma
manuf acturer's viewpoint and could result in major costs.

However, in discussions with several manufacturers, coments to ERG
reflected that if the assignnent of NDC nunbers by FDA was done
el ectronically and transmtted to the conpanies electronically, there
woul d |ikely be a negligible inpact on operations. Since FDA intends to
assign and transmt NDC nunbers
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electronically, we do not believe this provision would result in
additional costs to industry.

f. Effect of the proposed rule on third-party reinbursenent. Under
t he proposal, repackers and rel abel ers would not be allowed to use the
manuf acturer's human-readabl e NDC nunbers on their drug | abels. Many
conpani es noted that reinbursenent arrangenents are contracted between
drug manufacturers and third-party payers (including Medicaid prograns)
that provide for rebates for sales of a manufacturer's drug. Mbst
rei mbur senent plans use NDC nunbers as the appropriate billing code,
and repackers and rel abelers note that they are not part of the
negoti ated rebate plans between nmanufacturers and third-party payers.
Repackers and rel abelers further claimthat profit margins for their
firmse will not allow for such reinbursenents. Thus, the process of
negotiati ng these paynents woul d be affected by the proposed rule, but
we did not estimate the outcone of future negotiations.

g. O her potential costs. The proposed rule m ght have ot her
I npacts on various industry sectors. For exanple, the rel ationships
bet ween drug nmanufacturers and private | abel distributors nay be
al tered because of the proposed registration, listing, and NDC
requi renments. Sone industry sources have asserted that the proposed
rule may make private | abel distributors unprofitable and that
manuf acturers would directly supply drugs to retailers. W are unable
to assess this inmpact, and are unsure whether it would, in fact, result
in market inefficiencies, but note that there would |Iikely be changes
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in the current rel ationships between these sectors. W specifically
request comment on any econom c inpact the proposal would have on this
rel ati onshi p between drug manufacturers and private | abel distributors.
3. Costs to FDA for Inplenmenting the Proposed Rul e

We do not expect a major increase in the need for interna
resources associated with the proposed rule. Activities related to the
assi gnment of NDC nunbers are expected to be equivalent to our current
activity of receiving notifications fromindustry and manual |y
i nputting the information into our databases. Simlarly, we expect any
i ncreased wor kl oads caused by increased subm ssions of registration or
listing information or content of |abeling to be approximtely
equivalent to the internal reduction in workload fromelectronically
updati ng our databases. The dat abase of NDC nunbers for marketed drugs
woul d require mai ntenance and updating to ensure the quality of the
data, and we woul d make this database avail able for other users, but
the costs associated with activity have been accounted for in previous
rul e-maki ng (see Bar Code Label Requirenents for Human Drug Products
and Human Bi ol ogi cal Products, 69 FR 9120 at 9156). The registration
and listing information will also be included in the database and we do
not expect any additional costs to be associated with maintenance of
this informtion.

However, the requirenent that manufacturers, repackers, relabelers,
and drug product sal vagers obtain a user account fromus would require
i ncreased use of our resources. W have estinmated that 6,700 entities
woul d be contacted in order to provide themw th their user accounts,
and that each contact would require 0.25 hours (15 mnutes). This would
require about 1,600 hours of FDA resources, or about 0.8 FTEs. The
current wei ghted cost per FTE is approxi mately $120, 000, so the one-
time cost to FDA for providing access codes for the proposed rule would
be approximately $0.1 mllion.

4. Total Costs of the Proposed Rule

Table 3 shows the initial investnent costs and annual costs of the

proposed rul e over a 10-year period by cost category.

Tabl e 3.--Undi scounted Costs of Proposed Rule by Category (in MIIlions

of Dol Il ars)
Initial Investnent/One
Cost Cat egory Ti me Annual Cost s/ Recurring

Si ngl e Met hod of $3.8 $3.2
Assi gni ng NDC Nunbers

El ectroni ¢ Drug $0. 2 (-$3.8)
Regi stration and

Li sting

Label Revi sions $36.2  a-----
Sof tware Acqui sition $1.3 a-----

and Trai ni ng

Continued CO..  eeeaa-- $1.7
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Subm ssi ons

Tabl e 4 shows the expected expenditures per year for the eval uation
period and includes total present val ues based on 7 percent and 3
percent discount rates. Recurring costs include the retooling of OIC
packagi ng systens to provide NDC nunbers for units-of-use during the
first 7 years of the proposed regul ation

Table 4.--Costs per Year for the Proposed Rule (in MIlions of Dollars)

Year One-Tinme Costs Recurring Costs
r .1 s.1
> s2.8 s.1
s s23.7 s.1
. s.7 s.1
s s.7 st.1
s s.r s.1
2 s.s s.1
s - s.1
o - s.1
0 - s.1
Present Value 3%- s..1 3%- s0.4
""""""""""""" 7%- $33.0  1%- .7
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Aver age annual i zed costs of the proposed rule are estinmated to be
$5.6 mllion using a 3 percent annual discount rate or $5.8 mllion
using a 7 percent annual discount rate.

F. Benefits

Benefits of the proposed rule will result because the inproved
processes in the proposed regul ati on woul d generate up-to-date,
conpl ete nedi cation information, including NDC nunbers, to support a
growi ng nunber of nedical and health information technol ogy
initiatives. The potential benefits of these initiatives are
significant. For exanple, the final regulation that required bar coded
NDC nunbers on sone human drugs and biol ogi cal products (69 FR 9120)
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estimated benefits of approximately $5 billion per year for the

avoi dance of over 500,000 adverse drug events associated with

nmedi cation errors. These benefits are dependent on correct and uni que
NDC nunbers being read by scanners at patient bedsides. The | ack of
accurate NDC numbers may del ay the acceptance of this technol ogy and
decrease the potential patient benefits. W have estimated that if the
| ack of reliable NDC nunbers woul d delay the rate of technol ogica
acceptance by 1 year, the potential benefits of the bar code regul ation
woul d be reduced by about $600 million per year and an average of
25,000 additional adverse drug events woul d occur.

We believe it is critical to other patient safety initiatives, such
as DailyMed or electronic prescribing, that a reliable and consi stent
NDC nunbering system be in place. The potential benefits of these
initiatives could be simlar to the benefits of the bar code rule, and
any delay in inplenenting these prograns because of the |ack of
el ectronic access to reliable identifying information could seriously
limt their inpacts.

The proposed rule would all ow i ncreased access to information in
our databases. |Increased use of these databases to efficiently treat
patients would rely on the availability of information el ectronically.
A key el enment for encouraging the use of technology to ensure public
health will be the assurance that NDC nunbers are uni que and accurately
identify drugs. The proposed rule woul d acconplish this by making
assi gnment of NDC nunbers our responsibility, rather than a
responsibility diffused throughout the industry. In addition, by
ensuring that these NDC nunbers are avail able in human-readabl e fornmat,
patients and others would be able to access inportant patient safety
information fromthe Dail yMed system the NDC Directory, or other drug
i nformation el ectronic systens wi thout the use of bar code scanners.
Human- r eadabl e NDC nunbers woul d all ow patients to report any adverse
events easily and ensure that our adverse event reporting systemis as
accessi bl e as possible. Al so, the human-readabl e NDC nunber woul d
enable us to trace the origin of each product (a particularly inportant
i ssue when dealing with recalls or drug quality issues) and nore easily
identify drug products and their sources (this is particularly
i nportant when dealing with inmport and counterfeiting issues). W
specifically request comrents on quantitative benefits resulting from
the requirenment that the NDC nunber be included on the drug | abel.

The proposed rule would increase the efficiency of the registration
and listing process by elimnating nost paper subm ssions. W woul d be
able to review the submtted information nore quickly and contact
submitting firns inmediately if any additional information were needed.
The resulting dat abase of registered establishnents and |isted drugs
woul d provide the basis for increased patient safety by being conplete
and up-to-date. For exanple, an electronic database of drugs would
allow for tinely notification of any recalls of unsafe drugs and
identification of affected manufacturers, repackers, relabelers, or
drug product sal vagers.

By changi ng the way that NDC numbers are assigned, we woul d
I ncrease the confidence that each drug bei ng manuf actured, repacked, or
rel abel ed for comercial distribution has a unique identifier that we
have assigned. After we have introduced increased oversight for new
product codes and package codes, the |ikelihood of unsafe counterfeit
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drug products entering the supply chain woul d decline because woul d-be
counterfeiters would be unsure of nunerical sequences used for NDC
nunbers. Qur assignment of NDC nunbers woul d reduce the possibility of
duplicate nunbers appearing in various nedi cal and rei nbursenment

dat abases. Currently, firnms have been reusing NDC nunbers at tines

W thout informng us, and this practice has added uncertainty into

t hese systens. There has been reported confusi on about coverage of
drugs for reinmbursenment and our control of the NDC system woul d ensure
that only qualified drugs are subject to reinbursenent.

In addition, the current NDC nunmber nakeup (using dashes to
di stingui sh between the conponents) allows for potential duplicate
nunbers when the dashes are not read by scanners readi ng NDC nunbers
encoded in bar codes. This happens because the conponents used to
i ndi cate | abel er codes, product codes, and package codes are of
differing lengths, and are currently separated by hyphens. If those NDC
nunbers are barcoded, the differing conponents nmay | ead to duplicate
nunbers since bar code scanners don't read hyphens. This woul d not
happen under the proposed rule.

Al t hough we know that the proposed rule will result in significant
benefits, we are not able to quantify these benefits. W are confident
that nmoving to electronic registration and listing processes, as well
as assignment of NDC nunbers, woul d encourage devel opnent of technol ogy
in the delivery of health care. We know that the successful devel opnent
of nmedical and health information technology initiatives (such as the
Dai | yMed, bar code | abel, and the electronic prescription drug program
described below) will depend in large part on an accurate, reliable NDC
nunber and that this proposed rule would further that devel opnent.
Therefore, there are real benefits associated with the proposed changes
to the NDC nunber and the NDC nunber assignnment process. However, we
are not able to quantify those benefits because they rely in part on
further devel opnment of technology initiatives. Simlarly, there are
significant benefits associated with the proposed changes to the
collection of registration and listing information. For exanple, ready
access to conplete and accurate registration and listing information
hel ps to ensure the success of many of our programs, such as
post mar keting surveillance (including FDA inspections), bioterrorism
initiatives, responses to drug shortages, and user fee assessnents. W
know there are benefits associated with the efficiencies achieved by
I nproved access to nore conplete information, but we are not able to
quantify those benefits.

W al so note that continuation of a paper registration and |isting
systemis likely to act as a deterrent to investnent in new
initiatives. As discussed earlier in this docunent, the recently issued
final regulation that requires NDC nunbers to be encoded in bar codes
on certain prescription drugs, certain OIC products, and human bl ood
products hel ps to avoid adverse drug events due to nedication errors.
The benefits for that rule would be reduced by as nmuch as $600 nmillion
per year if unique NDC nunbers are not universally available and this
results in delays in the use of this technol ogy. Lack of universa
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identifiers would |ikely discourage investnment in machi ne-readabl e
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t echnol ogy and make access to electronic information difficult.

The proposed rule woul d provi de necessary assurances to health
professionals and patients that they have access to up-to-date | abeling
informati on and that the safety of the drug supply is assured. It would
al so encourage investnent in installed scanners and readers at points
of adm nistration such as hospitals or physician clinics that rely on
this information. The existence of this system may support the
devel opnent of electronic prescribing or other efficiencies in health
care that may save noney and reduce nedication errors that may cause
adverse reactions in patients. The electronic prescription drug program
(el ectronic prescribing) established by the Medi care Mderni zati on Act
pronotes uniform standards that permt (anong other things) electronic
exchange of drug | abeling and drug listing infornmation maintained by us
and by the National Library of Medicine. The goal behind the programis
to reduce transcription and dispensing errors (which, in turn, lead to
medi cation errors) and to prevent adverse drug interactions. The
proposal to assign the NDC nunber, resulting in an accurate and
reliabl e NDC nunber, would also facilitate devel opment of the
Dai |l yMed). The DailyMed is an up-to-date, computerized repository of
medi cation information, including drug product |abeling. The Dail yMed,
mai nt ai ned by the National Library of Medicine in cooperation with FDA
is a newway to distribute current and conprehensive nedi cation
information in a conputerized format for use in health care information
systens. Health care information suppliers will be able to use the
information fromthe DailyMed in their conputer systens, allow ng
provi ders, patients, and the public access to reliable, up-to-date
i nformati on on the nedications they use. The Dail yMed woul d enabl e drug
product users and health care providers to have el ectronic access to
up-to-date information about a drug.

Al t hough the scope of the proposed rule does not extend beyond
registration and listing, the high-quality, electronic database that
woul d result fromthe proposed rule would enable future uses of
technol ogy for the public benefit.

G Smal | Business Analysis and Di scussion of Alternatives

We believe the proposed rule is unlikely to have a significant
I npact on a substantial nunber of small entities. Despite this, we have
prepared an initial regulatory flexibility analysis and invite conment
fromaffected entities.
1. Affected Sectors and Nature of |npacts

The proposed rule would directly affect manufacturers of
pharmaceuti cal and biol ogical products (NAICS 325412 and NAICS 325414),
packagi ng services (NAICS 561910), retail pharmacy chains (NAICS
446110; Pharnmaci es), and prescription benefit managers (NAICS 524292;
| nsurance Plan Adm nistrative Services, Third Party). W assessed data
on these industries fromthe 2002 Econom ¢ Censuses and esti mated
revenues per establishnment. The affected establishnments are shown in
tabl e 2a of this docunent. Although other econom c neasures, such as
profitability, may provide preferable alternatives to revenues as a
basis for estimating the significance of regulatory inpacts in sone
cases, use of any reasonable estinmate of profits would not change the
results of this analysis. As discussed earlier in the Analysis of

http://a257.g.akamaitech.net/7/257/2422/01jan20061800/edocket.access.gpo.gov/2006/06-7172.htm (144 of 195) [05/09/2006 10:36:49 a.m.]



FR Doc 06-7172

Econom c I npacts (see section VI.B of this docunment), we are proposing

this rule in order to inprove the quality and tineliness of information
available to patients and health care professionals. W believe this

i mprovenent would result in inmproved outcomes by providing better uses

of medicines by patients.

a. Pharmaceutical manufacturers (NAICS 325412). The Smal | Busi ness
Adm ni stration (SBA) has defined as small any entity in this industry
with fewer than 750 enpl oyees. According to census data, 94 percent of
the industry is considered small. The average annual revenue for these
small entities is $54.7 mllion per entity. Small entities would be
affected by the proposed rule. W estimate the annualized conpliance
cost for small entities in this industry to average $30,200. This is
about 0.1 percent of their annual revenue. W believe this cost does
not constitute a significant inpact on a substantial nunber of snall
entities in this industry.

b. Biol ogi cal product manufacturers (NAICS 325414). The SBA has
defined as small any entity in this industry with fewer than 750
enpl oyees. According to census data, 97 percent of the industry is
considered small. The average annual revenue for these small entities
is $15.5 million per entity. Small manufacturers of biological products
woul d be affected by the proposed rule. W estinmate the annuali zed
conpliance cost for a small entity in this industry to be $30,200. This
I's about 0.2 percent of their annual revenues. W believe this does not
constitute a significant inpact on a substantial nunber of snall
entities in this industry.

c. Packagi ng services (NAICS 561910). The SBA has defined as snal
any entity in this industry that has less than $6.5 mllion in annual
revenue. On this basis, alnost 94 percent of the industry is considered
smal | . The average annual revenue for snmall entities is $1.4 mllion
per entity. We have not identified specific regulatory costs of
conpliance to this industry. W have no confident data that the extent
of electronic registration and |isting would increase or decrease costs
to these entities. At this point, we tentatively believe the proposed
rule woul d not constitute a significant inpact on a substantial nunber
of small entities in this industry and solicit coment in this area.

d. Retail pharmacy chains (NAICS 446110). The SBA has defined as
small any entity in this industry that has less than $6.5 mllion in
revenue. On this basis, alnost 100 percent of the industry is
considered small. The average annual revenue for snall entities is $3.8
mllion per entity. W expect that sone |arge pharmacy chains with 35
or nore operations would experience increased operating cost of
$200, 000 due to the proposed rule. However, these |arge chains do not
nmeet the criteria for small entities because their annual revenues are
at least $133 nmillion ($3.8 mllion tines 35 outlets). W do not
believe this inpact constitutes a significant inpact on a substanti al
nunber of small entities in this industry.

We do not believe that independent retail pharnacies will be
adversely affected by the proposed rul e because nost pharmacy systens
do not use the internal conmponent of NDC numbers. W found no evi dence
of any inpacts, but specifically request comment on this issue.

e. Prescription benefit managers (NAICS 524292). The SBA has
defined as small any entity in this industry that has |less than $6.5
mllion in annual revenues. On this basis, over 92 percent of the
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industry is considered small. The average annual revenue for snal
entities is $1.6 mllion per entity. We are unable to distinguish PBMs
fromother insurance adm nistrative services, but have used aggregate
i ndustry data. Sone PBMs woul d be expected to experience annual cost

i ncreases of $200,000 due to the proposed rule. This constitutes 12.5
percent of annual revenues for the affected entities. However, of the
11,584 small entities in this industry (there are only 76 PBVMs of any
size) we expect that between 7 and 8 entities would be affected. W do
not believe this constitutes a significant
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i mpact on a substantial nunmber of small entities in this industry.
2. Alternatives

We considered several alternatives to the proposed rule. Each is
di scussed bel ow.

a. Completely reassign NDC nunbers, including existing nunbers. W
consi dered renoving the existing format of the NDC nunber and
reassi gni ng random zed nunbers for all products. W believe this would
i mprove the robustness of the NDC and all ow nore nunbers to be
avai l able for future drugs as well as inprove our industry oversight
responsibilities. However, discussions with industry representatives
suggested that the first-year cost of such an approach could reach nore
than $900 million. Pharnaceutical manufacturers would be required to
conpletely remap the newy assigned NDC nunbers so that existing data
processi ng, rebate, and nmarket anal yses tasks could continue. Wile
i ndi vidual retail pharnacies would not |ikely be affected, chain stores
and PBMs woul d require large internal reprogrammng in order to manage
repaynment options. Additional quality control procedures would be
required to ensure proper reinbursenment. \Wol esalers and distributors
woul d al so require major internal reprogranmng to account for the |oss
of sequential NDC nunbers. For this alternative, each State Medicaid
program woul d require an estinmated $3 mllion to reprogram
rei mbur senent software so that each prescription could be tracked. This
alternative is described in nore detail in Reference 3.

b. Inplenmentation period. We considered (and are still considering)
different inplenmentation periods. Under the proposal, manufacturers,
repackers, and rel abelers of prescription drugs would have 3 years to
provi de NDC nunbers on their |abels, while manufacturers, repackers,
and rel abel ers of OIC drugs woul d have 7 years. W exam ned a total of
25 different inplenentation plans. These plans include prescription
products having between 1 year and 5 years to conply and OTC products
havi ng between 5 years and 9 years to conply with the proposed rul e.
Table 5 shows the difference in average annualized costs between the
current inplenmentation plan and the other 24 conbinations.

Table 5.--Differences in Annualized Costs of Differing Inplenentation Periods (in
MIlions of Dollars; 7 Percent
D scount Rate)

5 Year OIC 6 Year OIC 7 Year QOIC 8
Year OIC 9 Year OIC
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+$1. 2 +$1. 1

-$0.1 -$0.1

-$1.6 -$1.6

There was relatively little difference in changes to the OIC drug
i npl ement ati on period because of the ongoing normal revisions to
| abeling. Only if a 5-year inplenentation period is selected are there
noti ceabl e cost increases. However, shorter inplenentation periods for
prescription products increase costs by about 20 percent for a 2-year
i npl ement ati on period and about 33 percent for a 1l-year period.
Conversely, while longer inplenentation periods would reduce annualized
costs by simlar anpunts, the delay in ensuring that nedica
i nformati on technol ogi es woul d be able to use efficiencies expected
fromthe proposed rule seened high. Therefore, we selected the proposed
i npl ement ati on periods as a reasonabl e bal ance. W solicit public
comment on the proposed inplenentation period and the effect on
expected costs and benefits.

c. Exenption for small entities. W considered exenpting snal
entities, but rejected the alternative due to the relatively nodest
i npact of this initiative on small businesses and the | ack of | abel
standardi zati on that would result. Any potential exenptions to this
proposed rul e woul d be on a product basis, not an entity basis. In
addition, benefits of having a standardi zed identification system would
be reduced by such bl anket exenpti ons.

Qutreach: W will specifically solicit conment from affected snal
entities on the proposed rule.

d. Conclusion. W have anal yzed the expected inpacts of the
proposed rule. This proposal is expected to have average annuali zed
costs of $5.6 mllion (using a 3 percent annual discount rate) or $5.8
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mllion (using a 7 percent annual discount rate). The benefits include
assurance of correct NDC nunbers, which would al so nean correct bar-
coded information, and el ectronic access to inportant product
information for patients that will inprove public health. Despite the
fact that we are unable to specifically quantify patient benefits
directly attributable to the proposed rule, we believe the benefits
woul d be greater than the expected costs and the proposed rule should
be i nmpl enent ed.

VII. Paperwork Reduction Act of 1995

This proposed rule contains collections of information that are
subject to review by the Ofice of Managenent and Budget (QOVB) under
t he Paperwork Reduction Act of 1995 (the PRA) (44 U.S.C. 3501 3520).
""Collection of information'' includes any request or requirenent that
persons obtain, maintain, retain, or report information to the agency,
or disclose information to a third party or to the public (44 U.S. C
3502(3) and 5 CFR 1320.3(c)). The title, description, and respondent
description of the information collection are shown under this section
with an estimate of the annual reporting burden. Included in the
estimate is the tinme for review ng instructions, searching existing
data sources, gathering and nmaintaining the data needed, and conpl eting
and reviewing the collection of infornmation.

W invite coiments on these topics: (1) Wether the collection of
information is necessary for proper performance of FDA s functions,
i ncludi ng whether the information will have practical utility; (2) the
accuracy of FDA's estinmate of the burden of the proposed collection of
information, including the validity of the nethodol ogy and assunpti ons
used; (3) ways to enhance the quality, utility, and clarity of the
information to be
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collected; and (4) ways to mnimze the burden of the collection of
I nformati on on respondents, including through the use of automated
col | ection techni ques, when appropriate, and other forns of information
t echnol ogy.
Title: Requirenents for Foreign and Donestic Establishment
Regi stration and Listing for Human Drugs, |ncluding Drugs that are
Regul at ed Under a Biol ogi cs License Application, and Ani mal Drugs
Description: The proposed rul e would reorgani ze, consolidate,
clarify, and nodify current regul ations on registering establishnments
and listing human and ani mal drugs under part 207, bl ood and bl ood
products under part 607, and HCT/Ps under part 1271. The proposa
descri bes when and how to register and |list and what information nust
be submitted for registration and listing. The proposal nakes certain
changes to the NDC system for drugs and would require the appropriate
NDC nunber to appear on drug |labels (for drugs subject to the drug
listing requirenents). The proposed regul ations would require the
el ectronic subm ssion of all registration and nost listing information
instead of the current use of paper forns.\13\

\'13\ The el ectronic subm ssion of registration and listing
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i nformati on would remain voluntary for bl ood products.

FDA currently reviews conpleted registration and listing forns and
ot her subm ssions required under current parts 207, 607, and 1271. The
information collection for current part 207 is approved by OVB until
Decenber 31, 2007, under OVB Control Nunmber 0910-0045. The information
collection for current part 607 and Form FDA 2830 is approved by OVB
until March 31, 2009, under OVB Control Number 0910-0052. The
information collection for current part 1271 and Form FDA 3356 is
approved by OMB until July 31, 2007, under OVB Control Nunber 0910-
0469.

FDA has estimated, in Tables 6, 7, and 8 of this docunment, the
burden to conply with all of the information collection requirenents
for proposed parts 207, 607, and 1271. These estimtes are based on
FDA' s experience in reviewing registration and |listing subm ssions and
on the nunmber of subm ssions currently received, the nunber of
respondents submitting this information, and the nunber of registered
establishments and |isted drugs, blood products, and HCT/Ps currently
in FDA's database. The estimates discussed bel ow are for each section
of proposed parts 207, 607, and 1271 that contain a reporting burden
under the PRA

A. Registration Information Under Part 207

1. Proposed Requirenents

Under proposed Sec. 207.17, manufacturers, repackers, relabelers,
and drug product sal vagers nust register establishnments. This is
consistent with current registration requirenents, except that
currently private |abel distributors may submt information (simlar to
registration information) to obtain a | abeler code fromFDA. In
addition, the estinmates include PET drug producers who woul d not be
exenpt fromregistration under the proposal.

Under proposed Sec. 207.21, donestic manufacturers, donestic
repackers, donestic rel abel ers, and donmestic drug product sal vagers
must conplete initial registration of each establishnment no | ater than
5 cal endar days after beginning to manufacture, repack, relabel, or
sal vage a drug. In addition, foreign manufacturers, foreign repackers,
foreign rel abelers, and foreign drug product sal vagers nust register
each establishnent before the drug is inported or offered for inport
into the United States. This is consistent with current registration
requi renents, except that the proposal would include additional foreign
establishments as a result of the revocation of the exenption for drugs
that enter a foreign trade zone and are re-exported fromthat foreign
trade zone w thout having entered U.S. comerce, and for drugs inported
under section 801(d)(3) of the act.

The information that nust be provided to FDA for registration is
descri bed under proposed Sec. 207.25. The information that woul d be
requi red under proposed Sec. 207.25 differs fromthe information
currently required for registration. The following currently required
i nformati on woul d not be required under the proposal: The kind of
ownership or operation and the title of each corporate officer and
director. New information required under the proposal would be the type
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of operations perforned at each establishnment and contact infornmation
about the official contact and the United States agent, each inporter
of the drug that is known to the establishnent, and each person who

i mports or offers for inmport the drug to the United States.

Under proposed Sec. 207.29, manufacturers, repackers, relabelers,
and drug product sal vagers nust review annually their registration
information. During the review, manufacturers, repackers, relabelers,
and drug product sal vagers nust report all changes to their
registration information or certify that no changes have occurred. In
addition to the annual review and update, manufacturers, repackers,
rel abel ers, and drug product sal vagers nust submt expedited reports of
certain changes within 30 cal endar days of the change. Currently,
manuf acturers, repackers, rel abelers, and drug product sal vagers nust
renew their registration information annually and submt certain
anendnents to registration within 5 days of a change. Proposed Sec.
207.29 differs fromthe current requirenent to submt anendnents to
registration in the follow ng ways: The proposal would | engthen the
current time period for reporting changes to registration information
fromb5 days (10 business days for a change in United States agent
information) to 30 cal endar days. The proposal would revoke the current
requirenment to report a change in individual ownership and corporate or
partnership structure, and the current requirenent to submt a signed
statenment for a change in a registered establishnent's firm nanme. New
requi renents under the proposal would be to certify that no changes
have occurred and to report as expedited updates certain changes within
30 cal endar days, such as the close or sale of an establishnent.

Modi fied requirenments would be to subnmit within 30 cal endar days a
change in the nane or address of an establishnent and a change in
contact information for the official contact and United States agent.
2. Burden Estimates

Based on the nunber of new establishnents that currently register
each year by submitting Form FDA 2656, we estinmate that approxi mately
987 manuf acturers, repackers, relabelers, and drug product sal vagers
will provide electronically approximately 1,128 new establ i shnent
regi strations annually. Based on the nunber of registered
establishments in our database, we estimate that approximately 8, 343
manuf acturers, repackers, relabelers, and drug product salvagers will
provi de approxi mately 12,137 annual reviews and updates of registration
information or reviews and certifications that no changes have
occurred. Based on the nunber of changes to registration information
t hat have been submitted annually on Form FDA 2656e, we estimate that
approxi mately 775 manufacturers, repackers, rel abelers, and drug
product sal vagers will provide approximately 1,921 expedited updates.

The estimates include the registration of establishnments for both
donestic and
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forei gn manufacturers, repackers, rel abel ers, and drug product

sal vagers. The estimates for the nunber of nmanufacturers, repackers,

rel abel ers, and drug product sal vagers excludes the nunber of private

| abel distributors currently in the database that submt information to
receive a | abeler code. The estinmates include an additional 80 PET drug
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producers who woul d not be exenpt fromregistration under the proposal,
and approxi mately 30 manufacturers of plasma derivatives. In addition,
the estimates include five additional foreign establishnents that would
be required to register as a result of the revocation of the exenption
for drugs that enter a foreign trade zone and are reexported fromthat
foreign trade zone w thout having entered U S. comrerce, and for drugs
i mported under section 801(d)(3) of the act.

W estimate that it will take approximately 60 m nutes to provide
electronically the initial registration information for each new
establishnent. This estimate is only until manufacturers, repackers,
rel abel ers, and drug product sal vagers becone famliar with using the
el ectronic drug registration and listing system W intend to |ower
this burden estimate to approximately 30 m nutes when we submt to OVB
the request to renew approval of this information collection.

We also estimate that it will take approximately 30 m nutes for
each annual review and update of registration information or each
review and certification that no changes have occurred. This estimte
is only until manufacturers, repackers, relabelers, and drug product
sal vagers becone famliar with using the electronic drug registration
and listing system W intend to |ower this burden estinate to
approximately 15 m nutes when we submit to OVMB the request to renew
approval of this information collection.

We also estimate that it will take approximately 15 mnutes to
provi de each expedited update. This estimate is only unti
manuf act urers, repackers, rel abelers, and drug product sal vagers becone
famliar wth using the electronic drug registration and |isting
system W intend to lower this burden estinate to approximtely 5
m nut es when we submt to OMB the request to renew approval of this
i nformation coll ection.

The burden hour estimtes above are based on our famliarity with
the content of current registration fornms and subm ssions and the tines
required by industry volunteers to input registration information
during our electronic drug registration and |isting system pil ot
project (discussed in section |V.E.3 of this docunment). The estimates
are an average of the time it would take to register a donestic or
forei gn establishment and an average of the tine it would take to
review registration informati on and update several registration itens
in the database or review registration information and only certify
that no changes have occurred. W note that these estimates for the
el ectronic subm ssion of this informati on would be a reduction in the
currently approved estimte of 2.50 hours (OVB Control Nunmber 0910-
0045) for preparing and nmailing to FDA Form FDA 2656.

W intend to mgrate into our new database current registration
information that had been submitted using paper fornms. As a result,
current manufacturers, repackers, relabelers, and drug product
sal vagers would require additional time to review in the new dat abase
all current registration informati on and make any necessary revi sions.
We assune that this one-time initial revieww |l be the first annua
review and update using the electronic system and we estinmate it wll
take an average of 30 m nutes for each review and update.

B. Listing Information Under Part 207
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1. Proposed Requirenents

Under proposed Sec. 207.41, manufacturers, repackers, relabelers,
and drug product sal vagers must |ist drugs they manufacture, repack,
rel abel, or salvage for comrercial distribution (this includes drugs
t hey manufacture, repack, relabel, or salvage for a private | abe
distributor). This proposed requirenent is consistent wwth the current
listing requirenents, except that drug product sal vagers are not
currently required to |ist under part 207 and private | abe
distributors may submt listing information directly to FDA

Under proposed Sec. 207.45, nmanufacturers, repackers, rel abelers,
and drug product salvagers nust list, at the tinme of initia
regi stration of an establishnent, any drug bei ng nanufact ured,
repacked, relabeled, or salvaged for comrercial distribution at that
establishnent. This is consistent with the current listing
requi renents, except that drug product sal vagers are not currently
required to |list under part 207.

Under the proposal, the human-readabl e NDC nunber nust appear on
the drug's label (for drugs subject to the listing requirements). The
i nformation that nust be provided electronically to us by
manuf act urers, repackers, and rel abel ers (including drug product
sal vagers who repack and relabel) to receive an NDC nunber is described
under proposed Sec. 207.33. Currently, the human-readabl e NDC nunber
I's not required to appear on the drug's | abel, but nobst prescription
drugs and about one-third of the OIC drug products have the NDC nunber
on the label. W currently assign a | abel er code to each manufacturer,
repacker, relabeler, and private |abel distributor to be part of the
NDC nunber, and the manufacturer, repacker, relabeler, and private
| abel distributor assigns the remainder of the NDC nunber to each drug
product. Under the proposal, for drugs |isted after the effective date
of the proposal, the NDC nunmber for a drug nust be obtained from us
before (or at the tine) that drug is |isted. Sonme of the information
currently required to list the drug woul d be submtted under the
proposal to receive the NDC nunber. The assigned NDC number woul d be
subnmitted as part of the listing informati on and woul d serve as a link
to the information already submtted for the drug to obtain the NDC
nunber .

The information that nust be provided electronically to us by
manuf acturers, repackers, and relabelers to |list a drug is described
under proposed Sec. Sec. 207.49, 207.53, 207.54, 207.55, and 207.61
As mentioned previously in this docunent, drug product salvagers are
not currently required to list the drugs they sal vage. The listing
i nformati on and the NDC nunber information required under the proposal
Is consistent with the information currently submtted to FDA on Forns
FDA 2657 or 2658, except for the followi ng: (1) The proposal woul d
require identification information about the name of each inporter of
the drug that is known to the establishnment and each person who inports
or offers for inport a drug to the United States (inporter informtion
is currently required under the BioterrorismAct); (2) the content of
| abel ing woul d be submtted electronically (for approved human drugs,
the information collection burden for this requirenment is accounted for
under current Sec. 314.50(1)(1)(i), approved under OVB Control Number
0910-0001); (3) the quantity of the active pharmaceutical ingredient
woul d be required for all drugs subject to the listing requirenents
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(unl ess the approved application nunber is provided) (this requirenment
I's substantially the same as the current requirenent); (4) the nane of
the inactive ingredients for certain drugs would be required under the
proposal (unless the approved application nunber is provided); (5)
repackers and rel abelers would be required to submt
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the NDC nunber assigned to the drug i mmedi ately before they received
the drug; (6) additional information to identify the manufacturer,
repacker, relabeler, and drug product sal vager woul d be required (such
as e-mail address, fax nunber, and | abeler code); (7) the subm ssion of
a representative sanpling of |abeling would include adverti senents
under Sec. 202.1(1)(1); (8) certain listing information would not have
to be submtted if the approved U S. application nunber for the drug is
provi ded; (9) the DMF nunber would be submtted by the manufacturer to
obtain an NDC nunber for an active pharnmaceutical ingredient; and (10)
drug product sal vagers (who do not repack or relabel) would submt the
| ot nunmber and expiration date and NDC nunber assigned to the drug

i medi ately before the drug is received by the drug product sal vager

Under proposed Sec. 207.57, manufacturers, repackers, relabelers,
and drug product sal vagers nust review each June and Decenber all drug
listing information that has been provided to us and nust report al
materi al changes or certify that no changes have occurred.

Manuf acturers, repackers, and rel abelers nust also notify us at this
time if any listed drug has been discontinued frommarketing or if any
di sconti nued drug has resuned marketing and provide listing information
for any drug not yet l|isted. Under the proposal, all nmanufacturers,
repackers, rel abelers, and drug product sal vagers nust review the
listing information for each drug |isted and report any materi al
changes. Current regul ations do not specify that the information for
each listed drug needs to be reviewed, nor is a certification required
if there are no changes. Only material changes to listing information
must be reported. Under the proposal and consistent with section 510 of
the act, manufacturers, repackers, relabelers, and drug product

sal vagers nust al so update their listing information for drug products
that have not been previously listed at the tinme registration
information for each establishnent is updated.

Under proposed Sec. 207.33(f), manufacturers, repackers, and
rel abel ers nust notify us of a change in any of the drug
characteristics (except certain identifying information) for an NDC
nunber in Sec. 207.33, and we woul d assign a new NDC nunber for that
dr ug.

Under proposed Sec. 314.81(b)(3)(iii), applicants under part 314
must report electronically within 30 cal endar days the w thdrawal of an
approved drug product fromsale (the current requirenment is to report
Wit hin 15 days).

2. Burden Estimates

Based on the current receipts of Forns FDA 2657 and 2658 for new
listings, we estinmate that approxinmately 1,812 nanufacturers,
repackers, rel abelers, and drug product salvagers will provide
el ectronically approximately 13,821 new |istings annually.

Based on the nunber of drugs in our listing database and the
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current receipts of Forns FDA 2657 and 2658 for changes to listing
information (and, until recently, the nunber of receipts of conpliance
verification reports), we estimate that approxi mately 2,278
manuf acturers, repackers, rel abelers, and drug product sal vagers wll
provi de approxi mately 22,568 June and 22,568 Decenber reviews and
updates of listing information (a total of 45,136 subm ssions
annual ly), and that approxi mately 5,594 manufacturers, repackers,
rel abel ers, and drug product salvagers will provide approximtely
81,980 June and 81,980 Decenber reviews and certifications that no
changes have occurred (a total of 163,960 subm ssions annual ly).

The estimates for the nunmber of drug listings submtted by
manuf acturers, repackers, rel abelers, and drug product sal vagers
i ncl ude both donestic and foreign listings and the listings that woul d
be submitted by manufacturers, repackers, rel abelers, and drug product
sal vagers for private |abel distributors. The estinmates al so include
the tinme for submtting information for an NDC nunber under proposed
Sec. 207.33. The drugs that would be listed include PET drugs, an
additional 57 drugs listed by approximately 5 foreign establishments as
a result of the revocation of the exenptions for foreign
establishnments, and approxi mately 30 plasnma derivatives. The estinates
for the nunber of June and Decenber reviews and updates of |isting
information or reviews and certifications that no changes have occurred
woul d include the nunber of changes to drug characteristics submtted
to obtain a new NDC nunber under proposed Sec. 207.33(f) and the
reports of the withdrawal of an approved drug from sal e under Sec.
314.81(b)(3)(iii) and, for biological products, under Sec. 601.2(f).

Based on our famliarity with the content of current listing forns
and subm ssions and the tine required to input listing information
during our electronic drug registration and |isting system pil ot
project, we estimate that it wll take manufacturers, repackers,
rel abel ers, and drug product sal vagers approximately 1 hour and 30
mnutes to provide electronically information for each drug they Iist
for the first time (for both foreign and donestic listings). This
estimate is an average of the tinme it will take nmanufacturers,
repackers, relabelers, and drug product sal vagers, with drug product
sal vagers taking considerably less tinme than manufacturers. This
estimate includes the time for submitting the content of labeling in
el ectronic format under proposed Sec. 207.61(a)(2) and for submtting
ot her | abeling and advertisenments in paper or electronic formt under
proposed Sec. Sec. 207.49(g) and (h) and 207.53(d) and (e). This
estimate is only until manufacturers, repackers, relabelers, and drug
product sal vagers becone famliar with using the el ectronic drug
registration and |isting system W intend to |lower this burden
estimate to approximately 45 m nutes when we subnit to OVMB the request
to renew approval of this information collection

We also estimate that it will take approximately 30 m nutes for
each June and Decenber review and update of listing information, and
approximately 15 minutes for each review and certification that no
changes have occurred. These estinmates include the tinme for submtting
any | abeling and advertisenents for each drug, changes to the drug's
characteristics submtted for a new NDC nunber under proposed Sec.
207.33(f), and reports of the withdrawal of an approved drug from sale
under Sec. 314.81(b)(3)(iii). This estimate is only unti
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manuf act urers, repackers, rel abelers, and drug product sal vagers becone
famliar with using the electronic drug registration and |isting
system W intend to lower this burden estimate to approximately 15

m nutes for each review and update and approxi mately 5 mnutes for each
review and certification when we submt to OVB the request to renew
approval of this information collection. W note that these estimates
for the el ectronic subm ssion of this information would be a reduction
in the currently approved estinmate of 2.50 hours (OVB Control Number
0910-0045) for preparing and mailing to FDA Form FDA 2657 and FDA Form
FDA 2658.

W intend to mgrate into our new el ectronic drug registration and
listing systemcurrent listing informati on that had been submtted
usi ng paper forms. As a result, current manufacturers, repackers,
rel abel ers, and drug product salvagers will need additional tine to
review all current listing information in the new database and nmake any
necessary revisions. W estimate that it will take on average 45
m nutes to review and update each drug's listing
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information (the listing information includes information submtted for
an NDC nunber).

C. Registration and Listing Information Under Part 607

1. Proposed Requirenents

Under proposed Sec. 607.22, manufacturers nmay electronically
obtain, conplete, and submt to FDA Form FDA 2830 (Bl ood Establi shnent
Regi stration and Product Listing) or may request a copy of the form by
e-mail. Currently, under Sec. 607.22, manufacturers mnust register
establishments and |ist blood products on Form FDA 2830. The proposal
is consistent with the current requirenment to register establishnents
and |ist products approved under OVB Control Number 0910-0052.

Under proposed Sec. 607.25(b)(1), blood establishnents are
required to list blood products by the established and proprietary
name. This proposal is consistent with the current |isting requirenent
approved under OVB Control Nunber 0910-0052. Currently, bl ood
establishments list bul k product substances as well as finished dosage
fornms under both parts 607 and 207 to obtain an NDC nunber. The
proposal woul d reduce reporting burden by requiring bl ood
establishments to |ist only under part 607. To be consistent with part
207, we are also proposing to delete the reference in part 607 to Form
FDA 2250 (National Drug Code Directory Input) because this formis no
| onger being used by CDER or CBER

Under proposed Sec. 607.40, foreign establishnments nust register
each establishnent before their bl ood product enters a foreign trade
zone and are reexported fromthat foreign trade zone w thout having
entered U S. commerce. This proposal is consistent with the current
regi stration requirenent in that establishments nust register before
their bl ood products are inported or offered for inport into the United
States. The proposal would al so include additional foreign
establishments as a result of the revocation of the exenption under
section 801(d)(4) of the act for blood products that enter a foreign
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trade zone and are reexported fromthat foreign trade zone w thout
having entered U S. comrerce. Under the proposal, we are requiring
additional information for each foreign establishnment. The proposa
woul d al so require the foreign establishnment to report to FDA changes
in the United States agent's nane, address, telephone and fax nunbers,
and e-mail address within 30 cal endar days of the change. The proposal
woul d I engthen the tine period from 10 busi ness days to 30 cal endar
days for reporting changes in the United States agent to FDA

2. Burden Estimates

Based on the nunber of new establishnents that currently register
wi th FDA each year, we estimate that approximtely 15 foreign
establishments woul d provi de new establishnent registrations annually.
Based on the nunber of registered establishnments in our database, we
estimate that approximtely 21 foreign establishnents woul d provi de
approxi mately 105 annual reviews and updates of registration
information or reviews and certifications that no changes have
occurred. Based on the nunber of changes to registration information
t hat have been submitted annually on Form FDA 2830, we estinmate that
approximately 21 foreign establishnments would provide approxi mately 80
product |isting updates.

The estimates above include 10 foreign establishnents with bl ood
products that enter a foreign trade zone and are reexported fromthat
foreign trade zone w thout having entered U. S. conmmrerce under section
801(d)(4) of the act. W estimate that it would take approximately 60
mnutes to provide the initial registration and listing information for
each new establishnent.

W estimate that it would take approximately 30 minutes for each
annual review and update of registration and |listing information,

i ncludi ng each review and certification that no changes have occurr ed.

W estimate that it would take approximately 15 mnutes to provide
the product |isting update for each establishnent.

The burden hour estinmates above are based on institutiona
experience with the current registration and listing requirenments. The
estimtes are an average of the tinme it would take to register a
forei gn establishment and an average of the tine it would take to
review registration and listing information and update severa
registration and listing itens in the database or review infornmation
and only certify that no changes have occurred.

D. Registration and Listing Information Under Part 1271

1. Proposed Requirenents

Under proposed Sec. 1271.22, establishnents nust register, |ist
products, and provi de updates electronically. The current regul ation
requires registration, listing, and updates either electronically or in

paper form using Form FDA 3356 and is approved under OVB Control Nunber
0910- 0469.

Under proposed Sec. 1271.25, establishnents would submt the
t el ephone and fax nunbers, and e-nail address of the reporting
official. Each foreign establishment would submt the name, the
address, tel ephone and fax nunbers, and e-mail address of each inporter
that is known to the establishnment and the nane of each person who
i mports or offers for inmport such HCT/P to the United States. Foreign
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establishments would al so submt the nanme, the address, tel ephone and
fax nunbers, and e-mail address of their United States agent.

Under proposed Sec. 1271.26, establishnents nust report a change
to the United States agent's nanme, address, tel ephone and fax nunber,
and e-mail address. The proposal would also | engthen to 30 cal endar
days the current requirenment of reporting the changes within 5 days.
2. Burden Estinmates

Based on the nunber of new establishnents that currently register
with FDA each year, we estinmate that approximately 300 establishnents
woul d provi de new establishnment registration annually. Based on
informati on from FDA' s dat abase, we estinmate that approximtely 2,000
establishments are registered and listed with FDA. The nunber of
establishnments that currently register and list with FDA include both
foreign and donestic establishnments. Based on information fromFDA' s
dat abase, we estimate that approximtely 1,400 establishments woul d
provi de establishment and |isting updates. If no change has occurred,
an update is not required. Based on the nunber of establishnents from
FDA' s dat abase, we estimate that approximately 1,800 establishnments
woul d provide approximately 2,100 changes to establishnment ownership or
| ocation, or changes to the United States agent's information

W estimate that it would take approxinmately 45 minutes to provide
the initial registration and listing information for each new
establ i shment.

W estimate that it would take approximately 30 minutes for each
annual review and update of registration and listing information for
each establishnent.

W estimate that it would take approximately 15 minutes for each
establishment to provide a change in ownership and |ocation, or a
change to the United States agent's information
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The burden hour estimates above are based on institutiona
experience with the current registration and |listing requirenents. The
estimates are an average of the tine it would take to regi ster an
establ i shnment, and an average of the tinme it would take to review
registration and listing information, and update several registration
and listing itenms in the database.

E. User Account Information for Electronic System

Under proposed Sec. 207.61, establishnment registration and drug
listing information nmust be submitted to us in electronic format. In
addition, the content of |abeling nmust be submitted in electronic
format. Ot her | abeling and advertisenents nmay be provided in paper or
electronic format. Electronic format subm ssions nust be in a formthat
we can process, review, and archive. Prior to accepting registration
and listing information fromthe online system we may need to
aut henticate the source (that is, manufacturer, repacker, relabeler, or
drug product salvager) providing the data. W are proposing to
authenticate entry into the electronic drug registration and |isting
system by establishing user accounts based on the current registration
i nformati on. W& woul d contact currently regi stered manufacturers,
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repackers, rel abelers, or drug product sal vagers and request that they
provi de el ectronic contact information to establish an adm nistration
account .

W estimate that approximately 8,343 manufacturers, repackers,
rel abel ers, and drug product salvagers will provide this information
(approximately 8,343 submi ssions) and that it will take approximtely
15 minutes to provide the requested information

F. Vaiver Request Information

1. Part 207

Under proposed Sec. 207.65, manufacturers, repackers, relabelers,
and drug product sal vagers may request a waiver fromthe requirement in
Sec. 207.61 that information nmust be provided to us in electronic
format. We expect very few waiver requests because only a conputer,

I nternet access, and an enmil address are needed to register and |ist.

W estimate that approximately two manufacturers, repackers,
rel abel ers, or drug product sal vagers woul d request a wai ver annually,
and that each request would take approximtely 1 hour to prepare and
submt to us.

In those instances when we grant a request for a waiver, we intend
to make available to the manufacturer, repacker, relabeler, or drug
product sal vager paper forns--revised Form FDA 2656 for registration
and revised Form FDA 2657 for listing (the listing formwould include a
section for submtting the information required to obtain an NDC
nunber). Wt intend to request public coment and OVB approval for the
revised forns before the effective date of any final rule. The proposed
formw Il be available fromthe Division of Conpliance R sk Managenent
and Surveillance, Ofice of Conpliance, Center for Drug Eval uation and
Research (HFD-330), Food and Drug Adm nistration, 5600 Fishers Lane,
Rockvill e, NMD 20857, 301-827-8920,
her bert . gerst enzang@ da. hhs. gov or john. gardner @da. hhs. gov.

2. Part 607

Under proposed Sec. 607.40(f)(1), foreign establishnments may
request a waiver fromthe requirenent in Sec. 607.40(e) that
i nformation nust be provided to FDA in electronic format. W expect
very few wai ver requests because only a conputer, Internet access, and
an e-nmail address are needed to register and |ist.

We estimate that approximately two manufacturers woul d request a
wai ver annual ly, and that each request woul d take approximately 1 hour
to prepare and submit to us.

In those instances when we grant a request for a waiver, we intend
to make available to the manufacturer the paper form-Form FDA 2830 for
registration and |isting.

3. Part 1271

Under proposed Sec. 1271.23, manufacturers may request a waiver
fromthe requirenment in Sec. 1271.22 that information nust be provided
to FDA in electronic format. We expect few waiver requests because only
a conputer, Internet access, and an e-mail address are needed to
register and |ist.

We estimate that approximtely 100 manufacturers would request a
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wai ver annual ly, and that each request woul d take approximately 1 hour
to prepare and submt to FDA

In those instances when we grant a request for a waiver, we intend
to make available to the nmanufacturer the paper form-revised Form FDA
3356 for registration and listing. We intend to request public conment
and OVB approval for the revised formbefore the effective date of any
final rule.

G Public D sclosure Exenption Requests

Under proposed Sec. 207.81(c), manufacturers, repackers,
rel abel ers, and drug product sal vagers may request that certain
information in proposed Sec. 207.81(a) not be made avail able from
their registration and listing information. Based on our experience
with registration and listing information inspection requests under
current Sec. 207.37, we estimate that approximately 100 manufacturers,
repackers, rel abelers, or drug product sal vagers would subnmit this
request annual ly, and that each request woul d take approxi mately 1 hour
to prepare and submt to us.

H Revised Labeling Submtted Wth Annual Report

Under the proposal, the NDC nunber nust appear on all drug |abels
for drugs subject to the listing requirenents. Mnufacturers,
repackers, and rel abelers for drug products that do not already have an
NDC nunber on the |abel would be required to include the NDC nunber
assigned by us. Manufacturers, repackers, and rel abelers for drug
products that have an NDC nunmber on the label as it is currently
required woul d be required to exam ne their current NDC nunber to
ensure that it conplies with the NDC nunber requirenments in proposed
Sec. Sec. 201.2, 207.33, and 207.37, and would have to obtain a new
NDC number fromus if necessary.

When there is a change in the NDC nunber on a drug |abel, or when
an NDC nunber is added to a | abel, application holders nust submt
revised labeling to us with their annual reports under Sec.
314.81(b)(2) for human drugs, Sec. 514.80(b)(4) for animal drugs
(" periodic reports'' are required instead of " “annual reports''), and
Sec. 601.12(f)(3) for biological drugs. The subm ssion of annual
reports (or periodic reports for aninmal drugs) under these regulations
is already approved by OVB under Control Nunber 0910-0001 for hunman
drugs (approval expires 5/31/08), Control Nunber 0910-0284 for ani nmal
drugs (approval expires 9/30/06), and Control Nunber 0910-0338 for
bi ol ogi cal products (approval expires 9/30/08). There would be no
additional information collection burden associated with any | abeling
revi sion because of a new NDC nunber assigned by us because it would be
““public disclosure of information originally supplied by the Federal
government to the recipient for the purpose of disclosure to the
public'' and exenpt under the PRA (5 CFR 1320.3(c)(2)). However, we
have estimated a burden of approximately 5 mi nutes per annual report as
the tine required to state in the annual report that the | abeling has
been revised to include a new NDC nunber and the additional tine
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required to submt to us the revised | abeling with the annual report.
For the nunmber of subm ssions, we estimate that no nore than

approxi mately one-half of all annual reports submtted for products
already listed with FDA on the effective date of the final rule would
i nclude this informtion.

|. Capital Costs

There are one-tine capital costs associated with this proposed
rul emaki ng. These costs are discussed in section VI of this document,
" Anal ysis of Econonic I|npacts.'

We specifically request coments on the burden hour estimates
described previously in this docunent and in tables 6, 7, and 8 of this
docunent .

Description of Respondents: Mnufacturers, repackers, rel abelers,
and drug product sal vagers.

Burden Estimate: Tables 6, 7, and 8 of this docunent provide an
estimate of the annual reporting burden for the proposed registration
and listing requirenents.

Tabl e 6.--Esti mated Annual Reporting Burden Under Proposed

Part 207

Hour s Per

21 CFR Sections and Reporting No. of No. of Responses Total Annua
Regi stration Total Hours

Requi renment s Respondent s Per Respondent Responses
and Listing

Initial Establishnment 987 1.14 1,128
1 hour 1,128

Regi stration (207.25)
Annual Revi ew and Update of 8, 343 1.45 12, 137
.50 hours 6, 068. 5

Regi stration Information

(207. 29)

Expedi t ed Updates (207.29) 775 2.46 1,921
.25 hours 480. 25

Initial Listing and NDC Nunber 1,812 7.63 13, 821
1.50 hrs. 20, 731. 50

I nformation (207.33, 207.49,

207. 53, 207.54, 207.55)
Revi ew and Update of Listing 2,278 19.81 45, 136
.50 hours 22,568

| nformati on (June and

Decenber) (207.33, 207.37,

207.57, 314.81(b)(3)(iii),

601. 2(f))
Revi ew and Certification of 5,594 29. 29 163, 960
. 25 hours 40, 990
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Listing Information (June and
Decenber) (207.57, 601.2(f))

Revi ew of registration 8,343 1.45 12,137
.50 hours 6, 068. 5

informati on already in FDA

dat abase on effective date of

final rule

Review of listing information 7,962 13.13 104, 548
.75 hours 78,411

al ready in FDA dat abase on

effective date of final rule

User accounts for electronic 8, 343 1 8, 343
. 25 hours 2,085. 75
system

Wai ver requests (207.65) 2 1 2
1 hour 2

Revi sed Forns FDA 2656 and

2657

Publ i c di scl osure exenption 100 1 100
1 hour 100
requests (207.81(c))

Annual report revision for new 3,981 13.13 52, 289
5 m nutes 871.5

NDC nunber (314.81(b)(2),

514.80(b) (4), 601.12(f)(3))

Total Reporting Burden

179, 505
Table 7.--Estimated Annual Reporting Burden Under Proposed
Part 607
Hour s Per
21 CFR Sections No. of No. of Responses Total Annua
Regi stration Total Hours
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Respondent s Per Respondent Responses
and Listing

Initial Establishnment 15 1 15
1 15

Regi stration and Bl ood Product

Li sting (607.40)

Annual Revi ew and Update of 21 5 105
0.5 52.5

Est abl i shnent Regi stration and

Bl ood Product Listing (607.40)

Product Listing Update (607.40) 21 3.8 80
0.25 20

Wai ver requests (607.40(f)(1)) 2 1 2
1 2
Revi sed Form FDA 2830

Total Reporting Burden
89.5

Tabl e 8.--Estimated Annual Reporting Burden Under Proposed Part

1271
Hour s Per
21 CFR Sections No. of No. of Responses Total Annua
Regi stration Total Hours
Respondent s Per Respondent Responses
and Listing
Initial Establishment 300 1 300
0.75 225
Regi stration and Listing
(1271. 25)
Annual Review and Update of 2,000 1.4 1, 400
0.5 501.5
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Establ i shment Regi stration and
Li sting (1271. 25)

WAi ver requests (1271.23) 100 1 100
1 100
Revi sed Form FDA 3356

Amend Est abl i shnent 1800 1.16 2100
0.25 525
Regi stration (1271. 26)

Total Reporting Burden
1550. 5

In conpliance with section 3507(d) of the PRA, we have submtted
the information collection provisions of this proposed rule to OVB for
review. Interested persons are requested to fax comrents regarding
information collection to the Ofice of Information and Regul atory
Affairs, OvVB, New Executive Ofice Bldg., 725 17th St. NW, rm 10235,
Washi ngton DC 20503, Attn: Desk O ficer for FDA, FAX (202) 395-6974.

VII1. Environnmental |npact

W have determ ned under 21 CFR 25.30(h) and 25.30(k) that this
action is of a type that does not individually or cunul atively have a
significant effect on the human environnment. Therefore, neither an
envi ronnment al assessnent nor an environnmental inpact statenment is
required.

| X. Proposed Effective Date

We propose that any final rule based on this proposal becone
effective 90 days after publication in the Federal Register.

X. Proposed Conpliance Dates

We are proposing that our electronic drug registration and |isting
system be used to enter and update all registration, listing, and NDC
nunber information no later than 9 nonths after the effective date of a
final rule. As discussed in section IV.C. 4.a of this docunent,
manuf acturers, repackers, and rel abel ers would have until 9 nonths
after the effective date of a final rule to review and update the NDC
nunber information in our database for each of their drugs to ensure
that it conplies with proposed Sec. Sec. 201.2, 207.33, 207.37,

610. 60, and 610.61. In addition, as discussed in section |IV.C. 4.b of
this docunment, manufacturers, repackers, and rel abel ers woul d have, for
prescription drugs, 3 years after the effective date of a final rule
and, for OIC drugs, 7 years after the effective date of a final rule,
to ensure that the appropriate NDC nunber correctly appears on the
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| abel of each of their listed drugs, in accordance with the
requirenments in proposed Sec. Sec. 201.2, 207.33, 207.37, 610.60, and
610.61. W are considering shortening the conpliance dates by which the
appropriate NDC nunber nust appear on drug labels to 2 years after the
effective date of a final rule for prescription drugs and 5 years after
the effective date of a final rule for OIC drugs. W discuss this issue
further in section VI of this docunent, "~ Analysis of Economc
| npacts. "'

We specifically request coments on these proposed conpliance
dat es.

Xl . Federalism

We have anal yzed this proposed rule in accordance with the
principles set forth in Executive Order 13132. W have determ ned that
the rul e does not contain policies that have substantial direct effects
on the States, on the relationship between the National Governnent and
the States, or on the distribution of power and responsibilities anong
the various |evels of governnent. Accordingly, we have concl uded that
the rule does not contain policies that have federalisminplications as
defined in the Executive order and, consequently, a federalism summary
I npact statenment is not required.

XI'l. Request for Comrents

Interested persons nay submt to the Division of Dockets Managenent
(see ADDRESSES) witten or electronic coments regarding this proposal.
Submt a single copy of electronic conments or two paper copies of any
mai | ed comments, except that individuals nmay submt one paper copy.
Comments are to be identified wth the docket nunber found in brackets
in the heading of this docunment. Received comments nmay be seen in the
Di vi sion of Dockets Managenent between 9 a.m and 4 p.m, Mnday
t hrough Fri day.

XlIl. References

The foll ow ng references have been placed on display at the
Di vi sion of Dockets Managenent (see ADDRESSES) and may be seen by
i nterested persons between 9 a.m and 4 p.m, Mnday through Friday.
1. Letter fromJohn M Coster, Vice President, Policy and
Prograns, NACDS, and Lisa C owers, Senior Vice President, Industry
Rel ati ons, HDMA, to M chael D. Jones, FDA, dated Septenber 27, 2004.
2. Letter fromthe Deputy Director, Division of Prescription
Drug Conpliance and Surveillance, CDER, FDA to John M Coster,
Nati onal Association of Chain Drug Stores, August 24, 1997.
3. Eastern Research Goup, Inc., Foreign and Donestic
Est abl i shnment Regi stration and Listing Requirenments for Human Drugs,
Certain Biological Drugs, and Aninmal Drugs, August 2005.
4. Eastern Research Goup, Inc., Profile of the Prescription
Drug Whol esal e I ndustry, February 2001.
5. Eastern Research G oup, Inc., Cost Inpacts of the Over-the-
Count er Pharmaceuti cal Labeling Regul ation, March 1999.

Li st of Subjects
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21 CFR Part 20

Confidential business information, Courts, Freedom of infornmation,
Gover nment enpl oyees.

21 CFR Part 201

Drugs, Labeling, Reporting and recordkeepi ng requirenents.
21 CFR Part 207

Drugs, Reporting and recordkeepi ng requirenents.
21 CFR Part 314

Admi ni strative practice and procedure, Confidential business
i nformation, Drugs, Reporting and recordkeepi ng requirenents.

[ [ Page 51346]]
21 CFR Part 330

Over -t he-counter drugs.
21 CFR Parts 514 and 515

Adm ni strative practice and procedure, Aninmal drugs, Confidenti al
busi ness information, Reporting and recordkeepi ng requirenents.

21 CFR Part 601

Adm ni strative practice and procedure, Biologics, Confidential
busi ness i nformati on.

21 CFR Part 607

Bl ood.
21 CFR Part 610

Bi ol ogi cs, Labeling, Reporting and recordkeepi ng requirenents.
21 CFR Part 1271

Bi ol ogi cs, Drugs, Human cells and tissue-based products, Medica
devi ces, Reporting and recordkeepi ng requirenents.

Therefore, under the Federal Food, Drug, and Cosnetic Act, the
Public Health Service Act, and under authority delegated to the
Comm ssi oner of Food and Drugs, it is proposed that 21 CFR parts 20,
201, 207, 314, 330, 514, 515, 601, 607, 610, and 1271 be amended as
fol |l ows:

PART 20--PUBLI C | NFORVATI ON

1. The authority citation for 21 CFR part 20 continues to read as
fol |l ows:

http://a257.g.akamaitech.net/7/257/2422/01jan20061800/edocket.access.gpo.gov/2006/06-7172.htm (165 of 195) [05/09/2006 10:36:49 a.m.]



FR Doc 06-7172

Authority: 5 U S C 552; 18 U S.C. 1905; 19 U S.C 2531-2582;
21 U S.C 321-393, 1401-1403; 42 U. S.C 241, 242, 242a, 2421, 242n,
243, 262, 263, 263b-263n, 264, 265, 300u-300u-5, 300aa-I.

Sec. 20.100 [ Amended]

2. Section 20.100 is anended in paragraph (c)(9) by renoving
""Sec. 207.37'"" and by adding in its place "~ Sec. 207.81""'.
3. Section 20.116 is revised to read as foll ows:

Sec. 20.116 Drug and device registration and listing information.

Informati on submtted to the Food and Drug Adm ni stration pursuant
to section 510(a) through (j) of the act shall be subject only to the
speci al disclosure provisions established in Sec. Sec. 207.81 and
807.37 of this chapter.

PART 201-- LABELI NG

4. The authority citation for 21 CFR part 201 continues to read as
fol | ows:

Authority: 21 U S. C 321, 331, 351, 352, 353, 355, 358, 360,
360b, 360gg-360ss, 371, 374, 379e; 42 U.S. C. 216, 241, 262, 264.

Sec. 201.1 [ Anended]

5. Section 201.1 is anended in paragraph (f) by renoving " Sec.
207.3(b)"" and by adding in its place "~ Sec. 207.1'".
6. Section 201.2 is revised to read as foll ows:

Sec. 201.2 Drugs; National Drug Code (NDC) nunber.

(a) What drugs nust have an NDC nunber in human-readabl e form on
the | abel ? Drugs subject to the drug listing requirenments of part 207
of this chapter nust have | abels that bear the appropriate NDC nunber
i n human-readabl e form in accordance with the provisions of this
secti on.

(b) What is the appropriate NDC nunber? The appropriate NDC nunber
I's the NDC nunber of the manufacturer, repacker or relabeler (including
a drug product sal vager who repacks or relabels the drug), or private
| abel distributor, as defined in Sec. 207.1 of this chapter, that is
the | ast manufacturer, repacker, relabeler, or private | abel
distributor responsible for the drug i medi ately before it is received
by the whol esaler or retailer. The appropriate NDC number is assigned
to the drug as described in Sec. Sec. 207.33 and 207.37 of this
chapter. The uni que NDC nunber assigned to each package size and type
of a drug nust appear on the corresponding | abel for the particular
package size and type of the drug.

(c) May any ot her NDC nunber appear on the |abel? No. Only the
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appropriate NDC nunber required by paragraph (b) of this section to
appear on the | abel nmay appear on the | abel.

(d) What prefix nust be used to identify the NDC nunber on the
| abel ? The NDC nunber in human-readabl e form nust be i mredi ately
preceded by the letters NDC.

(e) Must the NDC number appear at a specific |ocation on the |abel?
No. However, the appropriate NDC nunmber nust appear clearly on the
drug's | abel as defined by section 201(k) of the Federal Food, Drug,
and Cosnetic Act.

7. Section 201.25 is anended in paragraph (c)(1) introductory text
by adding a sentence after the first sentence and by addi ng paragraph
(e) to read as foll ows:

Sec. 201.25 Bar code | abel requirenents.

* * * * %

(C)***

(1) * * * For purposes of this section " appropriate NDC nunber'
Is described in Sec. 201.2(b). * * *
* * * * %

(e) Can a drug that is not subject to the bar code requirenent
di splay a bar code? A drug product that is subject to the drug listing
requi renents of part 207 of this chapter but is not subject to this
section may display a bar code on the label only if the bar code neets
the requirenments of paragraph (c) of this section.

8. Part 207 is revised to read as foll ows:

PART 207-- REQUI REMENTS FOR FORElI GN AND DOVESTI C ESTABLI SHVENT
REGQ STRATI ON AND LI STI NG FOR HUVAN DRUGS, | NCLUDI NG DRUGS THAT ARE
REGULATED UNDER A Bl OLOG CS LI CENSE APPLI CATI ON, AND ANI MAL DRUGS

Subpart A--Gener al

Sec.

207.1 What definitions and interpretations of ternms apply to this
part?

207.5 What is the purpose of this part?

207.9 Who does this part cover?

207.13 Who is exenpt fromthe registration and |listing requirenents?
Subpart B--Registration

207.17 Who nust register?

207.21 When nust initial registration informati on be provided?
207.25 What information is required for registration?

207.29 What are the requirements for review ng and updating

regi stration information?

Subpart C--National Drug Code Number

207.33 What is the National Drug Code (NDC) nunber, who nust obtain
it, and what information nust be submitted?

207.37 What restrictions pertain to the use of NDC numnbers?
Subpart D--Listing

207.41 Who nust |ist drugs?

207.45 When nust initial listing information be provi ded?

207.49 What listing information is required for manufacturers?
207.53 What listing information is required for repackers and
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rel abel ers?

207.54 What listing information is required for drug product

sal vagers who are not repackers or rel abel ers?

207.55 What additional drug listing information may be required?
207.57 What are the requirements for review ng and updating |isting
i nf ormati on?

Subpart E--Electronic Format for Registration and Listing

207.61 How is registration and listing information provided to FDA?
207.65 How is a waiver fromthe electronic format requirenent
request ed?

Subpart F--M scel | aneous

207. 69 What are the requirements for an official contact and a
United States agent?

207.77 What |l egal status is conferred by registration and |isting?
207.81 What registration and listing information will we make
avai l abl e for public disclosure?

[[ Page 51347]]

Authority: 21 U S. C 321, 331, 351, 352, 355, 360, 360b, 371
374, 381, 393; 42 U S. C. 262, 264, 271.

Subpart A--Genera

Sec. 207.1 Wat definitions and interpretations of terns apply to
this part?

The definitions and interpretations of terns in section 510 of the
act apply to the terns used in this part. The follow ng definitions
al so apply to this part:

Act neans the Federal Food, Drug, and Cosnetic Act (52 Stat. 1040,
et seq., as anmended (21 U.S.C. 301, et seqg.)), except as otherw se
provi ded.

Active pharmaceutical ingredient means any substance that is
i ntended to furnish pharnmacol ogical activity or other direct effect in
the diagnosis, cure, mtigation, treatnent, or prevention of disease,
or to affect the structure or any function of the body. Active
pharmaceuti cal ingredient does not include internediates used in the
synt hesi s of the substance.

Commerci al distribution neans any distribution of a human drug
except for investigational use under part 312 of this chapter, and any
di stribution of an animal drug or an animal feed bearing or containing
an ani mal drug for noninvestigational uses, but the term does not
include internal or interplant transfer of an active pharmaceuti cal
I ngredi ent between regi stered establishnments within the sane parent,
subsidiary, and/or affiliate conpany. For foreign nmanufacturers,
forei gn repackers, foreign rel abelers, foreign drug product sal vagers,
foreign private | abel distributors, and foreign establishnents, the
term “commercial distribution'' has the same neani ng except the term
does not include distribution of any drug that is neither inported nor
offered for inmport into the United States.
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Content of |abeling neans: (1) For human prescription drugs that
the manufacturer regards as subject to section 505 of the act or
section 351 of the Public Health Service Act: The content of the
prescription drug |labeling (as specified in Sec. Sec. 201.56, 201.57,
and 201.80 of this chapter), including all text, tables, and figures.

(2) For human prescription drugs that the manufacturer regards as
not subject to section 505 of the act or section 351 of the Public
Heal th Service Act: The | abeling equivalent to the content of the
prescription drug | abeling (as specified in Sec. Sec. 201.56, 201.57,
and 201.80 of this chapter), including all text, tables, and figures.

(3) For human over-the-counter (OTIC) drugs: The content of the drug
facts |l abeling required by Sec. 201.66 of this chapter, including al
text, tables, and figures.

(4) For animal drugs (including, but not limted to, drugs that the
manuf acturer regards as subject to section 512 of the act): The content
of the | abeling that acconpanies the drug that is necessary to enable
safe and proper adm nistration of the drug (e.g., the labeling
specified in Sec. Sec. 201.1 and 201.5 of this chapter), including al
text, tables, and figures.

Donestic for the purposes of registration and listing under this
part, when used to nodify the term "~manufacturer,'' " repacker,"’
““relabeler,'" "“drug product salvager,'' "~“private |abel
distributor,"' or " establishnment, refers to a manufacturer
repacker, relabeler, drug product salvager, private |abel distributor,
or establishnment within any State or Territory of the United States,
the District of Colunbia, or the Coomonweal th of Puerto Rico.

Drug(s) for the purposes of registration and listing under this
part, has the neaning given in section 201(g)(1) of the act.

Drug product sal vager neans a person who owns or operates an
establ i shnment that engages in drug product salvaging. Wien not nodified
by " “donestic'' or " “foreign,'' the termincludes both donestic drug
product sal vagers and foreign drug product sal vagers.

Drug product sal vagi ng neans appl yi ng manufacturing controls such
as those required by current good manufacturing practice in parts 210
and 211 of this chapter to drug products and segregating out those drug
products that may have been subjected to inproper storage conditions
(such as extrenes in tenperature, humdity, snoke, funmes, pressure,
age, or radiation) for the purpose of returning the products to the
mar ket pl ace.

Est abl i shnment for purposes of registration and drug listing neans a
pl ace of business under one nmanagenent at one geographic |ocation. One
geographic | ocation may include separate buildings within the same city
if their activities are closely related to the sane busi ness enterprise
and are under the supervision of the same |ocal nmanagenent. \Wen not
nodi fied by " “donmestic'' or "~ foreign,'' the termincludes both
donestic and foreign establishnments.

Est abl i shnent registration nunber neans the nunber assigned by FDA
to the establishnment during the establishnment registration process
required in this part.

Foreign for the purposes of registration and |isting under this
part:

(1) When used to nodify the term  "manufacturer,'' " "repacker,'

AR

““relabeler,"" " “drug product salvager,'' or private | abe
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distributor'' refers to a manufacturer, repacker, relabeler, drug
product sal vager, or private |label distributor who is |ocated in a
foreign country and who manuf actures, repacks, relabels, salvages, or
distributes a drug that is inported or offered for inport into the
United States.

(2) When used to nodify the term “establishnent'' refers to an
establishment that is located in a foreign country and is the site
where a drug that is inported or offered for inport into the United
St ates was manufactured, repacked, rel abel ed, sal vaged, or distributed.

| mporter nmeans, for purposes of this part, a conpany or individual
in the United States that is an owner, consignee, or recipient, even if
not the initial owner, consignee, or recipient, of the foreign
establishment's drug that is inported into the United States. An
i mporter does not include the consunmer or patient who ultinmately
purchases, receives, or is admnistered the drug, unless the foreign
establishment ships the drug directly to the consuner or patient.

Manuf act ure nmeans each step in the manufacture, preparation,
propagati on, compoundi ng, or processing of a drug. Manufacture includes
t he maki ng by chem cal, physical, biological, or other procedures or
mani pul ati ons of a drug, including control procedures applied to the
final product or to any part of the process. Mnufacture includes
mani pul ati on, sanpling, testing, or control procedures applied to the
final product or to any part of the process, including, for exanple,
anal ytical testing of drugs, for another registered establishnment's
drug. For purposes of this part, and in order to clarify the
responsibilities of the different parties, the termmnufacture is
defined and used separately fromthe terns rel abel, repackage, and
sal vage, although the term "~manufacture, preparation, propagation,
conmpoundi ng, or processing,'' as used in section 510 of the act,

i ncl udes rel abel i ng, repackagi ng, and drug product sal vagi ng
activities.

Manuf act urer neans a person who owns or operates an establishnent
that manufactures a drug. This termincludes, but is not Iimted to,
control |aboratories, contract |aboratories, contract manufacturers,
contract packers, contract |abelers, and other entities that
manuf acture a drug as defined in this paragraph. For purposes of this
part, and in order to clarify the responsibilities of the different
parties,
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the term manufacturer is defined and used separately fromthe terns
rel abel er, repacker, and drug product sal vager, although the term
" manuf acture, preparation, propagation, conpoundi ng, or processing,’
as used in section 510 of the act, includes the activities of
rel abel ers, repackers, and drug product sal vagers. Repackers,
rel abel ers, and drug product sal vagers are subject to the provisions of
this part that are applicable to repackers, relabelers, and drug
product sal vagers, but are not subject to the provisions of this part
that are applicable to manufacturers. Wen not nodified by " donestic'
or “foreign,'' the termincludes both donestic manufacturers and
forei gn manuf acturers.

Mat eri al change neans any change in any drug listing information,
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as required under Sec. Sec. 207.49, 207.53, 207.54, 207.55, or 207.57
except changes in arrangenent or printing of |abeling, |abeling changes
of an editorial nature, or inclusion of a bar code or NDC nunber on the
| abel .

Person who inmports or offers for inport nmeans, for purposes of this
part, an agent, broker, or other entity, other than a carrier, that the
foreign establishnent uses to facilitate the inport of its drug into
the United States.

Private | abel distributor neans a person who owns or operates an
establishnment that comercially distributes, under its own | abel or
trade nane, any drug manufactured, repacked, relabel ed, or salvaged by
a registered establishment. Wien not nodified by "~ “donestic'' or
"“foreign,'' the termincludes both donestic private |abel distributors
and foreign private |abel distributors.

Rel abel neans to change the | abel or labels on a drug or drug
package, or add to the labeling for a drug or drug package, w thout
repacki ng the drug or drug package.

Rel abel er neans a person who owns or operates an establishnent that
rel abel s a drug. When not nodified by " "donmestic'' or " “foreign,'' the
termincludes both domestic rel abelers and foreign rel abel ers.

Repack nmeans to repack or repackage or otherw se change the
contai ner or wapper of a drug or drug package.

Repacker neans a person who owns or operates an establishment that
repacks a drug or drug package. When not nodified by " domestic'' or
““foreign,'' the termincludes both donestic repackers and foreign
repackers.

Representative sanpling of advertisenments neans typical advertising
material (including the pronotional material described in Sec.
202.1(1)(1) of this chapter, but excluding |abeling as determned in
Sec. 202.1(1)(2) of this chapter), that gives a bal anced picture of
t he pronotional clains used for the drug.

Representative sanpling of any other |abeling neans typi cal
| abeling material (including the pronotional material described in
Sec. 202.1(1)(2) of this chapter, but excluding |abels and package
inserts) that gives a bal anced picture of the pronotional clainms used
for the drug.

Sec. 207.5 Wat is the purpose of this part?

Establ i shment registration information helps us to identify who is
manuf act uri ng, repacking, rel abeling, or salvagi ng drugs and where
t hose operations are being performed. Drug listing information gives us
a current inventory of marketed drugs. Both types of information
facilitate our inplenentation and enforcenent of the act and are used
for many inportant public health purposes.

Sec. 207.9 W does this part cover?

(a) This part applies to donestic manufacturers, domestic
repackers, donestic rel abel ers, and donestic drug product sal vagers,
not exenpt under section 510(g) of the act or Sec. 207.13, regardl ess
of whether their drugs enter interstate comrerce.
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(b) This part applies to foreign manufacturers, foreign repackers,
foreign rel abel ers, and foreign drug product sal vagers, not exenpt
under Sec. Sec. 207.13(c) through (h).

(c) This part applies to certain manufacturers of drugs regul ated
under a biologics |license application (BLA):

(1) Except as provided in paragraphs (c)(2) and (c)(3) of this
section, this part applies to manufacturers of drugs regul ated under a
BLA, including but not Iimted to the foll ow ng:

(i) Plasma derivatives such as al bum n, |Inmune G obulin, Factor
VIIl and Factor |X, and reconbi nant versions of plasnma derivatives or
ani mal derived plasma derivatives;

(ii) Vaccines;

(ii1) Allergenic products;

(iv) Bulk product substances such as fractionation internedi ates or
pastes; and

(v) Therapeutic biol ogical products.

(2) This part, as well as part 1271 of this chapter, applies to
establishnments solely engaged in the manufacture (as defined in Sec.
1271.3(e) of this chapter) of human cells, tissues, and cellular and
ti ssue-based products (HCT/Ps) (as defined in Sec. 1271.3(d) of this
chapter) that, under Sec. 1271.20 of this chapter, are also drugs
regul at ed under section 351 of the Public Health Service Act or section
505 of the act. These establishnments nust:

(i) Register and list those HCT/Ps with the Center for Biologics
Eval uati on and Research by follow ng the procedures described in
subpart B of part 1271 of this chapter, instead of the procedures for
registration and |isting described in this part, and

(ii) Submt to the Center for Biologics Evaluation and Research the
information specified in Sec. Sec. 207.33(c)(2)(i) and (c)(2)(ii),
207.49(a), (b), (g), and (h)(2), 207.53(a), (c), (d), and (e)(2),
207.54(b) (1), and 207.55.

(3) This part does not apply to owners and operators of human bl ood
and bl ood product establishnents, except as provided in paragraphs
(c)(1) (i) and (c)(1)(iv) of this section. Establishments that coll ect
or process whol e bl ood and bl ood products as well as establishnents
i nvolved in testing of whole blood and bl ood products nust register and
i st under part 607 of this chapter. Manufacturers of |icensed devices
and manufacturers of l|icensed biologic conponents used in a |licensed
device nmust register and |ist under part 607 of this chapter.

(d) This part does not apply to establishnments that solely
manuf act ure, prepare, propagate, conpound, assenble, or process nedi cal
devices. Registration and listing regulations for such establishnments
are codified in part 807 of this chapter.

Sec. 207.13 Who is exenpt fromthe registration and |isting
requi renment s?

Except as provided in Sec. 207.13(i), the follow ng classes of
persons are exenpt fromregistration and drug listing in accordance
wth this part under section 510(g) of the act or because we have
found, under section 510(g)(5) of the act, that their registration is
not necessary for the protection of the public health. This exenption
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is limted to establishment registration and drug listing requirenents
and does not relieve a person fromother statutory or regulatory
obl i gati ons.

(a) Pharmacies. (1) Pharnacies that:

(i) Operate in conformance with all applicable [ocal |aws
regul ating the practice of pharmacy, including all applicable |oca
| aws regul ati ng the dispensing of prescription drugs;

(ii) Regularly engage in dispensing prescription drugs upon
prescription of practitioners licensed by |law to adm ni ster these drugs
to patients under their professional care; and

(iii) Do not manufacture (as defined in Sec. 207.1), repack, or
rel abel drugs for sale other than in the regular course of the
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practice of pharnmacy, including dispensing and selling drugs at retail.

(2) The exenption in paragraph (a) of this sectionis limted to
pharmaci es | ocated in any State as defined in section 201(a)(1) of the
act .

(b) Hospitals, clinics, other health care entities, and public
heal t h agencies. (1) Hospitals, clinics, other health care entities,
and public health agencies that:

(i) Operate establishnments in conformance with all applicable |ocal
| aws regul ating the practice of pharmacy and medi ci ne, including al
applicable | ocal laws regul ating the di spensing of prescription drugs;

(ii) Regularly engage in dispensing prescription drugs, other than
human bl ood or bl ood products, upon prescription of practitioners
licensed by law to adm ni ster these drugs to patients under their
prof essi onal care; and

(ii1) Do not manufacture (as defined in Sec. 207.1), repack, or
rel abel drugs other than in the regular course of the practice of
pharmacy, including di spensing.

(2) The exenption in paragraph (b) of this sectionis limted to
hospitals, clinics, other health care entities, and public health
agencies located in any State as defined in section 201(a)(1) of the
act .

(c) Practitioners who are |licensed by law to prescribe or
adm ni ster drugs and who manufacture, repack, or relabel drugs solely
for use in their professional practice.

(d) Manufacturers, repackers, relabelers, or drug product salvagers
who manufacture, repack, relabel, or salvage drugs solely for use in
research, teaching, or chem cal analysis and not for sale.

(e) Manufacturers, repackers, relabelers, and drug product
sal vagers of harm ess inactive ingredients that are excipients,
colorings, flavorings, emulsifiers, lubricants, preservatives, or
sol vents that becone conponents of drugs.

(f) Manufacturers, repackers, relabelers, or drug product salvagers
of Type B or Type C nedi cated feeds, except for nmanufacturers,
repackers, rel abelers, or drug product sal vagers of Type B or Type C
nedi cat ed feeds made from Category |1, Type A nedicated articles. This
exenpti on does not apply to persons that would otherw se be required to
regi ster (such as manufacturers, repackers, relabelers, or drug product
sal vagers of certain free-choice feeds, as defined in Sec. 510.455 of
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this chapter, or certain liquid feeds, as defined in Sec. 558.5 of
this chapter, where the specifications and/or fornmulas are not
published and a feed mll license is required). Al manufacturers,
repackers, rel abelers, or drug product sal vagers of Type B or Type C
nmedi cat ed feeds are exenpt fromlisting.

(g) Any manufacturer, repacker, relabeler, or drug product sal vager
of a virus, serum toxin, or anal ogous product intended for the
treatment of donestic animals who hol ds an unsuspended and unrevoked
license issued by the Secretary of Agriculture under the animal virus-
serumtoxin |law of March 4, 1913 (37 Stat. 832 (21 U.S.C. 151 et
seq.)), provided that this exenption fromregistration applies only to
t he manufacturer, repacker, relabeler, or drug product salvager of that
ani mal virus, serum toxin, or anal ogous product.

(h) Carriers, in their receipt, carriage, holding, or delivery of
drugs in the usual course of business as carriers.

(i) The exenptions provided in paragraphs (a) through (h) of this
section do not apply to such persons if they:

(1) Manufacture (as defined in Sec. 207.1), repack, relabel, or
sal vage conpounded positron em ssion tonography drugs as defined in
section 201(ii) of the act.

(2) Manufacture (as defined in Sec. 600.3(u) of this chapter) a
bi ol ogi cal product subject to Iicensing under section 351 of the Public
Heal th Service Act;

(3) Manufacture (as defined in Sec. 1271.3(e) of this chapter) an
HCT/ P that, under Sec. 1271.20 of this chapter, are also drugs
regul at ed under section 351 of the Public Health Service Act or section
505 of the act; or

(4) Engage in activities that would otherwi se require themto
regi ster under this part.

Subpart B--Registration

Sec. 207.17 \Who nust register?

(a) Al manufacturers, repackers, relabelers, and drug product
sal vagers nust register establishnents in accordance with this part.
When operations are conducted at nore than one establishnment and joi nt
ownership and control anong all the establishnments exists, the parent,
subsidiary, and/or affiliate conpany may submit registration
information for all establishnents.

(b) Private | abel distributors nust not register wth us unl ess
t hey al so manufacture, repack, relabel, or salvage drugs and are
required to register under paragraph (a) of this section.

Sec. 207.21 When nust initial registration information be provi ded?

Donestic manufacturers, donestic repackers, donmestic rel abel ers,
and domestic drug product sal vagers nust regi ster each establishnment no
| ater than 5 cal endar days after beginning to manufacture, repack,
rel abel, or salvage a drug. Foreign manufacturers, foreign repackers,
foreign rel abelers, and foreign drug product sal vagers nust register
each establishnent before a drug manufactured, repacked, relabeled, or
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sal vaged at the establishment is inported or offered for inport into
the United States.

Sec. 207.25 What information is required for registration?

Manuf acturers, repackers, rel abel ers, and drug product sal vagers
must provide the follow ng information to us:

(a) Name of the owner or operator of each establishnment; if a
partnership, the name of each partner; if a corporation, the nane of
each corporate officer and director, and the place of incorporation;

(b) Name of each establishnent;

(c) Any trade nane(s) of the establishment, nanmes under which the
est abl i shnent conducts busi ness, and additional nanes by which the
establ i shnent is known;

(d) Address of each establishnent;

(e) Registration nunber of each establishnent, if previously
assigned by us; if not previously assigned by us, we will assign a
regi stration nunber after we receive the registration information;

(f) Type of operations perfornmed at each establishnent (for
exanpl e, manufacturing, repacking, relabeling, or salvaging);

(g) Nanme, address, tel ephone and fax nunbers, and e-nmail address of
the official contact, as provided in Sec. 207.69(a), for each
establ i shnent; and

(h) Wth respect to foreign establishments only, for drugs
manuf act ured, repacked, rel abel ed, or salvaged at the establishnent,
the nane, address, telephone and fax nunbers, and e-nail address nust
al so be provided for:

(1) The United States agent, as provided in Sec. 207.69(b);

(2) Each inporter of such drug in the United States that is known
to the establishment; and

(3) Each person who inports or offers for inport such drug to the
United States.

Sec. 207.29 \What are the requirenments for review ng and updating
regi stration information?

(a) Expedited updates. Manufacturers, repackers, relabelers, and
drug product sal vagers nust update their registration information no
| ater than 30 cal endar days after

(1) dosing or selling an establishment;

(2) Changing an establishment's name or address; or
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(3) Changing the nanme, address, tel ephone and fax nunbers, or e-
mai | address of the official contact or the United States agent. A
manuf acturer, repacker, rel abeler, and drug product sal vager, official
contact, or United States agent may notify us about a change of
information for the designated official contact or United States agent,
but only a manufacturer, repacker, relabeler, or drug product sal vager
may designate a new official contact or United States agent.

(b) Annual review and update of registration infornmation.
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Manuf acturers, repackers, rel abelers, and drug product sal vagers nust
review and update all registration information required under Sec.
207. 25 for each establishnent.

(1) The first review and update nmust occur no |later than 1 year
after the date of initial registration, and subsequent reviews and
updat es nust occur no |ater than annually thereafter fromthe date of
initial registration

(2) The updates nust reflect all changes that have occurred since
the | ast annual review and update.

(3) If no changes have occurred since the |last annual registration
(acconplished through the review and update of registration
i nformation), manufacturers, repackers, relabelers, and drug product
sal vagers nmust certify that no changes have occurred.

Subpart C--National Drug Code Number

Sec. 207.33 What is the National Drug Code (NDC) number, who nust
obtain it, and what information nust be subm tted?

(a) Wiat is the NDC nunber? The NDC number is a unique 10 digit
nunmber with 3 segnents. The three segnents are the | abel er code, the
product code, and the package code. W will assign the conplete NDC
nunber (that will include the existing | abeler code, if any) to each
drug that is subject to the listing requirenments in this part.

(b) Who must obtain an NDC nunber ?

(1) Manufacturers, repackers, or relabelers, nust obtain an NDC
nunber fromus for each drug that is subject to the drug listing
requirenents in this part.

(2) Drug product sal vagers nust obtain an NDC nunmber fromus for
each drug that is subject to the drug listing requirenents in this part
only if they repack or relabel the sal vaged drug. Drug product
sal vagers nust follow the requirenents for repackers and rel abelers in
par agraphs (d), (e), (f), and (g) of this section.

(3) If you are a private |abel distributor, the manufacturer,
repacker, relabeler or drug product sal vager (described in paragraph
(b)(2) of this section) who nmanufactures, repacks, or relabels a drug
for you is responsible for obtaining an NDC nunber fromus for each
drug that is subject to the drug listing requirenents in this part.

(c) What information must a manufacturer submt before we wll
assign an NDC nunber to a drug? Before we assign an NDC nunber to a
drug, the manufacturer nust submit the information required under
par agraphs (c)(1), (c)(2), or (c)(3) of this section. If that
i nformati on changes (or as otherw se specified in paragraph (f) of this
section), we wll assign a new NDC nunber as described in paragraph (f)
of this section.

(1) Assigning an NDC number to an active pharnmaceutical ingredient.
W will assign a unique NDC nunber to a drug that is an active
phar maceuti cal ingredi ent when the manufacturer provides the follow ng
i nformation for the drug:

(i) The manufacturer's name, address, tel ephone and fax nunbers, e-
mai | address, and | abel er code;

(ii) The drug's established nane and proprietary nanme, if any;
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(iii) The package size and type; and

(iv) The Drug Master File nunber or Veterinary Master File nunber,
I f any, assigned to the active pharmaceutical ingredient.

(2) Assigning an NDC nunmber to a manufacturer's drug other than an
active pharmaceutical ingredient. We will assign a unique NDC nunber to
a drug when the manufacturer provides, in addition to the information
described in paragraphs (c¢)(1)(i) and (c)(1)(ii) of this section, the
following information for the drug:

(i) The name and quantity of each active pharmaceutical ingredient
unl ess the approved U.S. application nunber is provided,

(ii) Unless the approved U.S. application nunber is provided, the
nane of each inactive ingredient for each human and ani mal drug that
the manufacturer regards as subject to section 505 or section 512 of
the act or section 351 of the Public Health Service Act, and for each
human over-the-counter drug that the manufacturer regards as not
subj ect to section 505 of the act, and whether the nane of the inactive
ingredient falls under Sec. 20.61 of this chapter or is otherw se
prohi bited fromdisclosure and, if so, why;

(ii1) The dosage form

(iv) The package size and type, including i mediate unit-of-use
cont ai ner;

(v) The drug's nmarketing status (e.g., prescription or OTC)

(vi) The drug or drug product type (e.g., human drug or anim
drug); and

(vii) For each drug product subject to the listing requirenents and
covered under Sec. 206.1, including products that are exenpted under
Sec. 206.7(b), manufacturers nust provide the size, shape, color, and
code inprint (if any).

(3) Assigning an NDC nunber to a drug manufactured for a private
| abel distributor. We will assign a unique NDC nunmber to a drug
manuf actured for a private |abel distributor when the manufacturer
provides, in addition to the information described in paragraph (c) (1)
of this section (for active pharmaceutical ingredients manufactured for
a private | abel distributor) or paragraph (c)(2) of this section (for
all other drugs manufactured for a private |abel distributor), the
following information for the drug:

(i) The private label distributor's nanme, address, telephone and
fax nunmbers, e-mail address, and |abel er code; and

(ii) The drug's proprietary nane, if any, assigned by the private
| abel distributor.

(d) What information nmust the repacker or relabeler submt before
we will assign an NDC nunmber to a drug? Before we assign an NDC nunber
to a drug, the repacker or relabeler nmust submt the information
requi red under paragraphs (d)(1) or (d)(2) of this section. If that
i nformati on changes, we will assign a new NDC nunber as described in
paragraph (f) of this section.

(1) Assigning an NDC nunber to a repacker's or relabeler's drug. W
will assign a unique NDC nunber to a drug, including an active
pharmaceuti cal ingredient, when the repacker or rel abeler of the drug
provides the follow ng information for the drug:

(i) The repacker or relabeler's nane, address, tel ephone and fax
nunbers, e-mail address, and | abel er code;

(ii) The NDC nunber assigned to the drug i medi ately before the
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drug is received by the repacker or rel abel er;

(ii1) The type of operation performed for the drug (that is,
whet her repacki ng or rel abeling);

(iv) The drug's established nane and proprietary nane, if any; and

(v) For the repacker only, the package size and type, including
I mmedi ate unit-of-use container, if any.

(2) Assigning an NDC nunber to the drug repacked or rel abeled for a
private |label distributor. We will assign a unique NDC nunber to a drug
repacked or relabeled for a private | abel distributor when the repacker
or relabeler provides, in addition to the
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i nformati on described in paragraph (d)(1) of this section, the
following information for the drug:

(i) The private label distributor's nane, address, telephone and
fax nunmbers, e-mail address, and |abel er code; and

(ii) The drug's proprietary nane, if any, assigned by the private
| abel distributor.

(e) How must the information be submtted to us? The infornmation
required in paragraphs (c), (d), and (f) of this section nust be
provided to us in accordance with Sec. 207.61(a)(1)(ii) and (b),
unl ess we grant a wai ver under Sec. 207.65.

(f) What changes in the information will require a new NDC nunber?
(1) Manufacturers, repackers, and rel abelers nust obtain a new NDC
nunber for a drug when there is a change in any of the information for
the drug required under paragraphs (c) and (d) of this section. Changes
must be submtted to us in accordance with paragraphs (e) and (g) of
this section. However, we will not assign a new NDC nunber when the
change involves only the followi ng contact information for the
manuf acturer, repacker, rel abeler, or private |abel distributor: Nane,
address, tel ephone and fax nunbers, and e-nmail address.

(2) In addition to the requirenents in paragraph (f)(1) of this
section, manufacturers nust obtain a new NDC nunmber when there is a
change in an inactive ingredient for each human prescription drug that
the manufacturer regards as not subject to section 505 of the act and
for each aninmal drug that the manufacturer regards as not subject to
section 512 of the act.

(g) Wien nust a manufacturer, repacker, or relabeler provide the
information for an NDC nunber? A manufacturer, repacker, or rel abeler
nmust provide the information in paragraphs (c), (d), and (f) of this
section to us either before or at the tinme drug listing information is
requi red under Sec. 207.45 or Sec. 207.57.

Sec. 207.37 What restrictions pertain to the use of NDC nunbers?

Manuf acturers, repackers, and rel abel ers nmust not:

(a) Use an NDC nunber to represent a different drug than the drug
to which the NDC nunber has been assigned under Sec. 207.33.

(b) Use a different NDC nunber if marketing is resunmed for a drug
that was discontinued earlier. If marketing is resuned for a drug, and
no changes have been nmade to the drug that would require a new NDC
nunber under Sec. 207.33(f), the drug nust have the same NDC nunber
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that was assigned to it under Sec. 207.33 before marketing was
di sconti nued.

(c) Use the NDC nunber to denote FDA approval of that drug.

(d) Use the NDC nunber on products that are not subject to this
part, such as dietary supplenents and nedi cal devi ces.

Subpart D--Listing

Sec. 207.41 \Who nust list drugs?

(a) Manufacturers, repackers, relabelers, and drug product
sal vagers who are subject to the registration requirenents under Sec.
207.17 nust list their drugs being manufactured, repacked, relabeled,
or salvaged for conmmercial distribution. Donmestic manufacturers,
domestic repackers, donestic rel abel ers, and domestic drug product
sal vagers who are subject to the registration requirenents under Sec.
207.17 nust list such drugs regardl ess of whether the drugs enter
Interstate conmerce. Wien operations are conducted at nore than one
est abl i shnent and there exists joint ownership and control anong all
the establishnments, listing information nay be submtted by the parent,
subsidiary, and/or affiliate conpany for drugs at all establishnents.
(b) Manufacturers, repackers, relabelers, and drug product
sal vagers who engage in nore than one activity for drugs nmust |ist each
drug in accordance with the requirenents for the activity engaged in
for that drug. For exanple, a conpany may manufacture Drug X and
rel abel Drug Y. The conpany nust provide the information described in
Sec. 207.49 for Drug X and the information described in Sec. 207.53

for Drug Y.
(c) Manufacturers, repackers, relabelers, and drug product
sal vagers nust provide all listing information to us for drugs that

t hey manufacture, repack, relabel, or salvage for private |abel
distributors. Private |abel distributors nmust not |ist drugs that they
do not manufacture, repack, relabel, or salvage for comercia

di stribution.

Sec. 207.45 \When nust initial listing informati on be provided?

At the tinme of initial registration of an establishnent,
manuf act urers, repackers, rel abelers, and drug product sal vagers nust
list any drug bei ng manufactured, repacked, relabeled, and sal vaged for
commercial distribution at that establishnent.

Sec. 207.49 \What listing information is required for manufacturers?

Manuf acturers nust provide all of the following listing information
to us for each drug they list, including a drug manufactured for a
private |abel distributor:

(a) The NDC nunber, assigned by us under Sec. 207.33, for each
drug; the NDC nunber nust be provided for the drug to be considered
listed,;

(b) The route of adm nistration of the drug;
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(c) The approved U.S. application nunber or approved U S. BLA
nunber, if any;

(d) The registration nunber of each establishnment where the
manufacturing is performed for the drug;

(e) The schedul e of the drug under section 202 of the Controlled
Subst ances Act, if applicable;

(f) Wth respect to foreign establishnents only, unless previously
provi ded under Sec. 207.25(h), the nanme, address, telephone and fax
nunbers, and e-mail address of each inporter of such drug in the United
States that is known to the establishment, and of each person who
i mports or offers for inmport such drug to the United States;

(g) Labeling--(1) Human prescription drugs. Unless the approved
U S. application nunber is provided under paragraph (c) of this
section, a copy of all current |abeling (except that only one
representative container or carton | abel need be submtted where
differences exist only in the quantity of contents statenment or the bar
code), including the content of |abeling for each human prescription
drug;

(2) Human OTC drugs--(i) Manufacturer regards as subject to section
505 of the act or section 351 of the Public Health Service Act. A copy
of all current l|abeling (except that only one representative container
or carton | abel need be submtted where differences exist only in the
quantity of contents statenment or the bar code), including the content
of labeling for each human OTC drug that the manufacturer regards as
subj ect to section 505 of the act or section 351 of the Public Health
Service Act, unless the approved U. S. application nunber is provided
under paragraph (c) of this section;

(ii) Manufacturer regards as not subject to section 505 of the act
or section 351 of the Public Health Service Act. A copy of the current
| abel (except that only one representative container or carton |abe
need be submitted where differences exist only in the quantity of
contents statenent or the bar code), the content of |abeling, the
package insert (if any), and a representative sanpling of any other
| abel ing for each human OTC drug that the manufacturer regards as not
subject to section 505 of the act or section 351 of the Public Health
Servi ce Act;
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(3) Animal drugs--(i) Manufacturer regards as subject to section
512 of the act. A copy of all current |abeling (except that only one
representative container or carton | abel need be submtted where
differences exist only in the quantity of contents statenent),
i ncludi ng the content of |abeling, for each aninmal drug that the
manuf acturer regards as subject to section 512 of the act;

(ii) Manufacturer regards as not subject to section 512 of the act.
For all other aninmal drugs, a copy of the current |abel (except that
only one representative container or carton | abel need be submtted
where differences exist only in the quantity of contents statenent),
t he package insert, the content of | abeling, and a representative
sanpling of any other |abeling, for each drug that the manufacturer
regards as not subject to section 512 of the act;

(h) Advertisenents. (1) A representative sanpling of advertisenents
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for human prescription drugs that the manufacturer regards as not
subj ect to section 505 of the act or section 351 of the Public Health
Service Act;

(2) If we request it, for good cause, a copy of all advertisenents
for a particular drug described in paragraph (h)(1) of this section,
i ncludi ng those described in Sec. 202.1(1)(1) of this chapter. Such
advertisenments nust be submitted within 30 cal endar days after our
request; and

(i) If the drug is manufactured for a private |abel distributor,
t he nane, address, | abel er code, tel ephone and fax nunbers, and e-nail
address of the private |abel distributor.

Sec. 207.53 What listing information is required for repackers and
rel abel ers?

Repackers and rel abel ers nmust provide all of the followng listing
information to us for each drug they list, including a drug repacked or
rel abel ed for a private |abel distributor:

(a) The NDC nunber, assigned by us under Sec. 207.33, for each
drug; the NDC nunber nust be provided for the drug to be considered
listed;

(b) The registration nunber of each establishnment where the
repacking or relabeling is performed for the drug;

(c) Wth respect to foreign establishnents only, unless previously
provi ded under Sec. 207.25(h), the nane address, telephone and fax
nunbers, and e-nmail address of each inporter of such drug in the United
States that is known to the establishnments, and of each person who
i mports or offers for inmport such drug to the United States;

(d) Labeling--(1) Human prescription drugs. |If any change in
| abeling is made to the drug repacked or rel abel ed, a copy of al
changed | abel i ng for each human prescription drug that is repacked or
r el abel ed;

(2) Human OTC drugs--(i) Mnufacturer regards as subject to section
505 of the act or section 351 of the Public Health Service Act. If any
change in labeling is nmade to the drug repacked or rel abel ed, a copy of
all changed | abeling for each human OTC drug that is repacked or
rel abel ed;

(ii) Manufacturer regards as not subject to section 505 of the act
or section 351 of the Public Health Service Act. A copy of the current
| abel , a copy of any changes made to the package insert, if there is
one, and a representative sanpling of any other |abeling for each human
OTC drug that the manufacturer of the drug regards as not subject to
section 505 of the act or section 351 of the Public Health Service Act;

(3) Animal drugs. A copy of the current |abel, a copy of changes
made to each aninmal drug | abeling, and a representative sanpling of any
ot her | abeling for each ani mal drug;

(e) Advertisenents. (1) A representative sanpling of advertisenents
for human prescription drugs that the repacker or relabeler regards as
not subject to section 505 of the act or section 351 of the Public
Heal th Service Act;

(2) I'f we request it for good cause, a copy of all advertisenents
for a particular drug described in paragraph (e)(1) of this section,
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i ncludi ng those described in Sec. 202.1(1)(1) of this chapter. Such
advertisements nust be submtted within 30 cal endar days after our
request; and

(f) If the drug is repacked or relabeled for a private |abel
distributor, the nanme, address, |abeler code, tel ephone and fax
nunbers, and e-nmail address of the private | abel distributor.

Sec. 207.54 \What listing information is required for drug product
sal vagers who are not repackers or rel abel ers?

(a) Drug product salvagers who al so repack and rel abel the drugs
they sal vage nust |ist those drugs as a repacker or relabeler in
accordance with Sec. 207.53.

(b) Drug product sal vagers who do not otherw se repack or rel abel
drugs they sal vage nust provide all of the following listing
information to us for each drug they list, including a drug sal vaged
for a private | abel distributor:

(1) The NDC nunber assigned to the drug inmediately before the drug
I's received by the drug product salvager; the NDC nunber nust be
provided for the drug to be considered I|isted;

(2) The |l ot nunber and expiration date of the sal vaged drug
product ;

(3) The registration nunber of each establishnent where the drug
product sal vager sal vages the drug;

(4) Wth respect to foreign establishnments only, unless previously
provi ded under Sec. 207.25(h), the nane address, telephone and fax
nunbers, and e-nail address of each inporter of such drug in the United
States that is known to the establishnent, and of each person who
i mports or offers for inmport such drug to the United States; and

(5) If the drug is salvaged for a private |label distributor, the
nane, address, |abeler code, tel ephone and fax nunbers, and e-nail
address of the private |abel distributor.

Sec. 207.55 What additional drug listing information nmay be required?

For a particular drug product, upon our request, the nmanufacturer,
repacker, relabeler, or drug product sal vager nust briefly state the
basis for its belief that the drug product is not subject to section
505 or 512 of the act or section 351 of the Public Health Service Act.

Sec. 207.57 What are the requirenents for review ng and updating
l'isting information?

Manuf acturers, repackers, rel abel ers, and drug product sal vagers
must review and update their drug listing information required under
Sec. Sec. 207.49, 207.53, 207.54, and 207.55.

(a) Manufacturers, repackers, relabelers, and drug product
sal vagers nust provide listing information, during the annual review
and update of registration information, for any drug that has not been
previously |isted.

(b) Manufacturers, repackers, relabelers, and drug product
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sal vagers nust review and update their listing information each June
and Decenber of every year. They nust:

(1) Provide listing information, in accordance with Sec. Sec.

207. 49, 207.53, 207.54, and 207.55, for any drug manufact ured,
repacked, relabeled, or salvaged for comrercial distribution that has
not been previously listed;

(2) Submit the date that they discontinued the manufacture,
repacki ng, rel abeling, or salvaging for commercial distribution of a
listed drug and provide the expiration date of the last |ot
manuf act ured, repacked, rel abel ed, or sal vaged;

(3) Submt the date that they resuned the manufacture, repacking,
or relabeling for commercial distribution of a drug previously
di sconti nued and provide any other listing information not previously
required or submtted;

(4) Submt any material changes in any information previously
submitted

[[ Page 51353]]

pursuant to Sec. Sec. 207.49, 207.53, 207.54, 207.55, or this section;
or

(5) Certify that no changes have occurred if no changes have
occurred since the last review and update. If a drug is discontinued
and we have received the information required under paragraph (b)(2) of
this section, no further certifications are necessary for the
di sconti nued drug.

Subpart E--Electronic Format for Registration and Listing

Sec. 207.61 How is registration and listing information provided to
FDA?

(a) Electronic format. (1) Manufacturers, repackers, rel abelers,
and drug product sal vagers that are subject to the registration and
listing requirenents of this part nust provide the follow ng
information to us by using our electronic drug registration and |isting
system in accordance with part 11 of this chapter, except for the
requirenents in Sec. 11.10(b), (c), and (e) and the correspondi ng
requirenments in Sec. 11.30:

(i) Establishnent registration information in Sec. Sec. 207.25 and
207. 29;

(ii) Information required for an NDC nunber in Sec. 207.33; and

(ii1) Drug listing information in Sec. Sec. 207.49 (except
par agraphs (g) and (h)), 207.53 (except paragraphs (d) and (e)),

207.54, 207.55, and 207.57.

(2) The content of |abeling required under Sec. 207.49(g)(1)
through (g)(3) nust be provided to us in an electronic format, in
accordance with part 11 of this chapter, except for the requirements in
Sec. 11.10(a), (c) through (h), and (k) and the correspondi ng
requirenents in Sec. 11.30. The NDC nunber nust also be provided with
the content of |abeling for each drug.

(3) Advertisenents and | abeling (other than the content of
| abel ing) required under Sec. Sec. 207.49(g) and (h) and 207.53(d) and
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(e) may be provided to us in paper or electronic format in accordance
with part 11 of this chapter, except for the requirenents in Sec.
11.10(a), (c) through (h), and (k) and the correspondi ng requirenents
in Sec. 11.30. The NDC nunber rnust al so be provided with such
advertisenments and | abeling for each drug.

(4) The information provided in electronic format nust be in a form
that we can process, review, and archive. W may periodically issue
gui dance on how to provide registration and listing information in
el ectronic format (for exanple, nethod of transm ssion, nedia, file
formats, preparation and organization of files).

(b) English |Ianguage. Registration and |listing information nust be
provided in the English | anguage. Labeling nust also be provided in the
Engli sh | anguage, except as provided in Sec. 201.15(c) of this
chapter.

Sec. 207.65 Howis a waiver fromthe electronic format requirenent
request ed?

(a) If the information under Sec. 207.61(a) cannot be submtted
el ectronically, a waiver may be requested. W nay grant a waiver
request if the manufacturer, repacker, rel abeler, or drug product
sal vager does not have an e-nmil address and access to a conputer and
an Internet service provider that can access our electronic drug
registration and |listing system

(b) Waiver requests nust include a tel ephone nunber and/or mailing
address where we can contact the manufacturer, repacker, rel abeler, or
drug product sal vager

(c) If we grant the waiver request, we will provide information on
how to submt registration and/or listing information.

Subpart F--M scel | aneous

Sec. 207.69 What are the requirenments for an official contact and a
United States agent?

(a) Oficial contact. Manufacturers, repackers, relabelers, and
drug product salvagers that are subject to the registration
requi renents of this part nust designate an official contact for each
establishment. The official contact is responsible for:

(1) Ensuring the accuracy of registration and listing information;
and

(2) Review ng, dissem nating, routing, and responding to
comuni cations from us.

(b) United States agent. (1) Each foreign manufacturer, foreign
repacker, foreign relabeler, or foreign drug product sal vager nust
designate a single United States agent. The United States agent is
responsi ble for:

(i) Hel ping us communicate with the foreign manufacturer, foreign
repacker, foreign relabeler, or foreign drug product sal vager

(ii) Responding to questions concerning those drugs that are
i mported or offered for inmport to the United States; and

(iii) Hel ping us schedul e i nspections.
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(2) The United States agent nust reside or maintain a place of
business in the United States.

(3) A United States agent may not be a nail box, answering machi ne
or service, or other place where a person acting as the United States
agent is not physically present.

(4) If we are unable to contact a foreign manufacturer, foreign
repacker, foreign relabeler, or foreign drug product salvager directly
or expeditiously, we may provide information or docunents to the United
States agent. W will consider such an action to be equivalent to
provi ding the sane information or docunents to the foreign
manuf acturer, foreign repacker, foreign relabeler, or foreign drug
product sal vager.

Sec. 207.77 \What legal status is conferred by registration and
l'isting?

(a) Registration of an establishnment or listing of a drug does not
denote approval of the establishnment, the drug, or other drugs of the
establishment, nor does it nean that a product may be | egally market ed.
Any representation that creates an inpression of official approval or
that a drug is approved or is legally nmarketabl e because of
registration or listing is m sleading and constitutes m sbrandi ng.

(b) Assignment of an establishnent registration nunber, inclusion
of a drug in our database of drugs, or assignnment of an NDC numnber does
not denote approval of the establishment or the drug or any other drugs
of the establishnent, nor does it nean that the drug may be legally
mar ket ed. Any representation that creates an inpression that a drug is
approved or is legally marketabl e because it appears in our database of
drugs, has been assigned a NDC nunber, or the establishnment has been
assigned an establishnment registration nunber, is nmsleading and
constitutes msbranding. Failure to conply with Sec. 207.37 also
constitutes m sbrandi ng.

(c) Neither registration nor listing constitutes a determ nation by
FDA that a product is a drug as defined by section 201(g) (1) of the
act. Registration and |isting may, however, be evidence that a facility
I's manufacturing, repacking, relabeling, or salvaging drugs or that a
product is a drug.

Sec. 207.81 What registration and listing information will we make
avail abl e for public disclosure?

(a) Except as provided in paragraphs (b) and (c) of this section,
the following information will be made avail able for public disclosure
upon request or at our own discretion:

(1) Al registration information; and

(2) After a drug is listed, all information obtained for that drug
under Sec. Sec. 207.33, 207.49, 207.53, and 207.54, except for that
i nformati on obtai ned under 207.33(d)(1)(ii) and 207.54(b)(1).

(b) Unless information is publicly available or we find that
confidentiality would be inconsistent with the protection of the public
health, we w |l
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not nmake publicly available any information submtted as the basis upon
which it has been determ ned that a particular drug product is not
subj ect to section 505 or 512 of the act.

(c) W may determine, in limted circunstances and on a case-by-
case basis, that it would be consistent with the protection of the
public health and the Freedom of Information Act to exenpt from public
di scl osure specific information in paragraph (a) of this section. In
such instances, a manufacturer, repacker, rel abeler, or drug product
sal vager nust denonstrate that specific information is exenpt or is
ot herwi se prohibited by Iaw from public disclosure. If we agree, we
wi Il not make such information publicly avail able.

PART 314-- APPLI CATI ONS FOR FDA APPROVAL TO MARKET A NEW DRUG

8. The authority citation for 21 CFR part 314 continues to read as
fol | ows:

Authority: 21 U S. C 321, 331, 351, 352, 353, 355, 355a, 356,
356a, 356b, 356¢, 371, 374, 379e.

9. Section 314.81 is anended by revising paragraph (b)(3)(iii) to
read as foll ows:

Sec. 314.81 Oher postnmarketing reports.

* * * * %

(b)***

(3)***

(ii1) Wthdrawal of approved drug product fromsale. (a) Wthin 30
cal endar days of the wi thdrawal of an approved drug from sal e,
applicants who are manufacturers, repackers, or relabelers subject to
part 207 of this chapter nust submt the follow ng infornmation about
the drug in electronic format, in accordance with the applicable
requi renents described in Sec. 207.61(a):

(1) The National Drug Code (NDC) nunber;

(2) The identity of the drug by established name and by proprietary
name, if any;

(3) The new drug application nunber or abbreviated application
nunber ;

(4) The date of withdrawal from sale. W request that the reason
for withdrawal of the drug fromsale be included with the infornmation.

(b) Wthin 30 cal endar days of the w thdrawal of an approved drug
fromsale, applicants who are not subject to part 207 of this chapter
must submt the information listed in paragraphs (a)(1) through (a)(4)
of this section. The information nust be subnitted on the appropriate
form which nust be submitted to the Drug Listing Branch, Food and Drug
Adm ni stration, CDER Central Docunment Room 5901B Ammendal e Rd.,
Beltsville, MD 20705-1266.

*x * % * %

Sec. 314.125 [Amended]
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10. Section 314.125 is anended in paragraph (b)(11) by renoving the
words " or processed' '.

PART 330- - OVER- THE- COUNTER (OTC) HUMAN DRUGS WHI CH ARE GENERALLY
RECOGNI ZED AS SAFE AND EFFECTI VE AND NOT' M SBRANDED

11. The authority citation for 21 CFR part 330 continues to read as
fol |l ows:

Authority: 21 U . S. C 321, 351, 352, 353, 355, 360, 371
12. Section 330.1 is anended by revising paragraph (b) to read as
fol |l ows:

Sec. 330.1 General conditions for general recognition as safe,
effective, and not m sbranded.

* * * *x *

(b) The establishnment(s) in which the drug is manufactured is
regi stered, and the drug is listed, in conpliance with part 207 of this
chapter. The appropriate National Drug Code (NDC) nunber nust appear on
the drug's label in accordance with Sec. Sec. 201.2, 207.33, and
207.37 of this chapter.

* * % * *

PART 514-- NEW ANl VAL DRUG APPLI CATI ONS

13. The authority citation for 21 CFR part 514 continues to read as
fol | ows:

Authority: 21 U. S . C 321, 331, 351, 352, 353, 360b, 371, 379e,
381.

14. Section 514.111 is anended by addi ng paragraph (a)(12) to read
as foll ows:

Sec. 514.111 Refusal to approve an application
(a) * * %
(12) The drug will be produced in whole or in part in an

establishment that is not registered and not exenpt fromregistration
under section 510 of the act and part 207 of this chapter.

* * * * *

PART 515-- MEDI CATED FEED M LL LI CENSE

15. The authority citation for 21 CFR part 515 continues to read as
fol |l ows:

Aut hority: 21 U S. C 360b, 371.

Sec. 515.10 [Anended]

16. Section 515.10 is anmended in paragraph (b)(8) by renoving the
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phrase "~ Sec. Sec. 207.20 and 207.21'' and by adding in its place the
phrase " “part 207'"'.

PART 601- - LI CENSI NG

17. The authority citation for 21 CFR part 601 continues to read as
fol |l ows:

Authority: 15 U. S.C. 1451-1561; 21 U S.C. 321, 351, 352, 353,
355, 356b, 360, 360c-360f, 360h-360j, 371, 374, 379%e, 381; 42 U. S. C
216, 241, 262, 263, 264; sec. 122, Pub. L. 105-115, 111 Stat. 2322
(21 U.S.C. 355 note).

18. Section 601.2 is anended by addi ng paragraph (f) to read as
fol |l ows:

Sec. 601.2 Applications for biologics licenses; procedures for
filing.

* * * * %

(f) Wthdrawal from sal e of approved biol ogi cal products. A hol der
of a biologics license application (BLA) must report to FDA,
el ectronically in accordance with part 207 of this chapter, the
wi t hdrawal from sale of an approved biol ogi cal product. The information
must be submitted to FDA within 30 working days of the biologica
product's withdrawal fromsale. The follow ng information nust be
subm tted: The hol der's name; product nane; BLA nunber; the Nationa
Drug Code nunber, if applicable; and the date of withdrawal from sale.
The reason for the withdrawal of the biological product is requested
but not required to be submtted.

PART 607--ESTABLI SHVENT REGQ STRATI ON AND PRODUCT LI STI NG FOR
MANUFACTURERS OF HUMAN BLOOD AND BLOOD PRODUCTS

19. The authority citation for 21 CFR part 607 continues to read as
fol | ows:

Authority: 21 U S C 321, 331, 351, 352, 355, 360, 371, 374,
381, 393; 42 U S.C. 262, 264, 271

20. Section 607.3 is anended by revising the second sentence in
par agraph (b), and by addi ng new paragraph (k) to read as foll ows:

Sec. 607.3 Definitions.

* * * X% *

(b) * * * For the purposes of this part only, blood and bl ood
product al so neans those products that neet the definition of a device
under the Federal Food, Drug, and Cosnetic Act and that are |icensed
under section 351 of the Public Health Service Act, as well as |icensed
bi ol ogi ¢ conponents used in the manufacture of a |licensed device.

* * * * %

(k) I'nporter means a conpany or individual in the United States
that is the owner, consignee, or recipient of the foreign
establishment's bl ood product that is inported into the United States.
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21. Section 607.7 is revised to read as foll ows:
[ [ Page 51355]]

Sec. 607.7 Establishnent registration and product |isting of blood
banks and ot her firnms manufacturing human bl ood and bl ood products.

Al'l owners or operators of establishnments that engage in the
manuf act uri ng of bl ood products are required to register, pursuant to
section 510 of the Federal Food, Drug, and Cosnetic Act. Registration
and listing of blood products shall conply with this part. Registration
does not permt any blood bank or simlar establishnment to ship bl ood
products in interstate commerce.

22. Section 607.22 is revised to read as foll ows:

Sec. 607.22 How to register blood product establishments and |i st
bl ood products.

Initial and subsequent registrations and product |istings by a
bl ood product establishrment for blood products rmust be on Form FDA 2830
(Bl ood Establishnment Registration and Product Listing). Manufacturers
may obtain, conplete, and submt the formin the foll ow ng ways:

(a) Conplete the formonline and submt electronically at
http://ww. fda. gov/ cber/ bl ood/ bl dreg. ht m

: this infornmati on nust be submtted

I n accordance with part 11 of this chapter, except for the requirenents
in Sec. 11.10(b), (c), and (e), and the corresponding requirenents in
Sec. 11.30; or

(b) Download the formfromthe Internet at
htt p://wwv. f da. gov/ cber/ bl ood/ bl dreg. ht m

, and mail the conpleted formto the address in Sec.

607.22(e); or

(c) Request the formby mail using the address in Sec. 607.22(e),
or by e-mail at bl oodregi s@ber.fda.gov, and mail the conpleted formto
the address in Sec. 607.22(e).

(d) For subsequent annual registration renewals, FDA w || furnish
the establishnent's nost recent Form FDA 2830 before Novenber 15 of
each year. The updated Form FDA 2830 nust be subnmitted to FDA before
Decenber 31 of that year.

(e) Fornms may be requested fromand nmailed to: Center for Biologics
Eval uati on and Research (HFM 370), 1401 Rockville Pike, suite 200N,
Rockville, NMD 20852-1448.

23. Section 607.25 is anmended by revising paragraph (b)(1) to read
as foll ows:

Sec. 607.25 Information required for establishnent registration and
bl ood product listing.

* * * * %

(b)***
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(1) Alist of blood products by established nanme as defined in
section 502(e) of the act and by proprietary nanme, if any, which are
bei ng manufactured for comercial distribution and which have not been
included in any list previously submtted on Form FDA 2830 (Bl ood
Est abl i shnent Regi stration and Product Listing).

* * % * *

24. Section 607.35 is revised to read as foll ows:

Sec. 607.35 Blood product establishnent registration nunber.

A permanent registration nunber will be assigned to each bl ood
product establishment registered in accordance with this part.

25. Section 607.37 is anmended by revising the introductory text of
paragraph (a) to read as foll ows:

Sec. 607.37 Inspection of establishnent registrations and bl ood
product |istings.

(a) Information submtted on the Form FDA 2830 (Bl ood Establi shnent
Regi stration and Product Listing) will be available for inspection
under section 510(f) of the act, on the Internet at
htt p://wwv. f da. gov/ cber/ bl ood/ bl dr egdat a. ht m

, and at the Departnent of Health and Human

Servi ces, Food and Drug Admi nistration, Ofice of Comrunication,
Trai ni ng and Manufacturers Assistance (HFM 40), Center for Biologics
Eval uati on and Research, 1401 Rockville Pike, suite 200N, Rockville, MD
20852-1448. The followi ng information subm tted under the bl ood product
listing requirenents is illustrative of the type of information that
will be available for public disclosure when it is conpiled:

* * % * %

26. Section 607.39 is revised to read as foll ows:

Sec. 607.39 M sbranding by reference to establishnment registration,
validation of registration, or to registration nunber.

Regi stration of an establishment, validation of registration, or
assignment of a registration nunber does not in any way denote approval
of the firmor its products nor does it nean that the products may be
| egal |y marketed. Any representation that creates an inpression of
of ficial approval because of establishnment registration, validation of
regi stration, or possession of a registration nunber is m sleading and
constitutes m sbranding.

27. Section 607.40 is anmended by revising paragraphs (a), (b), (c),
the introductory text of (d), and (d)(3), and by addi ng new paragraphs
(e) and (f) to read as follows:

Sec. 607.40 Establishnment registration and bl ood product listing
requi renments for foreign bl ood product establishnents.

(a) Every foreign blood product establishnent nust conmply with the
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requi renments for donestic bl ood product establishnments in subpart B of
this part, unless exenpt under subpart D of this part.

(b) No bl ood product nay be inported or offered for inport into the
United States unless it conplies with the bl ood product |isting
requi renents in subpart B of this part and is manufactured, prepared,
propagat ed, conpounded, or processed at a registered foreign
establishment. Bl ood products inported or offered for inport under the
i nvestigational use provisions of part 312 of this chapter are not
subject to the requirenents in subpart B of this part. Al
establishment registration and bl ood product listing information nust
be in the English | anguage.

(c) Each foreign establishnent required to regi ster under paragraph
(a) of this section nust, as part of the establishnent registration and
bl ood product listing, submt the name and address of the
establishment, the nanme of each inporter of the foreign establishnent's
bl ood products that is known to the establishment, the nanme of each
person who inports or offers for inport such blood products to the
United States, and the name of the individual responsible for
submitting establishnment registration and bl ood product listing
i nformati on. Any changes in this information nust be reported to FDA at
the intervals specified for updating establishnent registration
information in Sec. 607.26.

(d) Each foreign establishnent required to regi ster under paragraph
(a) of this section nust submt the nanme, address, telephone and fax
nunbers, and e-nail address of its United States agent as part of its
initial and updated registration information in accordance with subpart
B of this part. Each foreign establishnment nust designate only one
United States agent.

(3) The foreign establishment or the United States agent nust
report changes in the United States agent's nane, address, telephone
and fax nunbers, and e-mail address to FDA within 30 cal endar days of
t he change.

(e) Each foreign establishnent required to regi ster under paragraph
(a) of this section nmust register and |list blood products using the
el ectronic registration and listing system in accordance with Sec.

607. 22(a).

(f)(1) If the foreign establishnent cannot submit the information

el ectronically under Sec. 607.40(e), the

[ [ Page 51356] ]

est abl i shnent may request a waiver. FDA may grant a waiver request if
the foreign establishment does not have an e-mail address and access to
a conputer and an Internet service provider that can access the

el ectronic registration and listing system

(2) Wiiver requests nust include a tel ephone nunber and/or mailing
address where the agency can contact the foreign establishnment.

(3) If the agency grants the waiver request, the foreign
establ i shment nust register and list blood products in accordance with
Sec. 607.22(b) or (c).

28. Section 607.65 is anended by redesignating paragraph (f) as
paragraph (g) and by addi ng new paragraph (f) to read as foll ows:
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Sec. 607.65 Exenptions for bl ood product establishnents.

* * % * %

(f) Persons who engage solely in the production of any plasm
derivative, such as al bum n, Imune dobulin, Factor VIIl and Factor
I X, bul k product substances such as fractionation intermnmedi ates or
pastes, or reconbi nant versions of plasnma derivatives or aninmal derived
pl asma derivatives. This paragraph does not exenpt such persons from
registration and |isting under part 207 of this chapter.

* * * * %

PART 610-- GENERAL Bl OLOG CAL PRODUCTS STANDARDS

29. The authority citation for 21 CFR part 610 continues to read as
fol | ows:

Authority: 21 U . S. C 321, 331, 351, 352, 353, 355, 360, 360c,
360d, 360h, 360i, 371, 372, 374, 381; 42 U S.C 216, 262, 263, 263a,
264.

30. Section 610.60 is anmended by revising paragraph (a)(2) to read
as follows:

Sec. 610.60 Container | abel.

(a) * * %
(2) The nane, address, license nunber of the manufacturer, and the
NDC nunber in accordance with part 207 of this chapter

* * % * *

31. Section 610.61 is anmended by revising paragraph (b) to read as
fol |l ows:

Sec. 610.61 Package | abel

* * * * %

(b) The name, address, |license nunber of the manufacturer, and the
NDC nunber in accordance with part 207 of this chapter

* * * * %

PART 1271--HUMAN CELLS, TI SSUES, AND CELLULAR AND TI SSUE- BASED
PRODUCTS

32. The authority citation for 21 CFR part 1271 continues to read
as follows:

Authority: 42 U . S. C. 216, 243, 263a, 264, 271

Sec. 1271.1 [ Anended]
33. Section 1271.1 is anmended in paragraphs (a) and (b)(2) by

removing - 207.20(f)'' and by adding in its place ~"207.9(c)(2)'".
34. Section 1271.3 is anended by addi ng paragraphs (nm and (nn) to
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read as foll ows:

Sec. 1271.3 How does FDA define inportant terns in this part?

* * * * %

(m) Inporter neans a conpany or individual in the United States
that is the owner, consignee, or recipient of the foreign
establishment's HCT/P that is inported into the United States.

(nn) United States agent nmeans a person residing or maintaining a
pl ace of business in the United States whom a foreign establishnent
designates as its agent. This definition excludes nail boxes, answering
machi nes or services, or other places where an individual acting as the
foreign establishnent's agent is not physically present.

Sec. 1271.20 [Amended]

35. Section 1271.20 is anended by renoving " 207.20(f)"'' and by
adding in its place "~ 207.9(c)(2)'".

36. Section 1271.22 is added to read as foll ows:
Sec. 1271.22 How do | register and submit an HCT/P list?

(a) You must use the electronic registration and listing system at
http://ww. fda. gov/cber/tissue/tisreg.htmin accordance with Sec.

1271. 25 for:

(1) Establishment registration,

(2) HCT/P listings, and

(3) Updates of registration and HCT/P |isting.

(b) FDA will periodically issue guidance on how to provide
registration and listing information in electronic format (for exanple,
nmet hod of transmission, nedia, file formats, preparation, and
organi zation of files).

(c) You must provide the information under paragraph (a) of this
section in accordance with part 11 of this chapter, except for the
requirenents in Sec. 11.10(b), (c), and (e) and the correspondi ng
requirenents in Sec. 11.30.

37. Section 1271.23 is added to part 1271 to read as foll ows:

Sec. 1271.23 Howis a waiver fromthe electronic format requirenents
request ed?

(a) You may request a waiver fromthe requirenent in Sec. 1271.22
that information nust be provided to FDA in electronic format if you do
not have an e-nmmil address and access to a conputer and an | nternet
service provider that can access the Wb-based FDA registration and
i sting database.

(b) Requests for a waiver nust include a tel ephone nunber and/or
mai | i ng address where FDA can contact the person nmaking the request.

(c) If FDA grants the request for a waiver, FDA will informyou how
to submt your registration and/or listing information
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38. Section 1271.25 is anmended by revising introductory paragraph
(a), paragraphs (a)(2) and (a)(3), and by addi ng new paragraphs (a)(5),
(a)(6), and (d) to read as foll ows:

Sec. 1271.25 Wiat information is required for establishnment
registration and HCT/P listing?

(a) Your establishnment registration nmust include:
* * * * %

(2) Each location, including the street address, telephone and fax
nunbers, emai|l address, and the postal service zip code of the
est abl i shnment ;

(3) The name, address, tel ephone and fax nunbers, e-mail address,
and title of the reporting official;

* * * * *

(5) Each foreign establishnment nust also submt the nane, address,

t el ephone and fax nunbers, and e-mail address of each inporter that is
known to the establishnment, and the nanme of each person who inports or
offers for inport such HCT/P to the United States for purposes of

i mportation; and

(6) Each foreign establishnent nust al so submt the nane, address,

t el ephone and fax nunmbers, and e-nmail address of its United States
agent. Each foreign establishnent nust designate only one United States
agent .

(i) The United States agent nust reside or nmaintain a place of
business in the United States.

(ii) Upon request fromFDA, the United States agent nust assist FDA
in communi cations with the foreign establishment, respond to questions
concerning the foreign establishnment's products that are inported or
offered for inport into the United States, and assist FDA in scheduling
i nspections of the foreign establishnment. If the agency is unable to
contact the foreign establishnent directly or expeditiously, FDA may
provide information or docunents to the United States agent, and such
an action mnmust be consi dered

[[ Page 51357]]

to be equivalent to providing the sane information or docunents to the
forei gn establishnent.

(iii) The foreign establishment or the United States agent mnust
report changes in the United States agent's nane, address, telephone
and fax nunbers, and e-mail address to FDA within 30 cal endar days of
t he change.

* * * * %

(d) I'n addition, if your HCT/P is described under Sec. 1271. 20,
you must submit the information required under part 207 of this chapter
usi ng the procedures under this subpart.

39. Section 1271.26 is revised to read as foll ows:

Sec. 1271.26 Wen nust | amend ny establishnment registration?

If the ownership or |ocation of your establishnent changes, or if
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there is a change in the United States agent's nane, address, telephone
and fax nunbers, and e-mail address, you nmust submt an anendnent to
registration within 30 cal endar days of the change.

Sec. 1271.37 [Anmended]

40. Section 1271.37 is amended in the introductory text of
par agraph (a) by renoving the phrase "~ Form FDA 3356'' and adding in
its place the phrase "“registration and listing information''.

Dat ed: August 22, 2006.
Jeffrey Shuren,
Assi st ant Conm ssi oner for Policy.
[FR Doc. 06-7172 Filed 8-23-06; 3:48 pnj
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