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SECTION-BY-SECTION REDLINE OF FDA’SFINAL
REGULATIONSON ANDASAND 505(b)(2) APPLICATIONSTO
IMPLEMENT TITLE X| OFTHE MMA

21 C.F.R. §314.3—DEFINITIONS

(a) The definitions and interpretations
contained in section 201 of the act-Federal
Food, Drug, and Cosmetic Act apply to
those terms when used in this part_and part
320 of this chapter.

(b) The following definitions of terms
apply to this part_and part 320 of this

chapter:

180-day exclusivity period is the 180-
day period beginning on the date of the first
commercial marketing of the drug
(including the commercial marketing of the
reference listed drug) by any first applicant.
The 180-day period ends on the day before
the date on which an ANDA submitted by
an applicant other than a first applicant
could be approved.

505(b)(2) application isan NDA
submitted under section 505(b)(1) of the
Federal Food, Drug, and Cosmetic Act for a
drug for which at least some of the
investigations described in section
505(b)(1)(A) of the Federal Food, Drug, and
Cosmetic Act and relied upon by the
applicant for approval of the NDA were not
conducted by or for the applicant and for
which the applicant has not obtained a right

of reference or use from the person by or for
whom the investigations were conducted.

Abbreviated application, abbreviated
new drug application, or ANDA is meansthe
application described under § 314.94,
including all amendments and supplements
to the application. “Abbreviated-application”
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Acknow edgement |etter is a written,
pogmarked communication from FDA to an
applicant stating that the Agency has
determined that an ANDA is sufficiently
complete to permit a substantive review. An
acknowledgment letter indicates that the
ANDA isregarded as received.

Act is meansthe Federal Food, Drug,
and Cosmetic Act (sections 201 et seq.-961
(21 U.S.C. 301 et seq.-392)).

Active ingredient is any component that
is intended to furnish pharmacological
activity or other direct effect in the
diagnosis, cure, mitigation, treatment, or
prevention of disease, or to affect the
structure or any function of the body of man
or other animals. The term includes those




components that may undergo chemical
change in the manufacture of the drug
product and be present in the drug product in
amodified form intended to furnish the
specified activity or effect.

Active moiety is the molecule or ion,
excluding those appended portions of the
molecule that cause the drug to be an ester,
salt (including a salt with hydrogen or
coordination bonds), or other noncovalent
derivative (such as a complex, chelate, or
clathrate) of the molecule, responsible for
the physiological or pharmacological action
of the drug substance.

ANDA holder is the applicant that owns
an approved ANDA.

Applicant is means-any person who
submits an apphication-NDA (including a
505(b)(2) application) or abbreviated
appheatienANDA or an amendment or
supplement to them-and NDA or ANDA
under this part to obtain FDA approval of a
new drug eran-antibietic-drug-and any
person who owns an approved application
NDA (including a 505(b)(2) application) or

shoroebod oo L o ANDA.,

Application, new drug application, or
NDA is meansthe application described
under § 314.50, including all amendments
and supplements to the application._ An
NDA refersto “stand-alone” applications
submitted under section 505(b)(1) of the
Federal Food, Drug, and Cosmetic Act and
to 505(b)(2) applications.
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Approval letter meansis awritten
communication to an applicant from FDA
approving an appheation-NDA or an
abbreviated applicationANDA.

Assess the effects of the change means-is
to evaluate the effects of a manufacturing
change on the identity, strength, quality,
purity, and potency of adrug product as
these factors may relate to the safety or
effectiveness of the drug product.

Authorized generic drug meansisa
listed drug, as defined in this section, that
has been approved under section 505(c) of
the act-Federal Food, Drug, and Cosmetic
Act and is marketed, sold, or distributed
directly or indirectly to retail class of trade
with labeling, packaging (other than
repackaging as the listed drug in blister
packs, unit doses, or similar packaging for
use in ingtitutions), product code, labeler
code, trade name, or trademark that differs
from that of the listed drug.

Bioavailability is the rate and extent to
which the active ingredient or active moiety
is absorbed from a drug product and




becomes available at the site of drug action.
For drug productsthat are not intended to be
absorbed into the bloodstream,
bioavailability may be assessed by
scientifically valid measurements intended
to reflect the rate and extent to which the
active ingredient or active moiety becomes
available at the site of drug action.

Bioeguivalence is the absence of a
significant difference in the rate and extent
to which the active ingredient or active
moiety in pharmaceutical equivalents or
pharmaceutical alternatives becomes
available at the site of drug action when
administered at the same molar dose under
similar conditions in an appropriately
designed study. Where there is an
intentional difference in rate (e.g., in certain
extended-release dosage forms), certain
pharmaceutical equivalents or aternatives
may be considered bioequivalent if there is
no significant difference in the extent to
which the active ingredient or moiety from
each product becomes available at the site of
drug action. This applies only if the
difference in the rate at which the active
ingredient or moiety becomes available at
the site of drug action isintentional and is
reflected in the proposed labeling, is not
essential to the attainment of effective body
drug concentrations on chronic use, and is
considered medically insignificant for the
drug. For drug productsthat are not intended
to be absorbed into the bloodstream,
bioequivalence may be assessed by
scientifically valid measurements intended
to reflect the rate and extent to which the
active ingredient or active moiety becomes
available at the site of drug action.
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Bioequivalence requirement isa
requirement imposed by FDA for in vitro
and/or in vivo testing of specified drug
products that must be satisfied as a condition

of marketing.

Class 1 resubmission meansis the
resubmission of an apphication-NDA or
efficacy supplement, following receipt of a
complete response letter, that contains one
or more of the following: Final printed
labeling, draft labeling, certain safety
updates, sability updates to support
provisional or final dating periods,
commitments to perform postmarketing
studies (including proposals for such
studies), assay validation data, final release
testing on the last lots used to support
approval, minor reanalyses of previously
submitted data, and other comparatively
minor information.

Class 2 resubmission meansisthe
resubmission of an apphication-NDA or
efficacy supplement, following receipt of a
complete response letter, that includes any
item not specified in the definition of “Class
1 resubmission,” including any item that
would require presentation to an advisory
committee.

Commercial marketing isthe
introduction or delivery for introduction into
interstate commerce of a drug product
described in an ANDA, outside the control
of the ANDA applicant, except that the term
does not include transfer of the drug product
for investigational use under part 312 of this
chapter or transfer of the drug product to




parties identified in the ANDA for reasons
other than sale. Commercial marketing
includes the introduction or delivery for
introduction into interstate commerce of the
reference listed drug by the ANDA

applicant.

Complete response letter meansisa
written communication to an applicant from
FDA usually describing all of the
deficiencies that the ageney-Agency has
identified in an application-NDA or
abbreviated-apphicationANDA that must be
satisfactorily addressed before it can be
approved.

Component is any ingredient intended
for use in the manufacture of a drug product,
including those that may not appear in such

drug product.

Date of approval isthe date on the
approval letter from FDA stating that the
NDA or ANDA is approved, except that the
date of approval for an NDA described in
section 505(x)(1) of the Federal Food, Drug,
and Cosmetic Act is determined as described
in section 505(x)(2) of the Federal Food,
Drug, and Cosmetic Act. “Date of approval”
refers only to afinal approval and not to a
tentative approval.

Dosage formis the physical
manifestation containing the active and
inactive ingredientsthat delivers a dose of
the drug product. This includes such factors
as.

(1) The physical appearance of the drug
product;
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(2) The physical form of the drug
product prior to dispensing to the patient;

(3) The way the product is administered:;
and

(4) The design features that affect
frequency of dosing.

Drug product means-is afinished dosage
form,-fer-example e.q., tablet, capsule, or
solution, that contains a drug substance,
generally, but not necessarily, in association
with one or more other ingredients.

Drug substance means-is an active
ingredient that is intended to furnish
pharmacological activity or other direct
effect in the diagnosis, cure, mitigation,
treatment, or prevention of disease or to
affect the structure or any function of the
human body, but does not include
intermediates used in the synthesis of such
ingredient.

Efficacy supplement meansisa
supplement to an approved application-NDA
proposing to make one or more related
changes from among the following changes
to product labeling:

(1) Add or modify an indication or
claim;

(2) Revise the dose or dose regimen;

(3) Provide for anew route of
administration;



(4) Make a comparative efficacy clam
naming another drug product;

(5) Significantly alter the intended
patient population;

(6) Change the marketing status from
prescription to over-the-counter use;

(7) Provide for, or provide evidence of
effectiveness necessary for, the traditional
approval of aproduct originally approved
under subpart H of part 314; or

(8) Incorporate other information based
on at least one adequate and well-controlled
clinical study.

EDAFDA or Agency means-is the Food
and Drug Administration.

First applicant isan ANDA applicant
that, on the first day on which a substantially
complete application containing a paragraph
|V certification is submitted for approval of
adrug, submits a substantially complete
application that contains, and for which the
applicant lawfully maintains, a paragraph [V
certification for the drug.

Inactive ingredient is any component
other than an active ingredient.

Listed drug meansis a new drug product
that has an effective approval under section
505(c) of the aet-Federal Food, Drug, and
Cosmetic Act for safety and effectiveness or
under section 505(j) of the actFederal Food
Drug, and Cosmetic Act, which has not been
withdrawn or suspended under section
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505(e)(1) through {e}(5) or section
505(j)(56) of the aetFederal Food, Drug, and
Cosmetic Act, and which has not been
withdrawn from sale for what FDA has
determined are reasons of safety or
effectiveness. Listed drug satusis
evidenced by the drug product's
identification as-a-drugwith-an-effective
apprevakin the current edition of FDA's
“Approved Drug Products with Therapeutic
Equivalence Evaluations’ (the list)-er-any
edrrent-supplement-thereto; as an approved

drug-with-an-effectiveapproval. A drug
product is deemed to be a listed drug on the

date of-effective approval ef-for the
appheation NDA or abbreviated
appheationANDA for that drug product.

NDA holder isthe applicant that owns an
approved NDA..

Newly acquired information means-is
data, analyses, or other information not
previously submitted to the agereyAgency,
which may include (but areis not limited to)
data derived from new clinical studies,
reports of adverse events, or new analyses of
previously submitted data (e.g., meta-
analyses) if the studies, events or analyses
reveal risks of adifferent type or greater
severity or frequency than previously
included in submissions to FDA.

Original application or original
NDA means-is a pending apphication- NDA
for which FDA has never issued a complete
response letter or approval letter, or an
appheation-NDA that was submitted again
after FDA had refused to file it or after it
was withdrawn without being approved.



Paragraph 1V acknowiedgement letter is
awritten, postmarked communication from
FDA to an applicant stating that the Agency
has determined that a 505(b)(2) application
or ANDA containing a paragraph IV
certification is sufficiently complete to
permit a substantive review. A paragraph IV
acknowledgment letter indicates that the
505(b)(2) application is regarded as filed or
the ANDA isregarded as received.

Paragraph 1V certification is a patent
certification of invalidity, unenforceability,
or noninfringement described in §
314.50(1)(1)(1)(A)(4) or §
314.94(a)(12)(1))(A)(4).

Patent owner is the owner of the patent
for which information is submitted for an
NDA.

Pharmaceutical alternatives are drug
productsthat contain the identical
therapeutic moiety, or its precursor, but not
necessarily in the same amount or dosage
form or asthe same salt or ester. Each such
drug product individually meets either the
identical or its own respective compendial or
other applicable standard of identity,
strength, quality, and purity, including
potency and, where applicable, content
uniformity, disintegration times, and/or
dissolution rates.

Pharmaceutical equivalents are drug
productsin identical dosage forms and
route(s) of administration that contain
identical amounts of the identical active
drug ingredient, i.e., the same salt or ester of
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the same therapeutic moiety, or, in the case
of modified-release dosage forms that
reguire areservoir or overage or such forms
as prefilled syringes where residual volume
may vary, that deliver identical amounts of
the active drug ingredient over the identical
dosing period; do not necessarily contain the
same inactive ingredients; and meet the
identical compendial or other applicable
standard of identity, strength, quality, and
purity, including potency and, where
applicable, content uniformity,
disintegration times, and/or dissolution rates.

Postmark is an independently verifiable
evidentiary record of the date on which a
document is transmitted, in an unmodifiable
format, to another party. For posmarks
made by the U.S. Pogta Serviceor a
designated delivery service, the date of
transmission is the date on which the
document is received by the domestic mail
service of the U.S. Pogtal Service or by a
designated delivery service. For postmarks
documenting an electronic event, the date of
transmission is the date (in a particular time
zone) that FDA sends the electronic
transmission on its host system as evidenced
by a verifiable record. If the sender and the
intended recipient are located in different
time zones, it is the sender’ stime zone that
provides the controlling date of electronic
transmission.

Reference listed drug means-is the listed
drug identified by FDA as the drug product
upon which an applicant relies in seeking
approval of its abbreviated
apphicationANDA.



Reference standard is the drug product
selected by FDA that an applicant seeking
approval of an ANDA must usein
conducting an in vivo bioequivalence study
required for approval.

Resubmission, in the context of a
complete response letter, meansis
submission by the applicant of all materials
needed to fully address all deficiencies
identified in the complete response letter.
An apphication-NDA or abbreviated
appheationANDA for which FDA issued a
complete response letter, but which was
withdrawn before approval and later
submitted again, is not aresubmission.

Right of reference or use meansisthe
authority to rely upon, and otherwise use, an
investigation for the purpose of obtaining
approval of an appheationNDA, including
the ability to make available the underlying
raw datafrom the investigation for FDA
audit, if necessary.

Same drug product formulation is the
formulation of the drug product submitted
for approval and any formulations that have
minor differences in composition or method
of manufacture from the formulation
submitted for approval, but are similar
enough to be relevant to the Agency’s
determination of bioequivalence.

Specification means-is the quality
standard (i.e., tests, analytical procedures,
and acceptance criteria) provided in an

approved application-NDA or ANDA to
confirm the quality of drug substances, drug
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products, intermediates, raw materials,
reagents, components, in-process materials,
container closure systems, and other
materials used in the production of adrug
substance or drug product. For the purpose
of this definition, acceptance criteria means
numerical limits, ranges, or other criteria for
the tests described.

Strength is the amount of drug substance
contained in, delivered, or deliverable from
adrug product, which includes:

(1)(i) The total quantity of drug
substance in mass or units of activity ina
dosage unit or container closure (e.q.,
weight/unit dose, weight/volume or
weight/weight in a container closure, or
units/volume or units'weight in a container
closure); and/or, as applicable.

(ii) The concentration of the drug
substance in mass or units of activity per
unit volume or mass (e.g., weight/weight,
weight/volume, or units/'volume); or

(2) Such other criteriathe Agency
establishes for determining the amount of
drug substance contained in, delivered, or
deliverable from a drug product if the
weights and measures described in
paragraph (i) of this definition do not apply
(e.q., certain drug-device combination
products for which the amount of drug
substance is emitted per use or unit time).

Substantially complete application is an
ANDA that on its face is sufficiently
complete to permit a substantive review.
Sufficiently complete means that the ANDA




contains all the information required under
section 505(j)(2)(A) of the Federal Food,
Drug, and Cosmetic Act and does not
contain a deficiency described in §
314.101(d) and (€).

Tentative approval is notification that an
NDA or ANDA otherwise meetsthe
requirements for approval under the Federal
Food, Drug, and Cosmetic Act, but cannot
be approved because there is a 7-year period
of orphan exclusivity for alisted drug under
section 527 of the Federal Food, Drug, and
Cosmetic Act and 8§ 316.31 of this chapter,
or that a 505(b)(2) application or ANDA
otherwise meets the requirements for
approval under the Federal Food, Drug, and
Cosmetic Act, but cannot be approved until
the conditions in § 314.107(b)(1)(iii), (b)(3),
or (c) are met; because there is a period of
exclusivity for the listed drug under 8
314.108; because there is a period of
pediatric exclusivity for the listed drug
under section 505A of the Federal Food,
Drug, and Cosmetic Act; because thereisa
period of exclusivity for the listed drug
under section 505E of the Federal Food,
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Drug, and Cosmetic Act; or because a court
order pursuant to 35 U.S.C. 271(e)(4)(A)
ordersthat the NDA or ANDA may be
approved no earlier than the date specified.
A drug product that is granted tentative
approval is not an approved drug and will
not be approved until FDA issues an
approval letter after any necessary additional
review of the NDA or ANDA.

The list meansisthe list of drug products

with-effective-approvals-published in the

FDA’s current edition-of FDA'spublication
“Approved Drug Products with Therapeutic

Equivalence Evaluations,”_available
electronically on FDA’s Web site at

http://www.fda.gov/cder.-and-any-eurrent

Therapeutic equivalents are approved
drug products that are pharmaceutical
equivalents for which bioequivalence has
been demonstrated, and that can be expected
to have the same clinical effect and safety
profile when administered to patients under
the conditions specified in the labeling.

21 C.F.R. §314.50—CONTENT AND FORMAT OF AN
APRPPHCATONNDA

AppheationsNDASs and supplements to

approved appheations NDAS are required to
be submitted in the form and contain the

information, as appropriate for the particular
submission, required under this section.
Three copies of the application NDA are
required: An archival copy, areview copy,

and afield copy. An appheation-NDA for a
new chemical entity will generally contain
an application form, an index, a summary,
five or six technical sections, case report
tabulations of patient data, case report
forms, drug samples, and labeling,
including, if applicable, any Medication



Guide required under part 208 of this
chapter. Other applicationsNDAs will
generally contain only some of those items,
and information will be limited to that
needed to support the particular submission.
These include an application-NDA of the
type described in section 505(b)(2) of the
actFederal Food, Drug, and Cosmetic Act,
an amendment, and a supplement. The
appheationNDA isrequired to contain
reports of all investigations of the drug
product sponsored by the applicant, and all
other information about the drug pertinent to
an evaluation of the application that is
received or otherwise obtained by the
applicant from any source. FDA will
maintain guidance documents on the format
and content of apphicationsNDASto assist
applicants in their preparation.

(a) Application form. The applicant shat
must submit a completed and signed
application form that contains the following:

(1) The name and address of the
applicant; the date of the apptieationNDA;
the apphication-NDA number if previously
issued (for example, if the apphicationNDA
is aresubmission, an amendment, or a
supplement); the name of the drug product,
including its established, proprietary, code,
and chemical names; the dosage form and
strength; the route of administration; the
identification numbers of all Hvestigationat
new-drug-applicationsINDs (as defined in §
312.3(b) of this chapter) that are referenced
in the application; the identification numbers
of all drug master files and other
applications under this part that are
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referenced in the appheationNDA; and the
drug product’s proposed indications for use.

(2) A statement whether the submission
isan original submission, a 505(b)(2)
application, aresubmission, or a supplement
to an application under § 314.70.

(3) A statement whether the applicant
proposes to market the drug product as a
prescription or an over-the-counter product.

(4) A check-list identifying what
enclosures required under this section the
applicant is submitting.

(5) The applicant, or the applicant's
attorney, agent, or other authorized official
shalb-must sign the apphicationNDA. If the
person signing the appheation NDA does
not reside or have a place of business within
the United States, the application-NDA is
required to contain the name and address of,
and be countersigned by, an attorney, agent,
or other authorized official who resides or
maintains a place of business within the
United States.

(b) Index. The archival copy of the
appheation-NDA isrequired to contain a
comprehensive index by volume number
and page number to the summary under
paragraph (c) of this section, the technical
sections under paragraph (d) of this section,
and the supporting information under
paragraph (f) of this section.

(c) Summary. (1) An apphicationNDA is
required to contain a summary of the
appheatien-NDA in enough detail that the



reader may gain a good general
understanding of the data and information in
the appheationNDA, including an
understanding of the quantitative aspects of
the data. The summary is not required for
supplements under § 314.70. Resubmissions
of an appheation-NDA should contain an
updated summary, as appropriate. The
summary should discuss all aspects of the
appheatienNDA, and synthesize the
information into awell-structured and
unified document. The summary should be
written at approximately the level of detail
required for publication in, and meet the
editorial standards generally applied by,
refereed scientific and medical journals. In
addition to the agency personnel reviewing
the summary in the context of their review
of the applicationANDA, FDA may furnish
the summary to FDA advisory committee
members and agency officials whose duties
require an understanding of the
appheationNDA. To the extent possible,
data in the summary should be presented in
tabular and graphic forms. FDA has
prepared a guideline under § 10.90(b) that
provides information about how to prepare a
summary. The summary required under this
paragraph may be used by FDA or the
applicant to prepare the Summary Basis of
Approval document for public disclosure
(under § 314.430(e)(2)(i1)) when the

appheationNDA is approved.

(2) The summary is required to contain
the following information:

(i) The proposed text of the labeling,
including, if applicable, any Medication
Guide required under part 208 of this
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chapter, for the drug, with annotations to the
information in the summary and technical
sections of the appheation-NDA that support
the inclusion of each statement in the
labeling, and, if the application-NDA isfor a
prescription drug, statements describing the
reasons for omitting a section or subsection
of the labeling format in § 201.57 of this
chapter.

(i) A statement identifying the
pharmacologic class of the drug and a
discussion of the scientific rationale for the
drug, itsintended use, and the potential
clinical benefits of the drug product.

(iit) A brief description of the marketing
history, if any, of the drug outside the
United States, including alist of the
countries in which the drug has been
marketed, alist of any countriesin which
the drug has been withdrawn from
marketing for any reason related to safety or
effectiveness, and a list of countriesin
which applications for marketing are
pending. The description is required to
describe both marketing by the applicant
and, if known, the marketing history of other
persons.

(iv) A summary of the chemistry,
manufacturing, and controls section of the

apphieationNDA.

(v) A summary of the nonclinical
pharmacology and toxicology section of the

apphieationNDA.



(vi) A summary of the human
pharmacokinetics and bioavailability section

of the apphicationNDA.

(vii) A summary of the microbiology
section of the appheationNDA (for anti-
infective drugs only).

(viii) A summary of the clinical data
section of the appheationNDA, including the
results of statistical analyses of the clinical
trials.

(ix) A concluding discussion that
presents the benefit and risk considerations
related to the drug, including a discussion of
any proposed additional studies or
surveillance the applicant intends to conduct
postmarketing.

(d) Technical sections. The appheatien
NDA isrequired to contain the technical
sections described below. Each technical
section is required to contain data and
information in sufficient detail to permit the
agency to make a knowledgeable judgment
about whether to approve the application
NDA or whether grounds exist under section
505(d) of the aet-Federal Food, Drug, and
Cosmetic Act to refuse to approve the
appheationNDA. The required technical
sections are as follows:

(1) Chemistry, manufacturing, and
controls section. A section describing the
composition, manufacture, and specification
of the drug substance and the drug product,
including the following:
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(i) Drug substance. A full description of
the drug substance including its physical and
chemical characteristics and stability; the
name and address of its manufacturer; the
method of synthesis (or isolation) and
purification of the drug substance; the
process controls used during manufacture
and packaging; and the specifications
necessary to ensure the identity, strength,
guality, and purity of the drug substance and
the bioavailability of the drug products made
from the substance, including, for example,
tests, analytical procedures, and acceptance
criteriarelating to sability, sterility, particle
size, and crystalline form. The applicatien
NDA may provide additionally for the use
of alternativesto meet any of these
requirements, including alternative sources,
process controls, and analytical procedures.
Reference to the current edition of the U.S.
Pharmacopeia and the National Formulary
may satisfy relevant requirementsin this

paragraph.

(i1)(a) Drug product. A list of all
components used in the manufacture of the
drug product (regardless of whether they
appear inthe drug product) and a satement
of the composition of the drug product; the
specifications for each component; the name
and address of each manufacturer of the
drug product; a description of the
manufacturing and packaging procedures
and in-process controls for the drug product;
the specifications necessary to ensure the
identity, strength, quality, purity, potency,
and bioavailability of the drug product,
including, for example, tests, analytical
procedures, and acceptance criteriarelating
to sterility, dissolution rate, container



closure systems; and stability data with
proposed expiration dating. The apphieation
NDA may provide additionally for the use
of alternativesto meet any of these
requirements, including alternative
components, manufacturing and packaging
procedures, in-process controls, and
analytical procedures. Reference to the
current edition of the U.S. Pharmacopeia
and the National Formulary may satisfy
relevant requirements in this paragraph.

(b) Unless provided by paragraph
(d)(2)(ii)(a) of this section, for each batch of
the drug product used to conduct a
bioavailability or bioequivalence study
described in § 320.38 or § 320.63 of this
chapter or used to conduct a primary
stability study: The batch production record,;
the specification for each component and for
the drug product; the names and addresses
of the sources of the active and
noncompendial inactive components and of
the container and closure system for the
drug product; the name and address of each
contract facility involved in the
manufacture, processing, packaging, or
testing of the drug product and identification
of the operation performed by each contract
facility; and the results of any test performed
on the components used in the manufacture
of the drug product as required by
§ 211.84(d) of this chapter and on the drug
product as required by § 211.165 of this
chapter.

(c) The proposed or actual master
production record, including a description of
the equipment, to be used for the
manufacture of acommercial lot of the drug
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product or a comparably detailed description
of the production process for a
representative batch of the drug product.

(iif) Environmental impact. The
appheationNDA isrequired to contain
either aclaim for categorical exclusion
under § 25.30 or 25.31 of this chapter or an
environmental assessment under § 25.40 of
this chapter.

(iv) The applicant may, at its option,
submit a complete chemistry,
manufacturing, and controls section 90 to
120 days before the anticipated submission
of the remainder of the appheationNDA.
FDA will review such early submissions as
resources permit.

(v) The applicant shal-must include a
statement certifying that the field copy of
the appheation NDA has been provided to
the applicant's home FDA district office.

(2) Nonclinical pharmacology and
toxicology section. A section describing,
with the aid of graphs and tables, animal and
in vitro studies with drug, including the
following:

(i) Studies of the pharmacological
actions of the drug in relation to its proposed
therapeutic indication and studies that
otherwise define the pharmacologic
properties of the drug or are pertinent to
possible adverse effects.

(it) Studies of the toxicological effects of
the drug asthey relate to the drug's intended
clinical uses, including, as appropriate,



studies assessing the drug's acute, subacute,
and chronic toxicity; carcinogenicity; and
studies of toxicities related to the drug's
particular mode of administration or
conditions of use.

(iii) Studies, as appropriate, of the
effects of the drug on reproduction and on
the developing fetus.

(iv) Any studies of the absorption,
distribution, metabolism, and excretion of
the drug in animals.

(v) For each nonclinical laboratory study
subject to the good laboratory practice
regulations under part 58 a statement that it
was conducted in compliance with the good
laboratory practice regulations in part 58, or,
if the study was not conducted in
compliance with those regulations, a brief
statement of the reason for the
noncompliance.

(3) Human pharmacokinetics and
bioavailability section. A section describing
the human pharmacokinetic data and human
bioavailability data, or information
supporting awaiver of the submission of in
vivo bioavailability data under subpart B of
part 320, including the following:

(i) A description of each of the
bioavailability and pharmacokinetic studies
of the drug in humans performed by or on
behalf of the applicant that includes a
description of the analytical procedures and
statistical methods used in each study and a
statement with respect to each study that it
either was conducted in compliance with the
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institutional review board regulations in part
56, or was not subject to the regulations
under § 56.104 or § 56.105, and that it was
conducted in compliance with the informed
consent regulations in part 50.

(i) If the apphication-NDA describesin
the chemistry, manufacturing, and controls
section tests, analytical procedures, and
acceptance criteria needed to assure the
bioavailability of the drug product or drug
substance, or both, a statement in this
section of the rationale for establishing the
tests, analytical procedures, and acceptance
criteria, including data and information
supporting the rationale.

(iif) A summarizing discussion and
analysis of the pharmacokinetics and
metabolism of the active ingredients and the
bioavailability or bioequivalence, or both, of
the drug product.

(4) Microbiology section. If the drug is
an anti-infective drug, a section describing
the microbiology data, including the
following:

(i) A description of the biochemical
basis of the drug's action on microbial

physiology.

(i) A description of the antimicrobial
spectra of the drug, including results of in
vitro preclinical studiesto demonstrate
concentrations of the drug required for
effective use.

(iit) A description of any known
mechanisms of resistance to the drug,



including results of any known
epidemiologic studies to demonstrate
prevalence of resistance factors.

(iv) A description of clinical
microbiology laboratory procedures (for
example, in vitro sensitivity discs) needed
for effective use of the drug.

(5) Clinical data section. A section
describing the clinical investigations of the
drug, including the following:

(i) A description and analysis of each
clinical pharmacology study of the drug,
including a brief comparison of the results
of the human studies with the animal
pharmacology and toxicology data.

(i) A description and analysis of each
controlled clinical study pertinent to a
proposed use of the drug, including the
protocol and a description of the statistical
analyses used to evaluate the study. If the
study report is an interim analysis, thisisto
be noted and a projected completion date
provided. Controlled clinical studies that
have not been analyzed in detail for any
reason (e.g., because they have been
discontinued or are incomplete) areto be
included in this section, including a copy of
the protocol and a brief description of the
results and status of the study.

(iit) A description of each uncontrolled
clinical study, a summary of the results, and
abrief statement explaining why the study is
classified as uncontrolled.
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(iv) A description and analysis of any
other dataor information relevant to an
evaluation of the safety and effectiveness of
the drug product obtained or otherwise
received by the applicant from any source,
foreign or domestic, including information
derived from clinical investigations,
including controlled and uncontrolled
studies of uses of the drug other than those
proposed in the applicationNDA,
commercial marketing experience, reportsin
the scientific literature, and unpublished
scientific papers.

(v) Anintegrated summary of the data
demonstrating substantial evidence of
effectiveness for the claimed indications.
Evidence is also required to support the
dosage and administration section of the
labeling, including support for the dosage
and dose interval recommended. The
effectiveness data shal-must be presented by
gender, age, and racial subgroups and shat
must identify any modifications of dose or
dose interval needed for specific subgroups.
Effectiveness data from other subgroups of
the population of patients treated, when
appropriate, such as patients with renal
failure or patients with different levels of
severity of the disease, also shal-must be
presented.

(vi) A summary and updates of safety
information, as follows:

(a) The applicant shal-must submit an
integrated summary of all available
information about the safety of the drug
product, including pertinent animal data,
demonstrated or potential adverse effects of



the drug, clinically significant drug/drug
interactions, and other safety considerations,
such as data from epidemiological studies of
related drugs. The safety data shat-must be
presented by gender, age, and racial
subgroups. When appropriate, safety data
from other subgroups of the population of
patients treated also shaH-must be presented,
such as for patients with renal failure or
patients with different levels of severity of
the disease. A description of any statistical
analyses performed in analyzing safety data
should also be included, unless already
included under paragraph (d)(5)(ii) of this
section.

(b) The applicant shaHmust, under
section 505(i) of the aetFederal Food, Drug,
and Cosmetic Act, update periodically its
pending appheation-NDA with new safety
information learned about the drug that may
reasonably affect the statement of
contraindications, warnings, precautions,
and adverse reactions in the draft labeling
and, if applicable, any Medication Guide
required under part 208 of this chapter.
These “safety update reports’ arereguired
temust include the same kinds of
information (from clinical studies, animal
studies, and other sources) and are-reguired
temust be submitted in the same format as
the integrated summary in paragraph
(d)(5)(vi)(a) of this section. In addition, the
reports arerequiredtomust include the case
report forms for each patient who died
during aclinical study or who did not
complete the study because of an adverse
event (unless this requirement is waived).
The applicant shal-must submit these
reports (1) 4 months after the initial
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submission; (2) in aresubmission following
receipt of a complete response letter; and (3)
at other times as requested by FDA.. Priorto
the-submission-efBefore submitting the first
such report, applicants are encouraged to
consult with FDA regarding further details
on its form and content.

(vii) If the drug has a potential for abuse,
adescription and analysis of studies or
information related to abuse of the drug,
including a proposal for scheduling under
the Controlled Substances Act. A
description of any studies related to
overdosage is also required, including
information on dialysis, antidotes, or other
treatments, if known.

(viii) Anintegrated summary of the
benefits and risks of the drug, including a
discussion of why the benefits exceed the
risks under the conditions stated in the
labeling.

(ix) A statement with respect to each
clinical study involving human subjects that
it either was conducted in compliance with
the institutional review board regulations in
part 56, or was not subject to the regulations
under § 56.104 or § 56.105, and that it was
conducted in compliance with the informed
consent regulations in part 50.

(x) If asponsor has transferred any
obligations for the conduct of any clinical
study to a contract research organization, a
statement containing the name and address
of the contract research organization,
identification of the clinical study, and a
listing of the obligations transferred. If all



obligations governing the conduct of the
study have been transferred, a general
statement of this transfer—in lieu of alisting
of the specific obligations transferred—may
be submitted.

(xi) If original subject records were
audited or reviewed by the sponsor in the
course of monitoring any clinical study to
verify the accuracy of the case reports
submitted to the sponsor, alist identifying
each clinical study so audited or reviewed.

(6) Satistical section. A section
describing the statistical evaluation of
clinical data, including the following:

(i) A copy of the information submitted
under paragraph (d)(5)(ii) of this section
concerning the description and analysis of
each controlled clinical study, and the
documentation and supporting statistical
analyses used in evaluating the controlled
clinical studies.

(i) A copy of the information submitted
under paragraph (d)(5)(vi)(a) of this section
concerning a summary of information about
the safety of the drug product, and the
documentation and supporting statistical
analyses used in evaluating the safety
information.

(7) Pediatric use section. A section
describing the investigation of the drug for
use in pediatric populations, including an
integrated summary of the information (the
clinical pharmacology studies, controlled
clinical studies, or uncontrolled clinical
studies, or other data or information) that is
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relevant to the safety and effectiveness and
benefits and risks of the drug in pediatric
populations for the claimed indications, a
reference to the full descriptions of such
studies provided under paragraphs (d)(3)
and (d)(5) of this section, and information
required to be submitted under § 314.55.

(e) Samples and labeling. (1) Upon
request from FDA, the applicant shaH-must
submit the samples described below to the
places identified in the agerey's-Agency's
request. FDA will generally ask applicants
to submit samples directly to two or more
ageney-Agency laboratories that will
perform all necessary tests on the samples
and validate the applicant's analytical
procedures.

(i) Four representative samples of the
following, each sample in sufficient quantity
to permit FDA to perform three times each
test described in the apphication-NDA to
determine whether the drug substance and
the drug product meet the specifications

given in the applicationNDA:

(a) The drug product proposed for
marketing;

(b) The drug substance used in the drug
product from which the samples of the drug
product were taken; and

(c) Reference standards and blanks
(except that reference standards recognized
in an official compendium need not be
submitted).



(if) Samples of the finished market
package, if requested by FDA.

(2) The applicant shal-must submit the
following in the archival copy of the

appheationNDA:

(i) Three copies of the analytical
procedures and related descriptive
information contained in the chemistry,
manufacturing, and controls section under
paragraph (d)(1) of this section for the drug
substance and the drug product that are
necessary for FDA's laboratories to perform
all necessary tests on the samples and to
validate the applicant's analytical
procedures. The related descriptive
information includes a description of each
sample; the proposed regulatory
specifications for the drug; a detailed
description of the methods of analysis;
supporting data for accuracy, specificity,
precision and ruggedness; and complete
results of the applicant's tests on each
sample.

(i) Copies of the label and all labeling
for the drug product (including, if
applicable, any Medication Guide required
under part 208 of this chapter) for the drug
product (4 copies of draft labeling or 12
copies of final printed labeling).

(f) Casereport forms and
tabulations. The archival copy of the
appheationNDA isrequired to contain the
following case report tabulations and case
report forms:
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(1) Casereport tabulations. The
appheation-NDA isrequired to contain
tabulations of the data from each adequate
and well-controlled study under § 314.126
(Phase 2 and Phase 3 studies as described in
§§ 312.21 (b) and (c) of this chapter),
tabulations of the data from the earliest
clinical pharmacology studies (Phase 1
studies as described in § 312.21(a) of this
chapter), and tabulations of the safety data
from other clinical studies. Routine
submission of other patient data from
uncontrolled studies is not required. The
tabulations are required to include the data
on each patient in each study, except that the
applicant may delete those tabulations which
the agency agrees, in advance, are not
pertinent to areview of the drug's safety or
effectiveness. Upon request, FDA will
discuss with the applicant in a “pre-NDA”
conference those tabulations that may be
appropriate for such deletion. Barring
unforeseen circumstances, tabulations
agreed to be deleted at such a conference
will not be requested during the conduct of
FDA'sreview of the apphicationNDA. If
such unforeseen circumstances do occur,
any request for deleted tabulations will be
made by the director of the FDA division
responsible for reviewing the
appheationNDA, in accordance with
paragraph (f)(3) of this section.

(2) Casereport forms. The apphieation
NDA isrequired to contain copies of

individual case report forms for each patient
who died during aclinical study or who did
not complete the study because of an
adverse event, whether believed to be drug
related or not, including patients receiving



reference drugs or placebo. This requirement
may be waived by FDA for specific studies
if the case report forms are unnecessary for a
proper review of the study.

(3) Additional data. The applicant shat
must submit to FDA additional case report
forms and tabulations needed to conduct a
proper review of the applicationNDA, as
requested by the director of the FDA
division responsible for reviewing the
appheatienNDA. The applicant's failure to
submit information requested by FDA
within 30 days after receipt of the request
may result in the agency viewing any
eventual submission as a major amendment
under § 314.60 and extending the review
period as necessary. If desired by the
applicant, the FDA division director will
verify in writing any request for additional
datathat was made orally.

(4) Applicants are invited to meet with
FDA before submitting an application NDA
to discuss the presentation and format of
supporting information. If the applicant and
FDA agree, the applicant may submit
tabulations of patient data and case report

forms in a form other than hard copy, for

alternate form.

(g) Other. The following general
requirements apply to the submission of
information within the summary under
paragraph (c) of this section and within the
technical sections under paragraph (d) of
this section.
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(1) The applicant ordinarily is not
required to resubmit information previously
submitted, but may incorporate the
information by reference. A reference to
information submitted previously is required
to identify the file by name, reference
number, volume, and page number in the
agency's records where the information can
be found. A reference to information
submitted to the agency by a person other
than the applicant is required to contain a
written statement that authorizes the
reference and that is signed by the person
who submitted the information.

(2) The applicant shal-must submit an
accurate and complete English translation of
each part of the appheationNDA that is not
in English. The applicant shal-must submit
acopy of each original literature publication
for which an English tranglation is
submitted.

(3) If an applicant who submits an rew
drugappheationANDA under section 505(b)
of the act-Federal Food, Drug, and Cosmetic
Act obtains a “right of reference or use,” as
defined under § 314.3(b), to an investigation
described in clause (A) of section 505(b)(1)
of the actFederal Food, Drug, and Cosmetic
Act, the applicant sha-must include in its
appheation NDA awritten statement signed
by the owner of the data from each such
investigation that the applicant may rely on
in support of the approval of its
appheatienNDA, and provide FDA access
to, the underlying raw datathat provide the
basis for the report of the investigation
submitted in its appheationNDA.




(h) Patent information. The application
NDA isrequired to contain the patent
information described under § 314.53.

(i) Patent certification—(1) Contents. A
505(b)(2) application isrequired to contain
the following:

(i) Patents claiming drug_substance,
drug product, or method of use. (A) Exeept
el i R L)2) of th
section,-aAn appropriate patent certification

with respect to each patent issued by the
United States Patent and Trademark Office
that, in the opinion of the applicant and to
the best of its knowledge, claims athe drug

e

compenent-of-the drug-product)substance or
drug product on which investigations that

are relied upon by the applicant for approval
of its 505(b)(2) application were conducted
or that claims an approved use for such drug
and for which information is required to be
filed under section 505(b) and (c) of the act
Federal Food, Drug, and Cosmetic Act and
§ 314.53. For each such patent, the applicant
shalb-must provide the patent number and
certify, in its opinion and to the best of its
knowledge, one of the following
circumstances:

(1) That the patent information has not
been submitted to FDA. The applicant shat
must entitle such a certification “Paragraph |
Certification”;

(2) That the patent has expired. The
applicant shal-must entitle such a
certification “Paragraph 11 Certification”;
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(3) The date on which the patent will
expire. The applicant shatt-must entitle such
acertification “Paragraph 111 Certification”;
or

(4)(i) That the patent is invalid,
unenforceable, or will not be infringed by
the manufacture, use, or sale of the drug
product for which the 505(b)(2) application
is submitted. The applicant shalt-must entitle
such a certification “Paragraph |V
Certification”. This certification shall be
submitted in the following form:

SUBMITTED.I, (name of applicant), certify
that Patent No. (isinvalid,
unenforceable, or will not be infringed by
the manufacture, use, or sale of) (name of
proposed drug product) for which this
505(b)(2) application is submitted.

(ii) The certification shal-must be
accompanied by a statement that the
applicant will comply with the requirements
under § 314.52(a) with respect to providing
anotice to each owner of the patent or their
its representatives and to the NDA holder-of
the-approved-application (or, if the NDA
holder does not reside or maintain a place of
business within the United States, its
attorney, agent, or other authorized official)
for the drug product which-that is claimed
by the patent or a use of which is claimed by




the patent and with the requirements under 8
314.52(c) with respect to sending the notice
and under § 314.52(c) with respect to the
content of the notice.

(B) If the drug on which investigations
that are relied upon by the applicant were
conducted isitself a licensed generic drug of
a patented drug first approved under section
505(b) of the actFederal Food, Drug, and
Cosmetic Act, the-an appropriate patent
certification or statement under this section
with respect to each patent that claims the
first-approved patented drug or that claims
an approved use for such a drug.

(C) If, before the date of submission of
an original 505(b)(2) application, thereisa
drug product approved in an NDA that is
pharmaceutically equivalent to the drug
product for which the original 505(b)(2)
application is submitted, an appropriate
patent certification or gatement under this
section with respect to each patent that
claims the drug substance or drug product or
that claims an approved use for one such

drug product.

(i1) No relevant patents. If, inthe
opinion of the applicant and to the best of its
knowledge, there are no patents described in
paragraph (i)(1)(i) of this section, a
certification in the following form:
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APPLICATIONWERE CONDUCTED-OR
THAT CLAIM-A-USE OFSUCH DRUG
OR-DRUGS:INn the opinion and to the best
knowledge of (name of applicant), there are
no patentsthat claim the drug or drugs on
which investigations that are relied upon in
this 505(b)(2) application were conducted or
that claim a use of such drug or drugs.

(iif) Method of use patent. (A) If
information that is submitted under section
505(b) or (c) of the act-Federal Food, Drug,
and Cosmetic Act and § 314.53 is for a
methed-ef-usemethod-of-use patent, and the
labeling for the drug product for which the
applicant is seeking approval does not
include any indications or other condition of
use that are-is covered by the method-of-use
patent, a statement explaining that the
methed-ef-usemethod-of-use patent does not
claim any-ef-the proposed indications or
other condition of use.

(B) If the labeling of the drug product
for which the applicant is seeking approval
includes an indication that, according to the
patent information submitted under section
505(b) or (c) of the aet-Federal Food, Drug,
and Cosmetic Act and § 314.53 or in the
opinion of the applicant, is claimed by a
method-of-use patent, the applicant shat
must submit an applicable certification
under paragraph (i)(1)(i) of this section.

(2) Method-of-manufacturing-patent-An
licort. ol |



(3) Licensing agreements. If a 505(b)(2)
application is submitted for adrug or
method of using a drug claimed by a patent
and the applicant has a licensing agreement
with the patent owner, the applicant shal
must submit a paragraph IV certification

I P NANA) of thi

section (*Paragraph |V Certification”) asto
that patent and a statement that #-the

applicant has been granted a patent license.
If the patent owner consents to an-Hamediate
effective date-upen-approval of the
505(b)(2) application (if otherwise eligible
for approval) as of a specific date, the
505(b)(2) application shal-must contain a
written statement from the patent owner that
it has a licensing agreement with the
applicant and that it consents to an
Hramediate effective-dateapproval of the
505(b)(2) application as of a specific date.

(4) Late submissionUntimely filing of
patent information. (i) If a patent described
in paragraph (i)(1)(i)(A) of thissectionis
issued and the holder of the approved
appheation-NDA for the patented drug does
not submit-file with FDA the required
information on the patent within 30 days of
issuance of the patent, an applicant who
submitted a 505(b)(2) application that,
before the submission of the patent
information, contained an appropriate patent
certification or satement is not required to
submit an-amended-certificationa patent
certification or satement to address the
patent or patent information that is late-
listed with respect to the pending 505(B)(2)
application. Except as provided in 8
314.53(f)(1), an NDA holder’s amendment
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to the description of the approved method(S)
of use claimed by the patent will be
considered untimely filing of patent
information unless:

(A) The amendment to the description of
the approved method(s) of use claimed by
the patent is submitted within 30 days of
patent issuance;

(B) The amendment to the description of
the approved method(s) of use claimed by
the patent is submitted within 30 days of
approval of a corresponding change to
product labeling; or

(C) The amendment to the description of
the approved method(s) of use claimed by
the patent is submitted within 30 days of a
decision by the U.S. Patent and Trademark
Office or by a Federal district court, the
Court of Appeals for the Federal Circuit, or
the U.S. Supreme Court that is specific to
the patent and alters the construction of a
method-of-use claim(s) of the patent, and
the amendment contains a copy of the
decision.

(i) An applicant whose 505(b)(2)
application is fited-submitted after atate
submissionthe NDA holder’s untimely filing
of patent information or whose 505(b)(2)
application was previously filed but did not
contain an appropriate patent certification or
statement at the time of the patent
submission shaH-must submit a certification
under paragraph (i)(1)(i) or (i)(1)(ii) of this
section and/or a statement under paragraph
()(2)(iii) of this section asto that patent.




(5) Disputed patent information. If an
applicant disputes the accuracy or relevance
of patent information submitted to FDA, the
applicant may seek a confirmation of the
correctness of the patent information in
accordance with the procedures under
§ 314.53(%). Unless the patent information is
withdrawn-er-changed, the applicant must
submit an appropriate certification.or
statement for each relevant-listed patent.

(6) Amended certifications. A
certification submitted under paragraphs
()(2)(i) through (i)(1)(iii) of this section
may be amended at any time before the
effective date-of-the-approval of the
505(b)(2) application. An applicant shat
must submit an amended certification as an
amendment to a pending 505(b)(2)
application-erby-tetterto-an-approved
appheatien. If an applicant with a pending
505(b)(2) application voluntarily makes a
patent certification for an untimely filed
patent, the applicant may withdraw the
patent certification for the untimely filed
patent. Once an amendment or-letterfor
theis submitted to change +#+-the certification
has-been-submitted, the 505(b)(2)
application will no longer be considered to
be-ene-containing the prior certification.

(i) After finding of infringement. An
applicant who has submitted a paragraph IV
certification-underparagraph- (AN L)
of-thisseetion and is sued for patent
infringement within-45-days-of the receipt-of
themust submit an amendment to change its
certification if acourt enters afinal
tudgment-decision from which no appeal has
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been or can be taken, or signs and enters a
settlement order or consent decree in the
action that includes a inthe-action-is-entered
finding that the patent te-beis infringed,
unless the final judgment-decision
settlement order, or consent decree also
finds the patent to be invalid. In theits
amended-certificationamendment, the
applicant shal-must certify under paragraph
(MH(D () (A)(I) of this section that the patent
will expire on a specific date or, with respect
to a patent claiming a method of use, the
applicant may instead provide a statement
under paragraph (i)(1)(iii) of this section if
the applicant amends its 505(b)(2)
application such that the applicant is not
longer seeking approval for a method of use
claimed by the patent. Once an amendment
for the change has been submitted, the
505(b)(2) application will no longer be
considered to contain a paragraph IV
certification to the patent. If afinal decision
finds the patent to be invalid and infringed,
an amended certification is not required.

(ii) After request to removeat-ef a patent
or patent information fromthelist. If a
patent is removed from the listthe list
reflectsthat an NDA holder has requested
that a patent or patent information be
removed from the list and no ANDA
applicant is eligible for 180-day exclusivity
based on a paragraph 1V _certification to that
patent, the patent or patent information will
be removed and any applicant with a
pending 505(b)(2) application (including a
tentatively approved 505(b)(2) application
with a delayed effective date) who has made
a certification with respect to such patent
shal-amendmust submit an amendment to




withdraw its certification. Fhe-appheant
nall " I A ()A)H) of thi
o 1l eceribed |
A (YA)) of thi o claim
I ot I Lsirn
\rueshal » - :

onby-to-theserelevant patents-In the
amendment, the applicant shal-must sate

the reason for the-change-twithdrawing the
certification or statement (that the patent is
or-has been removed from the list). If the list
reflectsthat an NDA holder has requested
that a patent or patent information be
removed from the list and one or more first
applicants are eligible for 180-day
exclusivity based on paragraph IV
certification to that patent, the patent will
remain listed until any 180-day exclusivity
based on that patent has expired or has been
extinguished. A 505(b)(2) applicant is not
required to provide or maintain a
certification to a patent or patent information
that remains listed only for purposesof a
first applicant’s 180-day exclusivity for its
ANDA. A-patent-thatisthe subject-of-a

appheatien—Once an amendment ferthe
ehangeto withdraw the certification has been
submitted, the 505(b)(2) application will no
longer be considered to be-ene-containiig a

paragraph 1V certification to the patent
I A NANA) of thi
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section. If removal of a patent from the list
results in there being no patents listed for the
listed drug(s) identified in the 505(b)(2)
application, the applicant must submit an
amended certification reflecting that there
are no listed patents.

(iii) Other amendments. (A) Except as
provided in paragraphs (i)(4) and
()(B)(iii)(B) of this section:;

(1) an-An applicant shal-must amend a
submitted certification or satement if, at any
time before the effective date-of-the
approval of the 505(b)(2) application, the
applicant learns that the submitted
certification or satement is no longer
accurate:; and

(2) An applicant must submit an
appropriate patent certification or satement
under paragraph (i)(1) of this section if, after
submission of the 505(b)(2) application, a
new patent is issued by the U.S. Patent and
Trademark Office that, in the opinion of the
applicant and to the best of its knowledge,
claims alisted drug relied upon or that
claims an approved use for such listed drug
for which information is required to be filed
under section 505(b) and (c) of the Federal
Food, Drug, and Cosmetic Act and § 314.53.

(B) An applicant is not required to
submit a supplement to amend-change a
submitted certification when information on
an otherwise applicable patent is submitted
after the-effectivedate-of approval ferof the
505(b)(2) application.




() Claimed exclusivity. A new drug
product, upon approval, may be entitled to a
period of marketing exclusivity under the
provisions of § 314.108. If an applicant
believes its drug product is entitled to a
period of exclusivity, it shal-must submit

with the rew-drug-appheationNDA prior to

approval the following information:

(1) A statement that the applicant is
claiming exclusivity.

(2) A reference to the appropriate
paragraph under § 314.108 that supports its
claim.

(3) If the applicant claims exclusivity
under § 314.108(b)(2), information to show
that, to the best of its knowledge or belief, a
drug has not previously been approved
under section 505(b) of the act-Federal
Food, Drug, and Cosmetic Act containing
any active moiety in the drug for which the
applicant is seeking approval.

(4) If the applicant claims exclusivity
under § 314.108(b)(4) or (b)(5), the
following information to show that the
appheation-NDA contains “new clinical
investigations’ that are “essential to
approval of the apphieation-NDA or
supplement” and were “conducted or
sponsored by the applicant:”

(i) “ New clinical investigations.” A
certification that to the best of the applicant's
knowledge each of the clinical
investigations included in the apphieation
NDA meets the definition of “new clinical
investigation” set forth in § 314.108(a).
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(i) * Essential to approval.” A list of all
published studies or publicly available
reports of clinical investigations known to
the applicant through a literature search that
are relevant to the conditions for which the
applicant is seeking approval, a certification
that the applicant has thoroughly searched
the scientific literature and, to the best of the
applicant's knowledge, the list is complete
and accurate and, in the applicant's opinion,
such published studies or publicly available
reports do not provide a sufficient basis for
the approval of the conditions for which the
applicant is seeking approval without
reference to the new clinical investigation(s)
in the apphicationNDA, and an explanation
asto why the studies or reports are
insufficient.

(iit) * Conducted or sponsored by.” If
the applicant was the sponsor named in the
Form FDA- 1571 for an investigational-new
drug-apphieation{IND} under which the new
clinical investigation(s) that is essential to
the approval of its applicationr-NDA was
conducted, identification of the IND by
number. If the applicant was not the sponsor
of the IND under which the clinical
investigation(s) was conducted, a
certification that the applicant or its
predecessor in interest provided substantial
support for the clinical investigation(s) that
is essential to the approval of its
appheatienNDA, and information
supporting the certification. To demonstrate
“substantial support,” an applicant must
either provide a certified statement from a
certified public accountant that the applicant
provided 50 percent or more of the cost of



conducting the study or provide an
explanation of why FDA should consider the
applicant to have conducted or sponsored
the study if the applicant's financial
contribution to the study is less than 50
percent or the applicant did not sponsor the
investigational new drug. A predecessor in
interest is an entity, e.qg., a corporation, that
the applicant has taken over, merged with,
or purchased, or from which the applicant
has purchased all rights to the drug.
Purchase of nonexclusive rightsto aclinical
investigation after it is completed is not
sufficient to satisfy this definition.

(k) Financial certification or disclosure
statement. The apphication-NDA shal-must
contain afinancial certification or disclosure
statement or both as required by part 54 of
this chapter.

(I) Format of an original
appheattonANDA—(1) Archival copy. The
applicant must submit a complete archival
copy of the apphieation-NDA that contains
the information required under paragraphs
(a) through (f) of this section. FDA will
maintain the archival copy during the review
of the application-NDA to permit individual
reviewersto refer to information that is not
contained in their particular technical
sections of the apphieationNDA, to give
other agency personnel accessto the
appheatienNDA for official business, and
to maintain in one place a complete copy of
the appheationNDA. Except asrequired by
paragraph (1)(1)(i) of this section, applicants
may submit the archival copy on paper or in
electronic format provided that electronic
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submissions are made in accordance with
part 11 of this chapter.

(i) Labeling. The content of labeling
required under § 201.100(d)(3) of this
chapter (commonly referred to asthe
package insert or professional labeling),
including all text, tables, and figures, must
be submitted to the agency in electronic
format as described in paragraph (1)(5) of
this section. This requirement is in addition
to the requirements of paragraph (e)(2)(ii) of
this section that copies of the formatted label
and all labeling be submitted. Submissions
under this paragraph must be made in
accordance with part 11 of this chapter,
except for the requirements of § 11.10(a), (c)
through (h), and (k), and the corresponding
requirements of § 11.30.

(i) [Reserved]

(2) Review copy. The applicant must
submit areview copy of the
appheationNDA. Each of the technical
sections, described in paragraphs (d)(1)
through {€}(6) of this section, in the review
copy isrequired to be separately bound with
a copy of the application form required
under paragraph (a) of this section and a
copy of the summary required under
paragraph (c) of this section.

(3) Field copy. The applicant must
submit a field copy of the application-NDA
that contains the technical section described
in paragraph (d)(1) of this section, a copy of
the application form required under
paragraph (a) of this section, a copy of the
summary required under paragraph (c) of



this section, and a certification that the field
copy is atrue copy of the technical section

described in paragraph (d)(1) of this section
contained in the archival and review copies

of the apphicationNDA.

(4) Binding folders. The applicant may
obtain from FDA sufficient foldersto bind
the archival, the review, and the field copies

of the apphicationNDA.
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(5) Electronic format
submissions. Electronic format submissions
must be in aform that FDA can process,
review, and archive. FDA will periodically
issue guidance on how to provide the
electronic submission (e.g., method of
transmission, media, file formats,
preparation and organization of files).

21 C.F.R.§8314.52 —NOTICE OF CERTIFICATION OF
INVALIDITY, UNENFORCEABILITY, OR NONINFRINGEMENT OF

A PATENT

(a) Notice of certification. For each
patent which-that claims the listed drug or

drugs en-which-vestigations-that-arerelied
UPON =
appheation-were-conducted-orwhichor that
claims ause for such listed drug or drugs
and which the 505(b)(2) applicant eertifies

s 506 . y i .
invalich : ble. " |
fringedsubmits a paragraph 1V
certification, the applicant shal-must send
notice of such certification by registered or
certified mail, return receipt requested, or by
adesignated delivery service, as defined in
paragraph (g) of this section, to each of the
following persons:

(1) Each owner of the patent that isthe
subject of the certification or the
representative designated by the owner to
receive the notice. The name and address of
the patent owner or its representative may be

obtained from the United-StatesU.S. Patent
and Trademark Office; and

(2) The holder of the approved apphieation
NDA under section 505(b) of the act-Federal

Food, Drug, and Cosmetic Act for each drug
product which is claimed by the patent or a
use of which is claimed by the patent and for
which the applicant is seeking approval, or,
if the apphieation-NDA holder does not
reside or maintain a place of business within
the United States, the apphcationr-NDA
holder's attorney, agent, or other authorized
official. The name and address of the
appheation-NDA holder or its attorney,
agent, or authorized official may be obtained
by sending a written or electronic
communication tofrem the Orange Book
Staff, Office of Generic Drugs, 7500
Standish PI., Rockville, MD 20855, or to the
Orange Book Staff at the email address
listed on the Agency’ s Web site at
http://www.fda.gov.

(3) This paragraph (a) does not apply to
a method-of-use patent that does not claims



ne-a uses for which the applicant is seeking
approval.

(4) An applicant may send notice by an
alternative method only if FDA has agreed
in advance that the method will produce an
acceptable form of documentation.

(b) Sending the notice. (1) Except as
provided under paragraph (d) of this section,
Fhethe applicant shaH-must send the notice
required by paragraph (a) of this section on
or after the date of filing described in §
2314.101(a)(2) or (3), as applicable, but not
later than 20 days after the date of the
postmark on the paragraph IV
acknowledgement letter. The 20-day clock
described in this paragraph (B) begins on the
day after the date of the posmark on the
paragraph IV _acknowledgement letter.
When the 20th day falls on Saturday,
Sunday, or a Federal holiday, the 20th day
will be the next day that is not a Saturday,
Sunday, or Federal holiday.when-it-receives

B I e
hat i lication has e

(2) Any notice required by paragraph (a)
of this section isinvalid if it is sent before
the date of filing described in 8
314.101(a)(2) or, if FDA notifiesthe
applicant that FDA has refused to file the
505(b)(2) application, before the date
described in 8§ 314.101(a)(3) on which the
505(b)(2) application is filed. The applicant
will not have complied with this paragraph
(b) until it sends valid notice.

(3) Atthe sametimetThe applicant
shalt-amend-Htsmust submit to FDA an
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amendment to its 505(b)(2) application to
that includes a statement certifying that the
notice has been provided to each person
identified under paragraph (@) of this section
and that the notice met the content
requirement under paragraph (c) of this
section._A copy of the notice itself need not
be submitted to the Agency.

(c) Content of a notice. In the notice, the
applicant shall cite section 505(b)(3)(BD) of
the act-Federal Food, Drug, and Cosmetic
Act and the noticeand-shal must include,
but not be limited to, the following
information:

(1) A statement that a 505(b)(2)
application that contains any required
bioavailability or bioequivalence studies has
been submitted by the applicant andhas-been
filed by FDA.

(2) The applieatior-NDA number.

(3) The established name, if any, as
defined in section 502(e)(3) of the
actFederal Food, Drug, and Cosmetic Act,
of the proposed drug product.

(4) The active ingredient, strength, and
dosage form of the proposed drug product.

(5) The patent number and expiration
date—— oo e L

to-the-appheant; of each patent_on the list
alleged to be invalid, unenforceable, or not

infringed.

(6) A detailed statement of the factual
and legal basis of the applicant's opinion that



the patent is not valid, unenforceable, or will
not be infringed. The applicant shal-must
include in the detailed statement:

(i) For each claim of a patent alleged not
to be infringed, a full and detailed
explanation of why the claim is not
infringed.

(it) For each claim of a patent alleged to
be invalid or unenforceable, a full and
detailed explanation of the grounds
supporting the allegation.

(7) If the applicant alleges that the patent
will not be infringed and the applicant seeks
to preserve the option to later file acivil
action for declaratory judgment in
accordance with section 505(c)(3)(D) of the
Federal Food, Drug, and Cosmetic Act, then
the notice must be accompanied by an offer
of confidential access to the 505(b)(2)
application for the sole and limited purpose
of evaluating possible infringement of the
patent that is the subject of the paragraph 1V
certification.

(#8) If the applicant does not reside or
have a place of business in the United
States, the name and address of an agent in
the United States authorized to accept
service of process for the applicant.

(d) Amendment to an application. (1) If,
after the date of filing described in 8
314.101(a)(2) or (3), as applicable, an
applicant submits an amendment or
supplement to its 505(b)(2) application that
includes a paragraph 1V certificationis

ted to include P
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deseribed-in-§-344-50(1), the applicant shatt
must send the notice required by paragraph
() of this section at the same time that the
amendment_or supplement to the 505(b)(2)
application is submitted to FBAFDA,
regardless of whether the applicant has
already given notice with respect to another
such certification contained in the 505(b)(2)
application or in an amendment or
supplement to the 505(b)(2) application.

(2) If, before the date of filing described
in 8 314.101(a)(2) or (3), as applicable, an
applicant submits a paragraph 1V
certification in an amendment, the applicant
must send the notice required by paragraph
(a) of this section in accordance with the
procedures in paragraph (b) of this section.

(3) An applicant that submits an
amendment or supplement to seek approval
of adifferent strength must provide notice of
any paragraph IV certification in accordance
with paragraph (d)(1) or (2) of this section,
as applicable.

(e) Documentation of timely sending and
receipt of notice. The applicant sha-must
amend its 505(b)(2) application to provide
documentation of the date of receipt of the
notice required under paragraph (@) of this
section by each person provided the notice.
The amendment must be submitted to FDA
within 30 days after the last date on which
notice was received by a person described in
paragraph (a) of this section. The applicant’s
amendment also shal-must include
documentation that its notice was sent on a
date that complies with the timeframe
required by paragraph (b) or (d) of this




section, as applicablea-copy-of-thereturn
. her sirnil i  the d
the-netitication-wasreceived. FDA will

accept, as adequate documentation of the
date the notice was sent, a copy of the
registered mail receipt, certified mail
receipt, or receipt from a designated delivery
service, as defined in paragraph (g) of this
section. FDA will accept as adequate
documentation of the date of receipt areturn
receipt, a signature proof of delivery by a
designated delivery service, or aletter
acknowledging receipt by the person
provided the notice. An applicant may rely
on another form of documentation only if
FDA has agreed to such documentation in
advance. A copy of the notice itself need not
be submitted to the agereyAgency.

(f) ApprovalForty-five day period after
receipt of notice. If the requirements of this
section are met, the agerey-Agency will
presume the notice to be complete and
sufficient; and #will count the day
following the date of receipt of the notice by
the patent owner or its representative and by
the approved appheationNDA holder_or its
attorney, agent, or other authorized official
asthefirst day of the 45-day period
provided for in section 505(c)(3)(C) of the
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actFederal Food, Drug, and Cosmetic Act.
FDA may, if the applicant amends its
505(b)(2) application with awritten
statement that alater date should be used,
count from such later date.

(g) Designated delivery services. (1) For
purposes of this section, the term
“designated delivery service” is any delivery
service provided by atrade or business that
the Agency determines:

(i) Is available to the general public
throughout the United States;

(i) Records €electronically to its
database, kept in the regular course of its
business, or marks on the cover in which
any item referred to in this section isto be
delivered, the date on which such item was
given to such trade or business for delivery:;
and

(iii) Provides overnight or 2-day delivery
service throughout the United States.

(2) FDA may periodically issue
guidance regarding designated delivery
services.

21 C.F.R. §314.53 —-SUBMISSION OF PATENT INFORMATION

(@) Who must submit patent
information. This section appliesto any
applicant who submitsto FDA an new-drug
appheationNDA or an amendment to it
under section 505(b) of the act-Federal

Food, Drug, and Cosmetic Act and § 314.50

or a supplement to an approved apphication
NDA under § 314.70, except as provided in

paragraph (d)(2) of this section.




(b) Patents for which information must
be submitted and patents for which
information must not be submitted—

(1) General requirements. An applicant
described in paragraph (@) of this section
shal-must submit_to its NDA the required
information, on the required FDA
declaration form, set forth in paragraph (c)
of this section for each patent that claims the
drug or amethod of using the drug that is
the subject of the rew-drug-appheationNDA
or amendment or supplement to it and with
respect to which a claim of patent
infringement could reasonably be asserted if
aperson not licensed by the owner of the
patent engaged in the manufacture, use, or
sale of the drug product. For purposes of this
part, such patents consist of drug substance
(active ingredient) patents, drug product
(formulation and composition) patents, and
method-of-use patents. For patents that
claim the drug substance, the applicant shat
must submit information only on those
patents that claim the drug substance that is
the subject of the pending or approved
appheation-NDA or that claim adrug
substance that is the same as the active
ingredient that is the subject of the approved
or pending appheationNDA. For patents that
claim only a polymorph that is the same as
the active ingredient described in the
approved or pending applicationNDA, the
applicant shal-must certify in the required
FDA declaration forms that the applicant has
test data, as set forth in paragraph (b)(2) of
this section, demonstrating that a drug
product containing the polymorph will
perform the same as the drug product

described in the rewdrug-appheationNDA.
For patentsthat claim a drug product, the
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applicant shall submit information only on
those patentsthat claim athe drug product,
as is defined in § 314.3, that is described in
the pending or approved appheaticANDA.
For patents that claim a method of use, the
applicant shal-must submit information only
on those patents that claim indications or
other conditions of use that-are deseribed-n
Peemememe oo Loy
which approval is sought or has been
granted in the NDA. The applicant shal
must separately identify each pending or
approved method of use and related patent
clam(s). For approved apphicationsNDAS,
the apphicant-NDA holder’ s description of
the patented method of use required by
paragraph (c)(2)(ii)(P)(3) of this section
must describe only the approved method(s)
of use claimed by the patent for which a
claim of patent infringement could
reasonably be asserted if a person not
licensed by the owner of the patent engaged
in the manufacture, use, or sale of the drug
product. If the method(s) of use claimed by
the patent does not cover an indication or
other approved condition of use in its
entirety, the applicant must describe only the
specific approved method of use claimed by
the patent for which a claim of patent
infringement could reasonably be asserted if
a person not licensed by the owner of the
patent engage in the manufacture, use, or
sale of the drug product. For approved
NDASs, the NDA holder submitting
information on the method-of-use patent
shatb-must identify with specificity the
section(s) and subsection(s) of the approved
labeling that esrrespendstodescribes the
method(s) of use claimed by the patent
submitted. Process patents, patents claiming




packaging, patents claiming metabolites, and
patents claiming intermediates are not
covered by this section, and information on
these patents must not be submitted to FDA.

(2) Test Bata-data for Submission
submission of Patent-patent Hfermation
information for Patentspatents Fhat-that
Claimclaimonly a
Polyrmerphpolymorph. The test data,
referenced in paragraph (b)(1) of this
section, must include the following:

(i) A full description of the polymorphic
form of the drug substance, including its
physical and chemical characteristics and
stability; the method of synthesis (or
isolation) and purification of the drug
substance; the process controls used during
manufacture and packaging; and such
specifications and analytical methods as are
necessary to assure the identity, strength,
quality, and purity of the polymorphic form
of the drug substance;

(i) The executed batch record for adrug
product containing the polymorphic form of
the drug substance and documentation that
the batch was manufactured under current
good manufacturing practice requirements;

(iii) Demonstration of bioequivalence
between the executed batch of the drug
product that contains the polymorphic form
of the drug substance and the drug product
as described in the NDA,;

(iv) A list of all components used in the
manufacture of the drug product containing
the polymorphic form and a statement of the
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composition of the drug product; a statement
of the specifications and analytical methods
for each component; a description of the
manufacturing and packaging procedures
and in-process controls for the drug product;
such specifications and analytical methods
as are necessary to assure the identity,
strength, quality, purity, and bioavailability
of the drug product, including release and
stability data complying with the approved
product specifications to demonstrate
pharmaceutical equivalence and comparable
product stability; and

(v) Comparative in vitro dissolution
testing on 12 dosage units each of the
executed test batch and the new-drug

appheatienNDA product.

(c) Reporting requirements—
(1) General requirements. An applicant
described in paragraph (@) of this section
shalb-must submit the required patent
information described in paragraph (c)(2) of
this section for each patent that meets the
requirements described in paragraph (b) of
this section. We will not accept the patent
information unless it is eemplete-and
submitted on the appropriate forms, Form
FDA-Ferms 3542 or 35423, and contains the
information required in paragraph (c)(2) of
this section. These forms may be obtained
onthe Internet a http://www.fda.gov by
searching for “forms’.

(2) Drug substance (active ingredient),
drug product (formulation or composition),
and method-of-use patents—(i) Original
Declarationdeclaration. For each patent that
claims a drug substance (active ingredient),



drug product (formulation and composition),
or method of use, the applicant shaH-must
submit FBA-Form FDA 3542a. The
following information and verification is
required, subject to the exceptions listed in
paragraph (c)(2)(i)(S) of this section:

(A) New-drug-appheationANDA number;

B) -
sponserThe NDA applicant’s name, full
address, phone number and, if available, fax
number and email address;

(C) Trade name (or proposed trade
name) of new drug;

(D) Active ingredient(s) of new drug;

(E) Strength(s) of new drug;

(F) Dosage form(s) and route(s) of
administration of new drug, and whether the

applicant proposes to market the new drug
for prescription use or over-the-counter use;

(G) Ynited-StatesU.S. patent number,
issue date, and expiration date of patent
submitted;

(H) The patent owner's name, full
address, phone number and, if available, fax
number and e-mail address;

(I) The name, full address, phone
number and, if available, fax number and e-
mail address of an agent or representative
who resides or maintains a place of business
within the United States authorized to
receive notice of patent certification under
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sections 505(b)(3) and 505(j)(2)(B) of the
act-Federal Food, Drug, and Cosmetic Act
and §§ 314.52 and 314.95 (if patent owner
or rew-drug-appheatienNDA applicant or
holder does not reside or have a place of
business within the United States);

(J) Information on whether the patent
has been submitted previously for the new

drug-appheationNDA or supplement;

(K) If the patent has been submitted
previously for listing, identify all change(s)
from the previously submitted patent
information and specify whether the change
isrelated to the patent or related to an FDA
action or procedure;

liting:

(L) Information on whether the patent is
a product-by-process patent in which the
product claimed is novel;

(M) Information on the drug substance
(active ingredient) patent, including the
following:

(1) Whether the patent claims the-a drug
substance that isthe-an active ingredient in
the drug product described in the-new-drug
appheationNDA or supplement;

(2) Whether the patent clams only a
polymorph that is the same active ingredient
that is described in the pending application
NDA or supplement;



(3) Whether the applicant has test data,
described in paragraph (b)(2) of this section,
demonstrating that a drug product
containing only the polymorph will perform
the same as the drug product described in
the new-drug-applicationNDA or
supplement, and a description of the
polymorphic form(s) claimed by the patent
for which such test data exist;

(4) Whether the patent claims only a
metabolite of the active ingredient; and

(5) Whether the patent claims only an
intermediate;

(N) Information on the drug product
(composition/formulation) patent, including
the following:

(1) Whether the patent claims the drug
product for which approval is being sought,
as defined in § 314.3; and

(2) Whether the patent claims only an
intermediate;

(O) Information on each method-of-use
patenst, including the following:

(1) Whether the patent claims one or
more methods of using the drug product for
which use-approval is being sought and a
description of each pending method of use
orrelated-ndication-and related patent claim
of the patent being submitted; and

(2) Identification of the specific
section(s) of the proposed labeling for the
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drug product that describescerrespendsto
the method of use claimed by the patent

submitted; and

(3) An applicant that submits
information for a patent that claims one or
more methods of using the drug product
must also submit information described in
either paragraph (c)(2)(i)(M) or (N) of this
section, regarding whether that patent also
claims either the drug substance (active
ingredient) or the drug product
(composition/formulation).

(P) Whether there are no relevant patents
that claim the drug substance (active
ingredient), drug product (formulation or
composition), or method(s) of use, for which
the applicant is seeking approval and with
respect to which a claim of patent
infringement could reasonably be asserted if
a person not licensed by the owner of the
patent engaged in the manufacture, use, or
sale of the drug product;

(Q) A signed verification which-that
states. “The undersigned declares that thisis
an accurate and complete submission of
patent information for the NDA,
amendment, or supplement pending under
section 505 of the Federal Food, Drug, and
Cosmetic Act. Thistime-sensitive
patent information is submitted pursuant to
21 CFR 314.53. | attest that | am
familiar with 21 CFR 314.53 and this
submission complies with the requirements
of the regulation. | verify under penalty of
perjury that the foregoing is true and
correct.”;



(R) Information on whether the
applicant, patent owner or attorney, agent,
representative or other authorized official
signed the form; the name of the person; and
the full address, phone number and, if
available, the fax number and e-mail
address:; and

(S) Exceptions to required submission of
patent information:

(1) If an applicant submitsthe
information described in paragraph
(©)(2)(1)(M) of this section for a patent that
claims the drug substance (active ingredient)

and meets the requirements for listing on
that basis, then the applicant is not required
to provide the information described in
paragraph (c)(2)(i)(N) of this section on
whether that patent also claims the drug
product (composition/formulation);

(2) If an applicant submitsthe
information described in paragraph
(€)(2)(1)(N) of this section for a patent that
claims the drug product
(composition/formulation) and meetsthe
requirements for listing on that basis, then
the applicant is not required to provide the
information described in paragraph
(©)(2)(1)(M) of this section on whether that
patent also claims the drug substance (active

ingredient);

(3) If the applicant submits a supplement
for a change other than one of the changes
listed under paragraph (d)(2)(i) of this
section, then the patent information
submission requirements of paragraph
(d)(2)(ii) of this section apply.
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(i1) Submission of patent information
upon and after approval. Within 30 days
after the date of approval of its application
NDA or supplement, the applicant shah
must submit Form FDA Ferm 3542 for each
patent that claims the drug substance (active
ingredient), drug product (formulation and
composition), or approved method of use.
sdbmitted-onthisform-and-FDA will not list
or publish patent information if-_it is not
provided on this form or if the patent
declaration does not contain the required
information the patent-declarationis
eompleteor indicates the patent is not
eligible for listing. Patent information must
also be submitted for patents issued after the

date of approval of the new-drug
appheatienNDA as required in paragraph
(c)(2)(ii) of this section. As described in
paragraph (d)(34) of this section, to be
timely filed, patent information for patents
issued after the date of approval of the NDA
must be submitted to FDA within 30 days of
the date of issuance of the patent. If the
applicant submits the required patent
information within the 30 days, but we
notify an applicant that a declaration formis
incomplete or showsthat the patent is not
eligible for listing, the applicant must submit
an acceptable declaration form within 15
days of FDA notification to be considered
timely filed. The following information and
verification statement is required, subject to
the exceptions listed in paragraph
©)(2)(i)(T):

(A) New-drug-appheationANDA number;



B) -
sponserThe NDA holder’s name, full
address, phone number and, if available, fax
number and email address:;

(C) Trade name of new drug;

(D) Active ingredient(s) of new drug;

(E) Strength(s) of new drug;

(F) Dosage form(s) and route(s) of
administration of new drug, and whether the

new drug is approved for prescription use or
over-the-counter use;

(G) Approval date of new-drug
appheatienNDA or supplement;

(H) United-StatesU.S. patent number,
issue date, and expiration date of patent
submitted;

(1) The patent owner's name, full
address, phone number and, if available, fax
number and e-mail address;

(J) The name, full address, phone
number and, if available, fax number and e-
mail address of an agent or representative
who resides or maintains a place of business
within the United States authorized to
receive notice of patent certification under
sections 505(b)(3) and 505(j)(2)(B) of the
act-Federal Food, Drug, and Cosmetic Act
and §§ 314.52 and 314.95 (if patent owner
or rew-drug-appheatienNDA applicant or
holder does not reside or have a place of
business within the United States);
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(K) Information on whether the patent
has been submitted previously for the new

drug-apphicationNDA or supplement;

(L) b e o

I ' hagl - ' I ol §
listingl f the patent has been submitted
previously for listing, identify all change(s)
from the previously submitted patent
information and specify whether the change
is related to the patent or related to an FDA
action or procedure;

(M) Information on whether the patent is
a product-by-process patent in which the
product claimed is novel;

(N) Information on the drug substance
(active ingredient) patent, including the
following:

(1) Whether the patent claims the-a drug
substance that is anthe active ingredient in
the drug product described in the approved

NDAappHeation;

(2) Whether the patent clamsonly a
polymorph that is the same as the active
ingredient that is described in the approved

apphieationNDA,;

(3) Whether the applicant has test data,
described at paragraph (b)(2) of this section,
demonstrating that a drug product
containing only the polymorph will perform
the same as the drug product described in

the approved appheation NDA and a
description of the polymorphic form(s)



claimed by the patent for which such test
data exist;

(4) Whether the patent claims only a
metabolite of the active ingredient; and

(5) Whether the patent claims only an
intermediate;

(O) Information on the drug product
(composition/formulation) patent, including
the following:

(1) Whether the patent claimsthe
approved drug product as defined in § 314.3;
and

(2) Whether the patent claims only an
intermediate;

(P) Information on each method-of-use
patent including the following:

(1) Whether the patent claims one or
more approved methods of using the
approved drug product and a description of
each approved method of use or indication
and related patent claim of the patent being
submitted;

(2) Identification of the specific
section(s) and subsection(s) of the approved
labeling for the drug product that
eorrespendsto that describes the method of
use claimed by the patent submitted; and

(3) The description of the patented
method of use as required for publication,
which must contain adequate information to
assist 505(b)(2) and ANDA applicantsin
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determining whether a listed method-of-use
patent claims a use for which the 505(b)(2)
or ANDA applicant is not seeking approval
(for example, if the method(s) of use
claimed by the patent does not cover an
indication or other approved condition of
use in its entirety, then the applicant must
describe only the specific approved method
of use claimed by the patent for which a
claim of patent infringement could
reasonably be asserted if a person not
licensed by the owner of the patent engaged
in the manufacture, use, or sale of the drug

product);

(4) An applicant that submits
information for a patent that claims one or
more methods of using the drug product
must also submit information described in
either paragraph (c)(2)(ii)(N) or (O) of this
section, regarding whether that patent also
claims either the drug substance (active
ingredient) or the drug product
(composition/formulation).

(Q) Whether there are no relevant
patents that claim the approved drug
substance (active ingredient), the approved
drug product (formulation or composition)
or approved method(s) of use and with
respect to which a claim of patent
infringement could reasonably be asserted if
aperson not licensed by the owner of the
patent engaged in the manufacture, use, or
sale of the drug product;

(R) A signed verification whieh-that
states. “The undersigned declares that thisis
an accurate and complete submission of
patent information for the NDA,



amendment, or supplement approved under
section 505 of the Federal Food, Drug, and
Cosmetic Act. This time-sensitive patent
information or response to a request under
21 CFR 314.53(f)(1) is submitted pursuant
to 21 CFR 314.53. | attest that | am familiar
with 21 CFR 314.53 and this submission
complies with the requirements of the
regulation. | verify under penalty of perjury
that the foregoing is true and correct.” :-and

(S) Information on whether the
applicant, patent owner or attorney, agent,
representative, or other authorized official
signed the form; the name of the person; and
the full address, phone number and, if
available, the fax number and e-mail
address.

(T) Exceptions to required submission of
patent information:

(1) If an applicant submitsthe
information described in paragraph
(€)(2)(ii))(N) of this section for a patent that
claims the drug substance (active ingredient)

and meets the requirements for listing on
that basis, then the applicant is not required
to provide the information described in
paragraph (€)(2)(ii)(O) of this section on
whether that patent also claims the drug
product (composition/formulation).

(2) If an applicant submitsthe
information described in paragraph
(€)(2)(ii)(O) of this section for a patent that
claims the drug product
(composition/formulation) and meetsthe
requirements for listing on that basis, then
the applicant is not required to provide the
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information described in paragraph
(€)(2)(ii)(N) of this section on whether that
patent also claims the drug substance (active

ingredient).

(3) If the applicant submits a supplement
for a change other than one of the changes
listed under paragraph (d)(2)(i) of this
section, then the patent information
submission requirements of paragraph
(d)(2)(ii) of this section apply

(3) No relevant patents. If the applicant
believes that there are no relevant patents
that claim the drug substance (active
ingredient), drug product (formulation or
composition), or the method(s) of use for
which the applicant has received approval,
and with respect to which a claim of patent
infringement could reasonably be asserted if
aperson not licensed by the owner of the
patent engaged in the manufacture, use, or
sale of the drug product, the applicant will
verify this information in the appropriate
forms, FBA-Forms FDA 3542 or 3542a

(4) Authorized signature. The
declarations required by this section shatt
must be signed by the applicant or patent
owner, or the applicant's or patent owner's
attorney, agent (representative), or other
authorized official.

(d) When and where to submit patent
information—(1) Original
appheattonNDA. An applicant shal-must
submit with its original appteation-NDA
submitted under this part, ieluding-an

lication described i . B)(2) of
the-act-the information described in



paragraph (c) of this section on each drug
substance (active ingredient), drug product
(formulation and composition), and method
of use patent issued before the application
NDA isfiled with FDA and for which patent
information is required to be submitted
under this section. If a patent is issued after
the apphication-NDA is filed with FDA but
before the appheation NDA is approved, the
applicant mustshal, within 30 days of the
date of issuance of the patent, submit the
required patent information in an
amendment to the apphicationr-NDA under

§ 314.60.

(2) Supplements. (i) An applicant shat
must submit patent information required
under paragraph (c) of this section for a
patent that claims the drug_substance, drug
product, or method of use for which
approval is sought in any of the following
supplements:

(A) To_add or change the
formulationdosage form or route of
administration;

®) " ndicat I
it  useinchud I :
of-administrationT 0 add or change the

strength; or

(C) To change the strengthdrug product
from prescription use to over-the-counter

USse.;
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(i) If the applicant submits a supplement
for_a change other than one of the changes
listed under paragraph (d)(2)(i) of this
section (for example, to change the
formulation, to add a new indication or other
condition of use, or to make any other
patented change regarding the drug
substance, drug product, or any method of
it ol 9 II | beitted

II I | dentifving I
elaimthe-changedproduetthe following

patent information submission requirements

(A) If existing patents for which
information required by paragraph (c) of this
section has already been submitted to FDA
for the product approved in the original
NDA claim the changed product, the
applicant is not required to resubmit this
patent information pursuant to paragraph (c)
of this section unless the published
description of the patented method of use
would change upon approval of the
supplement, and FDA will continue to list
this patent information for the product;

(B) If one or more existing patents for
which information has already been
submitted to FDA no longer claim the
changed product, the applicant must submit
arequest under paragraph (f)(2)(iv) of this
section to remove that patent information
fromthelist at the time of approval of the

supplement;




(C) If one or more existing drug
substance (active ingredient), drug product
(formulation and composition), or method-
of-use patents claim the changed product for
which approval is sought in the supplement
and such patent information has not been
submitted to FDA, the applicant must
submit the patent information required under
paragraph (c) of this section.

(3) Patent information deadlineNewly
issued patents. If a patent is issued for a
drug substance, drug product, or method of
use after an apphieation-NDA is approved,
the applicant shal-must submit to FBAFDA,
as described in paragraph (d)(4) of this
section, the required patent information
within 30 days of the date of issuance of the
patent._If the required patent information is
no submitted within 30 days of the issuance
of the patent, FDA will list the patent, but
patent certifications or statements will be
governed by the provisions regarding
untimely filed patent information at 88
314.50(i)(4) and (6) and 314.94(a)(12)(vi)

and (viii).
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(4) SopresSubmission of Forms FDA
3542a and 3542 — (i) Patent information
submitted with the filling of an NDA,
amendment or supplement.- The applicant
shal-must submit twe-copies-of-each
review-copy;patent information required by
paragraphs (c)(1) and (c)(2)(i) of this section
and 8 314.50(h) or 8 314.70(f) on Form
FDA3542a te-to the Central Document
Room, Center for Drug Evaluation and
Research, Food and Drug Administration,
5901-B Ammendale Rd., Beltsville, MD
20705-1266 or to FDA in an electronic
format submission that complies with 8§

314.50(1)(5). Fhe-applicant-shal-submit-the

B e
| I . brmicsion of £l

supplement:Form FDA3542a should not be
submitted to the Orange Book Staff in the
Office of Generic Drugs.

(i) Patent information submitted upon
and after approval of an NDA supplement.
The applicant must submit patent
information required by paragraphs (c)(1)
and (c)(2)(ii) of this section on Form FDA
3542 to the Central Document Room, Center
for Drug Evaluation and Research, Food and
Drug Administration, 5901-B Ammendale
Rd., Beltsville, MD 20705-1266, or to FDA
in an electronic format submission that
complies with 8 314.50(1)(5). Form FDA
3542 should not be submitted to the Orange
Book Staff in the Office of Generic Drugs.




(5) SUbmission date. Patent information
shat-will be considered to be submitted to
FBAFDA for purposes of paragraph (d)(3)
of this section as of the earlier of the datethe
information submitted on Form FDA 3542 is
date-samped by as-ef-the-datethe
tormationisreceived-by-the Central
Document Room, or officially received by
FDA in an electronic format submission that
complies with § 314.50(1)(5).

(6) Identification. Each submission of
patent information, except information
submitted with an original appheationNDA,
prominent identification asto its
contents, i.e., “Patent Information,” or, if
submitted after approval of an
appheationNDA, “Time Sensitive Patent
Information.”

(e) Public disclosure of patent
information. FDA will publish inthe list the
patent number and expiration date of each
patent that is required to be, and is,
submitted to FDA by an applicant, and for
each method of use patent, the approved
covered-by-apatentdescription of the
method of use claimed by the patent as
required by 8§ 314.53(c)(2)(ii)(P)(3). FDA
will publish such patent information upon

approval of the apphieationNDA, or, if the
patent information is submitted by the

applicant after approval of an application
NDA as provided under paragraph (d)(2) of
this section, as soon as possible after the
submission to the Aagency of the patent
information. Patent-information-submitted

L

40

HYMAN, PHELPS & MCNAMARA, P.C.

. 5.

genes . 5. I

IIII' flan i , ...I :
Freedom-of-tnformation-A request for
copies of the fHe-shalisubmitted patent
information must be sent in writing to the
Freedom of Information Staff at the address
listed on the Agency's Web site
at http://www.fda.gov. The submitted patent
information, and requests to remove a patent
or patent information from the list, may be
subject to public disclosure.

(f) Correction of patent information
errors. — (1) Requests by persons other than
the NDA holder. If any person disputes the
accuracy or relevance of patent information
submitted to the Aagency under this section
and published by FDA inthe list, or believes
that an appheant-NDA holder has failed to
submit required patent information, that
person must first notify the Aagency in

. e 11 o f

disagreementa written or electronic
communication titled “314.53(f) Patent

Listing Dispute.” The patent listing dispute
communication must include a statement of
dispute that describes the specific grounds
for disagreement regarding the accuracy or
relevance of patent information for FDA to
send to the applicable NDA holder. For a
dispute regarding the accuracy or relevance
of patent information regarding an approved
method of using the drug product, this
statement of dispute must be only a narrative
description (no more than 250 words) of the
person’s interpretation of the scope of the
patent. This statement of dispute must only




contain information for which the person
consents to disclosure because FDA will
send the text of the statement to the
applicable NDA holder without review or
redaction. The patent listing dispute
communication should be directed to the
Office 239 of Generic Drugs, OGD
Document Room, Attention: Orange Book
Staff, 7620 Standish Pl., Rockville, MD
20855, or to the Orange Book Staff at the
email address listed on the Agency’s Web
site at http://www.fda.gov. Such-netification

(1) Communication with the NDA holder--
(A) Drug substance or drug product claim.
For requests submitted under this paragraph
(f)(1) that are directed to the accuracy or
relevance of submitted patent information
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regarding a drug substance or drug product
claim, the Agency will send the statement of
dispute to the applicable NDA holder. The
NDA holder must confirm the correctness of
the patent information and include the
signed verification required by paragraph
(€)(2)(ii)(R) of this section or withdraw or
amend the patent information in accordance
with paragraph (f)(2) of this section within
30 days of the date on which the Agency
sends the statement of dispute. Unlessthe
NDA holder withdraws or amends its patent
information in response to the patent listing
dispute, the Agency will not change the
patent information in the Orange Book.

(B) Method-of-use claim. For requests
submitted under this paragraph (f)(1) that
are directed to the accuracy or relevance of
submitted patent information regarding an
approved method of using the drug product,
FDA will send the statement of dispute to
the NDA holder. The NDA holder must
confirm the correctness of its description of
the approved method of use claimed by the
patent that has been included as the “Use
Code” in the Orange Book, or withdraw or
amend the patent information in accordance
with paragraph (f)(2) of this section, provide
anarrative description (no more than 250
words) of the NDA holder’s interpretation of
the scope of the patent that explains why the
existing or amended “Use Code” describes
only the specific approved method of use
claimed by the patent for which a claim of
patent infringement could reasonably be
asserted if a person not licensed by the
owner of the patent engaged in the
manufacture, use, or sale of the drug
product, and include the signed verification




required by paragraph (c)(2)(ii)(R) of this
section within 30 days of the date on which
the Agency sends the statement of dispute.
The narrative description must only contain
information for which the NDA holder
consents to disclosure because FDA will
send the text of the statement to the person
who submitted the patent listing dispute
without review or redaction.

(1) If the NDA holder confirmsthe
correctness of the patent information,
provides the narrative description required
by paragraph (f)(1)(i)(B) of this section, and
includes the signed verification required by
paragraph (c)(2)(ii)(R) of this section within
30 days of the date on which the Agency
sends the statement of dispute, the Agency
will not change the patent information in the

Orange Book.

(2) If the NDA holder responds to the patent
listing dispute with amended patent
information in accordance with paragraph
(f)(2) of this section, provides the narrative
description required by paragraph
(H(1)(1)(B) of this section, and includes the
signed verification required by paragraph
(c)(2)(i)(R) of this section within 30 days of
the date on which the Agency sends the
statement of dispute, FDA will update the
Orange Book to reflect the amended patent
information.

(i) Patent certification or statement during
and after patent listing dispute. A 505(b)(2)
application or ANDA must contain an
appropriate certification or statement for
each listed patent, including the disputed
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patent, during and after the patent listing
dispute.

(iii) Information on patent listing disputes.
FDA will promptly post information on its
Web site regarding whether a patent listing
dispute has been submitted for a published
description of a patented method of use for a
drug product and whether the NDA holder
has timely responded to the patent listing

dispute.

(2) Requests by the NDA holder--(i) Patents
or patent claims that no longer meet the
statutory requirements for listing. If the
NDA holder determines that a patent or
patent claim no longer meetsthe
requirements for listing in section 505(b)(1)
or (c)(2) of the Federal Food, Drug, and
Cosmetic Act (including if there has been a
judicial finding of invalidity for alisted
patent, from which no appeal has been or
can be taken), the NDA holder isrequired to
promptly notify FDA to amend the patent
information or withdraw the patent or patent
information and request that the patent or
patent information be removed from the list.
If the NDA holder isrequired by court order
to amend patent information or withdraw a
patent from the list, it must submit an
amendment to its NDA that includes a copy
of the order, within 14 days of the date the
order was entered, to the Central Document
Room, Center for Drug Evaluation and
Research, Food and Drug Administration,
5901-B Ammendale Rd., Beltsville, MD
20705-1266. The amendment to the NDA
must bear the identification described in
paragraph (d)(6) of this section. FDA will
remove a patent or patent information from




thelist if there isno first applicant eligible
for 180- day exclusivity based on a
paragraph 1V certification to that patent or
after the 180-day exclusivity period of afirst
applicant based on that patent has expired or
has been extinguished.

(ii) Patent term restoration. If the term of a
listed patent is extended pursuant to 35
U.S.C. 156(e), the NDA holder must submit
on Form FDA 3542 a correction to the
expiration date of the patent. This correction
must be submitted within 30 days of receipt
of a certificate of extension as described in
35 U.S.C. 156(e)(1) or documentation of an
extension of the term of the patent as
described in 35 U.S.C. 156(e)(2).

(iii) Submission of corrections or changesto
patent information. Corrections or changes
to previously submitted patent information,
other than withdrawal of a patent and
requests to remove a patent from the list,
must be submitted on Form FDA 3542 or
3542a, as appropriate, in an amendment or
supplement to the NDA. The amendment or
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supplement to the NDA must bear the
identification described in paragraph (d)(6)
of this section. We will not accept the
corrections or changes unless they are
submitted on the appropriate forms.

(iv) Submission of patent withdrawals and
requests to remove a patent fromthelist.
Withdrawal of a patent and requeststo
remove a patent from the list must be
submitted to the same addresses described in
paragraph (d)(4)(ii) of this section, except
that the withdrawal or request to remove a
patent from the list is not required to be
submitted on Form FDA 3542 and may be
submitted by letter. Withdrawal of a patent
and arequest to remove a patent from the
list must contain the following information:

(A) The NDA number to which the request
applies;

(B) Each product(s) approved in the NDA to
which the request applies; and

(C) The patent number.

21 C.F.R. 8314.54 — PROCEDURE FOR SUBMISSION OF A
505(B)(2) APPLICATION REQUIRING INVESTIGATIONSFOR
APPROVAL OF A NEW INDICATION FOR, OR OTHER CHANGE
FROM, A LISTED DRUG.

(a) The aet-Federal Food, Drug, and
Cosmetic Act does not permit approval of an
abbreviated-new-drug-applicationANDA for
anew indication, nor does it permit approval
of other changesin alisted drug if
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investigations, other than bioavailability or
bioequivalence studies, are essential to the
approval of the change. Any person seeking
approval of adrug product that represents a
modification of alisted drug (e.g., anew



indication or new dosage form) and for
which investigations, other than
bioavailability or bioequivalence studies, are
essential to the approval of the changes may,
except as provided in paragraph (b) of this
section, submit a 505(b)(2) application. This
505(b)(2) application need contain only that
information needed to support the
modification(s) of the listed drug.

(1) The applicant shall submit a
complete archival copy of the application
that contains the following:

(i) The information required under
§ 314.50(a), (b), (c), (d)(1), (d)(3), (e), and
(g), except that § 314.50(d)(1)(ii)(c) shall
contain the proposed or actual master
production record, including a description of
the equipment, to be used for the
manufacture of acommercial lot of the drug
product.

(i) The information required under
§ 314.50 (d)(2), (d)(4) (if an anti-infective
drug), (d)(5), (d)(6), and (f) as needed to
support the safety and effectiveness of the
drug product.

(i) Identification of the-each listed drug
for which FDA has made a finding of safety
and effectiveness and on which finding the
applicant relies in seeking approval of its
proposed drug product by established name,
if any, proprietary name, dosage form,
strength, route of administration, name of
listed drug's application holder, and listed

drug's approved apphication-NDA number.
The listed drug(s) identified as relied upon
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must include a drug product approved in an
NDA that:

(A) Is pharmaceutically equivalent to the
drug product for which the original
505(b)(2) application is submitted; and

(B) Was approved before the original
505(b)(2) application was submitted.

(iv) If the applicant is seeking approval
only for anew indication and not for the
indications approved for the listed drug on
which the applicant relies, a certification so
stating.

(v) Any patent information required
under section 505(b)(1) of the act-Federal
Food, Drug, and Cosmetic Act with respect
to any patent which claims the drug for
which approval is sought or a method of
using such drug and to which a claim of
patent infringement could reasonably be
asserted if a person not licensed by the
owner of the patent engaged in the
manufacture, use, or sale of the drug
product.

(vi) Any patent certification or statement
required under section 505(b)(2) of the
actFederal Food, Drug, Cosmetic Act- with
respect to any relevant patentsthat claim the
listed drug(s) erthat-claim-any-other-drugs
on which investigations relied on by the
applicant for approval of the application
were conducted, or that claim a use for the
listed or other drug(s). A 505(b)(2) applicant
seeking approval of adrug that is
pharmaceutically equivalent to alisted drug
approved in an NDA implicitly relies upon




one such pharmaceutically equivalent listed
drug.

(vii) If the applicant believes the change
for which it is seeking approval is entitled to
aperiod of exclusivity, the information
required under § 314.50(j).

(2) The applicant shaH-must submit a
review copy that contains the technical
sections described in § 314.50(d)(1), except
that_section described in
§ 314.50(d)(1)(i1)(c) shaH-must contain the
proposed or actual master production record,
including a description of the equipment, to
be used for the manufacture of a commercial
lot of the drug product, and paragraph-8
314.50(d)(3), and the technical sections
described in paragraphs-§ 314.50(d)(2),

(d)(4)_{e)y5)through (d)(6), and (f) when
needed to support the modification. Each of

the technical sections in the review copy is
required to be separately bound with a copy
of the information required under § 314.50
(@), (b), and (c) and a copy of the proposed
labeling.

(3) The information required by § 314.50
(d)(2), (d)(4) (if an anti-infective drug),
(d)(5), (d)(6), and (f) for the listed drug on
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which the applicant relies shall be satisfied
by reference to the listed drug under
paragraph (a)(1)(iii) of this section.

(4) The applicant shal-must submit a
field copy of the 505(b)(2) application that
contains the technical section described in
§ 314.50(d)(1), a copy of the information
required under § 314.50(a) and (c), and
certification that the field copy is atrue copy
of the technical section described in
§ 314.50(d)(1) contained in the archival and
review copies of the 505(b)(2) application.

(b) A 505(b)(2)n application may not be
submitted under this section for adrug
product whose only difference from the
retereneea listed drug is that:

(1) The extent to which its active
ingredient(s) is absorbed or otherwise made
available to the site of action is less than that
of the referencelisted drug; or

(2) Therate at which its active
ingredient(s) is absorbed or otherwise made
available to the site of action is
unintentionally less than that of the
reference listed drug.

21 C.F.R.8314.60 —AMENDMENTSTO AN UNAPPROVED
APPLICATION, SUPPLEMENT, OR RESUBMISSION

(a) Submission of NDA. FDA generally
assumes that when an original

appheationNDA, supplement to an approved
appheationNDA, or resubmission of an

appheatienNDA or supplement is submitted
to the aAgency for review, the applicant
believes that the aAgency can approve the

appheationNDA, supplement, or



resubmission as submitted. However, the
applicant may submit an amendment to an
appheationNDA, supplement, or
resubmission that has been filed under

§ 314.101 but is not yet approved.

(b)(1) Submission of a major
amendment. Submission of a major
amendment to an original application,
efficacy supplement, or resubmission of an
application or efficacy supplement within 3
months of the end of the initial review cycle
constitutes an agreement by the applicant
under section 505(c) of the act to extend the
initial review cycle by 3 months. (For
references to aresubmission of an
application or efficacy supplement in
paragraph (b) of this section, the timeframe
for reviewing the resubmission is the
“review cycle” rather than the “initial review
cycle.”) FDA may instead defer review of
the amendment until the subsequent review
cycle. If the agency extends the initial
review cycle for an original application,
efficacy supplement, or resubmission under
this paragraph, the division responsible for
reviewing the application, supplement, or
resubmission will notify the applicant of the
extension. The initial review cycle for an
original application, efficacy supplement, or
resubmission of an application or efficacy
supplement may be extended only once due
to submission of a major amendment. FDA
may, at its discretion, review any subsequent
major amendment during the initial review
cycle (as extended) or defer review until the
subsequent review cycle.

(2) Submission of a major amendment to
an original application, efficacy supplement,
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or resubmission of an application or efficacy
supplement more than 3 months before the
end of the initial review cycle will not
extend the cycle. FDA may, at its discretion,
review such an amendment during the initial
review cycle or defer review until the
subsequent review cycle.

(3) Submission of an amendment to an
original application, efficacy supplement, or
resubmission of an application or efficacy
supplement that is not a major amendment
will not extend the initial review cycle. FDA
may, at its discretion, review such an
amendment during the initial review cycle or
defer review until the subsequent review
cycle.

(4) Submission of a major amendment to
a manufacturing supplement within 2
months of the end of the initial review cycle
constitutes an agreement by the applicant
under section 505(c) of the act to extend the
initial review cycle by 2 months. FDA may
instead defer review of the amendment until
the subsequent review cycle. If the agency
extends the initial review cycle for a
manufacturing supplement under this
paragraph, the division responsible for
reviewing the supplement will notify the
applicant of the extension. The initial review
cycle for a manufacturing supplement may
be extended only once due to submission of
amajor amendment. FDA may, at its
discretion, review any subsequent major
amendment during the initial review cycle
(as extended) or defer review until the
subsequent review cycle.



(5) Submission of an amendment to a
supplement other than an efficacy or
manufacturing supplement will not extend
the initial review cycle. FDA may, at its
discretion, review such an amendment
during the initial review cycle or defer
review until the subsequent review cycle.

(6) A major amendment may not include
datato support an indication or claim that
was not included in the original application,
supplement, or resubmission, but it may
include datato support a minor modification
of an indication or claim that was included
in the original application, supplement, or
resubmission.

(7) When FDA defersreview of an
amendment until the subsequent review
cycle, the agency will notify the applicant of
the deferral in the complete response letter
sent to the applicant under § 314.110 of this
part. el

| tecl if all_of the followi

it Iy

(c)(1) Limitation on certain
amendments. An unapproved application
may not be amended if all of the following
conditions apply:

(i) The unapproved application is for a
drug for which a previous application has
been approved and granted a period of
exclusivity in accordance with section
505(c)(3)(D)(ii) of the act that has not
expired;

(i) The applicant seeks to amend the
unapproved application to include a
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published report of an investigation that was
conducted or sponsored by the applicant
entitled to exclusivity for the drug;

(i) The applicant has not obtained a
right of reference or use to the investigation
described in paragraph (c)(1)(ii) of this
section; and

(iv) Thereport of the investigation
described in paragraph (c)(1)(ii) of this
section would be essential to the approval of
the unapproved application.

(2) The submission of an amendment
described in paragraph (c)(1) of this section
will cause the unapproved application to be
deemed to be withdrawn by the applicant
under § 314.65 on the date of receipt by
FDA of the amendment. The amendment
will be considered a resubmission of the
application, which may not be accepted
except as provided in accordance with
section 505(c)(3)(D)(ii) of the act.

(d) Field Copy. The applicant shaH-must
submit a field copy of each amendment to a
section of the NDA described in
§ 314.50(d)(1). The applicant shal-must
include in its submission of each such
amendment to FDA a statement certifying
that afield copy of the amendment has been
sent to the applicant's home FDA district
office.

(e) Different drug. An applicant may not
amend a 505(b)(2) application to seek
approval of adrug that is a different drug
from the drug in the original submission of
the 505(b)(2) application. For purposes of




this paragraph (e), adrug is adifferent drug
if it has been modified to have a different
active ingredient, different route of
adminigtration, different dosage form, or
difference in excipients that requires either a
separate clinical study to establish safety or
effectiveness or, for topical products, that
reguires a separate in vivo demonstration of
bioequivalence. However, notwithstanding
the limitation described in this paragraph
(€), an applicant may amend the 505(b)(2)
application to seek approval of a different

strength.

(f) Patent certification requirements. (1)
An amendment to a 505(b)(2) application is
required to contain an appropriate patent
certification or satement described in 8
314.50(i) or arecertification for a previously
submitted paragraph IV certification if
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approval is sought for any of the following
types of amendments:

(i) To add anew indication or other
condition of use;

(i) To add a new strength;

(iii) To make other than minor changes
in product formulation; or

(iv) To change the physical form or
crystalline structure of the active ingredient.

(2) If the amendment to the 505(b)(2)
application does not contain a patent
certification or statement, the applicant must
verify that the proposed change described in
the amendment is not one of the types of
amendments described in paragraph (f)(1) of
this section.

21 C.F.R.8§314.70 — SUPPLEMENTSAND OTHER CHANGESTO
AN APPROVED APPLICATION

(@) Changes to an approved
application. (1)(i) Except as provided in
paragraph (a)(1)(ii) of this section, the
applicant must notify FDA about each
change in each condition established in an
approved application beyond the variations
already provided for in the application. The
notice is required to describe the change
fully. Depending on the type of change, the
applicant must notify FDA about the change
in a supplement under paragraph (b) or (c)
of this section or by inclusion of the
information in the annual report to the
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application under paragraph (d) of this
section.

(i) The submission and grant of a
written request for an exception or
alternative under § 201.26 of this chapter
satisfies the applicable requirements in
paragraphs (a) through (c) of this section.
However, any grant of arequest for an
exception or alternative under § 201.26 of
this chapter must be reported as part of the
annual report to the application under
paragraph (d) of this section.



(2) The NDA holder ef-an-appreved
e e e AL V=
assess the effects of the change before
distributing a drug product made with a
manufacturing change.

(3) Notwithstanding the requirements of
paragraphs (b) and (c) of this section, an
applicant must make a change provided for
in those paragraphs in accordance with a
regulation or guidance that provides for a
less burdensome notification of the change
(for example, by submission of a
supplement that does not require approval
prior to distribution of the product or in an
annual report).

(4) The applicant must promptly revise
all promotional labeling and advertising to
make it consistent with any labeling change
implemented in accordance with paragraphs
(b) and (c) of this section.

(5) Except for a supplement providing
for a change in the labeling, the applicant
must include in each supplement and
amendment to a supplement providing for a
change under paragraph (b) or (c) of this
section a statement certifying that afield
copy has been provided in accordance with
§ 314.440(a)(4).

(6) A supplement or annual report must
include a list of all changes contained in the
supplement or annual report. For
supplements, this list must be provided in
the cover letter.
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(b) Changes requiring supplement
submission and approval prior to
distribution of the product made using the
change (major changes). (1) A supplement
must be submitted for any change in the
drug substance, drug product, production
process, quality controls, equipment, or
facilities that has a substantial potential to
have an adverse effect on the identity,
strength, quality, purity, or potency of the
drug product asthese factors may relate to
the safety or effectiveness of the drug
product.

(2) These changes include, but are not
l[imited to:

(i) Except those described in paragraphs
(c) and (d) of this section, changesin the
gualitative or quantitative formulation of the
drug product, including inactive ingredients,
or in the specifications provided in the
approved application;

(if) Changes requiring completion of
studies in accordance with part 320 of this
chapter to demonstrate the equivalence of
the drug product to the drug product as
manufactured without the change or to the
reference listed drug;

(iif) Changes that may affect drug
substance or drug product sterility
assurance, such as changes in drug
substance, drug product, or component
sterilization method(s) or an addition,
deletion, or substitution of stepsin an
aseptic processing operation;



(iv) Changes in the synthesis or
manufacture of the drug substance that may
affect the impurity profile and/or the
physical, chemical, or biological properties
of the drug substance;

(v) The following labeling changes:

(A) Changesin labeling, except those
described in paragraphs (c)(6)(iii),
(d)(2)(ix), or (d)(2)(x) of this section;

(B) If applicable, any change to a
Medication Guide required under part 208 of
this chapter, except for changes in the
information specified in § 208.20(b)(8)(iii)
and (b)(8)(iv) of this chapter; and

(C) Any change to the information
required by § 201.57(a) of this chapter, with
the following exceptions that may be
reported in an annual report under paragraph
(d)(2)(x) of this section:

(1) Removal of alisted section(s)
specified in § 201.57(a)(5) of this chapter;
and

(2) Changes to the most recent revision
date of the labeling as specified in
§ 201.57(a)(15) of this chapter.

(vi) Changes in adrug product container
closure system that controls the drug product
delivered to a patient or changes in the type
(e.g., glass to high density polyethylene
(HDPE), HDPE to polyvinyl chloride, vial
to syringe) or composition (e.g., one HDPE
resin to another HDPE resin) of a packaging
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component that may affect the impurity
profile of the drug product.

(vii) Changes solely affecting a natural
product, arecombinant DNA-derived
protein/polypeptide, or acomplex or
conjugate of a drug substance with a
monoclonal antibody for the following:

(A) Changes in the virus or adventitious
agent removal or inactivation method(s);

(B) Changes in the source material or
cell line; and

(C) Egablishment of a new master cell
bank or seed.

(viii) Changes to adrug product under
an application that is subject to a validity
assessment because of significant questions
regarding the integrity of the data supporting
that application.

(3) The applicant must obtain approval
of a supplement from FDA prior to
distribution of a drug product made using a
change under paragraph (b) of this section.
Except for submissions under paragraph (e)
of this section, the following information
must be contained in the supplement:

(i) A detailed description of the proposed
change;

(i) The drug product(s) involved,

(iii) The manufacturing site(s) or area(s)
affected;



(iv) A description of the methods used
and studies performed to assess the effects
of the change;

(v) The data derived from such studies,

(vi) For anatural product, a recombinant
DNA-derived protein/polypeptide, or a
complex or conjugate of a drug substance
with a monoclonal antibody, relevant
validation protocols and a list of relevant
standard operating procedures must be
provided in addition to the requirementsin
paragraphs (b)(3)(iv) and (b)(3)(v) of this
section; and

(vii) For sterilization process and test
methodologies related to serilization
process validation, relevant validation
protocols and a list of relevant standard
operating procedures must be provided in
addition to the requirements in paragraphs
(b)(3)(iv) and (b)(3)(V) of this section.

(4) An applicant may ask FDA to
expedite its review of a supplement for
public health reasons or if adelay in making
the change described in it would impose an
extraordinary hardship on the applicant.
Such a supplement and its mailing cover
should be plainly marked: “Prior Approval
Supplement-Expedited Review Requested.”

(c) Changes requiring supplement
submission at least 30 days prior to
distribution of the drug product made using
the change (moderate changes). (1) A
supplement must be submitted for any
change in the drug substance, drug product,
production process, quality controls,
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equipment, or facilities that has a moderate
potential to have an adverse effect on the
identity, strength, quality, purity, or potency
of the drug product as these factors may
relate to the safety or effectiveness of the
drug product. If the supplement provides for
a labeling change under paragraph (c)(6)(iii)
of this section, 12 copies of the final printed
labeling must be included.

(2) These changes include, but are not
l[imited to:

(i) A change in the container closure
system that does not affect the quality of the
drug product, except those described in
paragraphs (b) and (d) of this section; and

(i) Changes solely affecting a natural
protein, arecombinant DNA-derived
protein/polypeptide or a complex or
conjugate of a drug substance with a
monoclonal antibody, including:

(A) Anincrease or decrease in
production scale during finishing steps that
involves different equipment; and

(B) Replacement of equipment with that
of adifferent design that does not affect the
process methodology or process operating
parameters.

(i) Relaxation of an acceptance
criterion or deletion of atest to comply with
an official compendium that is consistent
with FDA statutory and regulatory
requirements.



(3) A supplement submitted under
paragraph (c)(1) of this section isrequired to
give afull explanation of the basis for the
change and identify the date on which the
change is to be made. The supplement must
be labeled “ Supplement—Changes Being
Effected in 30 Days” or, if applicable under
paragraph (c)(6) of this section,
“Supplement—Changes Being Effected.”

(4) Pending approval of the supplement
by FDA, except as provided in paragraph
(c)(6) of this section, distribution of the drug
product made using the change may begin
not less than 30 days after receipt of the
supplement by FDA. The information listed
in paragraphs (b)(3)(i) through (b)(3)(vii) of
this section must be contained in the
supplement.

(5) The applicant must not distribute the
drug product made using the change if
within 30 days following FDA's receipt of
the supplement, FDA informs the applicant
that either:

(i) The change requires approval prior to
distribution of the drug product in
accordance with paragraph (b) of this
section; or

(it) Any of the information required
under paragraph (c)(4) of this section is
missing; the applicant must not distribute the
drug product made using the change until
the supplement has been amended to provide
the missing information.

(6) The agency may designate a category
of changes for the purpose of providing that,
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in the case of a change in such category, the
holder of an approved application may
commence distribution of the drug product
involved upon receipt by the agency of a
supplement for the change. These changes
include, but are not limited to:

(i) Addition to a specification or changes
in the methods or controls to provide
increased assurance that the drug substance
or drug product will have the characteristics
of identity, strength, quality, purity, or
potency that it purportsor is represented to
pOSSESS;

(it) A change in the size and/or shape of
acontainer for anonsterile drug product,
except for solid dosage forms, without a
change in the labeled amount of drug
product or from one container closure
system to another;

(iif) Changes in the labeling to reflect
newly acquired information, except for
changes to the information required in
§ 201.57(a) of this chapter (which must be
made under paragraph (b)(2)(v)(C) of this
section), to accomplish any of the following:

(A) To add or strengthen a
contraindication, warning, precaution, or
adverse reaction for which the evidence of a
causal association satisfies the standard for
inclusion in the labeling under § 201.57(c)
of this chapter;

(B) To add or strengthen a statement
about drug abuse, dependence,
psychological effect, or overdosage;



(C) To add or strengthen an instruction
about dosage and administration that is
intended to increase the safe use of the drug
product;

(D) To delete false, misleading, or
unsupported indications for use or claims for
effectiveness; or

(E) Any labeling change normally
requiring a supplement submission and
approval prior to distribution of the drug
product that FDA specifically requests be
submitted under this provision.

(7) If the agency disapproves the
supplemental application, it may order the
manufacturer to cease distribution of the
drug product(s) made with the
manufacturing change.

(d) Changesto be described in an
annual report (minor changes). (1) Changes
in the drug substance, drug product,
production process, quality controls,
equipment, or facilities that have a minimal
potential to have an adverse effect on the
identity, strength, quality, purity, or potency
of the drug product as these factors may
relate to the safety or effectiveness of the
drug product must be documented by the
applicant in the next annual report in
accordance with § 314.81(b)(2).

(2) These changes include, but are not
limited to:

(1) Any change made to comply with a
change to an official compendium, except a
change described in paragraph (c)(2)(iii) of
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this section, that is consistent with FDA
statutory and regulatory requirements.

(i) The deletion or reduction of an
ingredient intended to affect only the color
of the drug product;

(i) Replacement of equipment with that
of the same design and operating principles
except those equipment changes described
in paragraph (c) of this section;

(iv) A change in the size and/or shape of
acontainer containing the same number of
dosage units for a nonsterile solid dosage
form drug product, without a change from
one container closure system to another;

(v) A change within the container
closure system for a nonsterile drug product,
based upon a showing of equivalency to the
approved system under a protocol approved
in the application or published in an official
compendium;

(vi) An extension of an expiration dating
period based upon full shelf life dataon
production batches obtained from a protocol
approved in the application;

(vii) The addition or revision of an
alternative analytical procedure that
provides the same or increased assurance of
the identity, strength, quality, purity, or
potency of the material being tested asthe
analytical procedure described in the
approved application, or deletion of an
alternative analytical procedure;



(viii) The addition by embossing,
debossing, or engraving of a code imprint to
asolid oral dosage form drug product other
than a modified release dosage form, or a
minor change in an existing code imprint;

(ix) A change in the labeling concerning
the description of the drug product or in the
information about how the drug product is
supplied, that does not involve a change in
the dosage strength or dosage form; and

(x) An editorial or similar minor change
in labeling, including a change to the
information allowed by paragraphs
(b)(2)(v)(C)(2) and (2) of this section.

(3) For changes under this category, the
applicant is required to submit in the annual
report:

(i) A statement by the holder of the
approved application that the effects of the
change have been assessed;

(i) A full description of the
manufacturing and controls changes,
including the manufacturing site(s) or
area(s) involved;

(i) The date each change was
implemented;

(iv) Data from studies and tests
performed to assess the effects of the
change; and,

(v) For anatural product, recombinant
DNA-derived protein/polypeptide, complex
or conjugate of a drug substance with a
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monoclonal antibody, sterilization process
or test methodology related to sterilization
process validation, a cross-reference to
relevant validation protocols and/or standard
operating procedures.

(e) Protocols. An applicant may submit
one or more protocols describing the
specific tests and studies and acceptance
criteriato be achieved to demonstrate the
lack of adverse effect for specified types of
manufacturing changes on the identity,
strength, quality, purity, and potency of the
drug product as these factors may relate to
the safety or effectiveness of the drug
product. Any such protocols, if not included
in the approved application, or changesto an
approved protocol, must be submitted asa
supplement requiring approval from FDA
prior to distribution of adrug product
produced with the manufacturing change.
The supplement, if approved, may
subsequently justify a reduced reporting
category for the particular change because
the use of the protocol for that type of
change reduces the potential risk of an
adverse effect.

(f) Patent information. The applicant
must comply with the patent information
requirements under section 505(c)(2) of the
actFederal Food, Drug, and Cosmetic Act
and § 314.53.

(g) Claimed exclusivity. If an applicant
claims exclusivity under § 314.108 upon
approval of a supplement for change to its
previously approved drug product, the
applicant must include with its supplement
the information required under § 314.50(j).



(h) Different drug. An applicant may not
supplement a 505(b)(2) application to seek
approval of adrug that is a different drug
from the drug in the approved 505(b)(2)
application. 248 For purposes of this
paragraph (h), adrug is adifferent drug if it
has been modified to have a different active
ingredient, different route of administration,
different dosage form, or differencein
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excipients that requires either a separate
clinical study to establish safety or
effectiveness or, for topical products, that
requires a separate in vivo demonstration of
bioequivalence. However, notwithstanding
the limitation described in this paragraph
(h), an applicant may supplement the
505(b)(2) application to seek approval of a
different strength.

21 C.F.R. §314.90-WAIVERS

(@) An applicant may ask the Food and
Drug Administration to waive under this
section any requirement that applies to the
applicant under §§ 314.50 through 314.81.
An applicant may ask FDA to waive under
§ 314.126(c) any criteria of an adequate and
well-controlled study described in
§ 314.126(b). A waiver request under this
section is required to be submitted with
supporting documentation in an application,
or in an amendment or supplement to an
application. The waiver request is required
to contain one of the following:

(1) An explanation why the applicant's
compliance with the requirement is
unnecessary or cannot be achieved,

(2) A description of an alternative
submission that satisfies the purpose of the
requirement; or

(3) Other information justifying a
waiver.

(b) FDA may grant awaiver if it finds
one of the following:

(1) The applicant's compliance with the
requirement is unnecessary for the agency to
evaluate the application or compliance
cannot be achieved;

(2) The applicant's alternative
submission satisfies the requirement; or

(3) The applicant's submission otherwise
justifies awaiver.

(c) If FDA grants the applicant’s waiver
reguest with respect to arequirement under
88 314.50 through 314.81, the waived
requirement will not constitute a basis for
refusal to approve an NDA under § 314.125.

21 C.F.R.8314.93—PETITION TO REQUEST A CHANGE FROM
A LISTED DRUG



() The only changes from a listed drug
for which the agency will accept a petition
under this section are those changes
described in paragraph (b) of this section.
Petitions to submit abbreviated new drug
applications for other changes from a listed
drug will not be approved.

(b) A person who wants to submit an
abbreviated new drug application for a drug
product which is not identical to alisted
drug in route of administration, dosage form,
and strength, or in which one active
ingredient is substituted for one of the active
ingredients in a listed combination drug,
must first obtain permission from FDA to
submit such an abbreviated application.

(c) To obtain permission to submit an
abbreviated new drug application for a
change described in paragraph (b) of this
section, a person must submit and obtain
approval of a petition requesting the change.
A person seeking permission to request such
achange from areference listed drug shall
submit a petition in accordance with § 10.20
of this chapter and in the format specified in
§ 10.30 of this chapter. The petition shall
contain the information specified in § 10.30
of this chapter and any additional
information required by this section. If any
provision of § 10.20 or § 10.30 of this
chapter is inconsistent with any provision of
this section, the provisions of this section

apply.

(d) The petitioner shall identify alisted
drug and include a copy of the proposed
labeling for the drug product that isthe
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subject of the petition and a copy of the
approved labeling for the listed drug. The
petitioner may, under limited circumstances,
identify more than one listed drug, for
example, when the proposed drug product is
a combination product that differs from the
combination reference listed drug with
regard to an active ingredient, and the
different active ingredient is an active
ingredient of alisted drug. The petitioner
shall also include information to show that:

(1) The active ingredients of the
proposed drug product are of the same
pharmacological or therapeutic class as
those of the reference listed drug.

(2) The drug product can be expected to
have the same therapeutic effect asthe
reference listed drug when administered to
patients for each condition of use in the
reference listed drug's labeling for which the
applicant seeks approval.

(3) If the proposed drug product isa
combination product with one different
active ingredient, including a different ester
or salt, from the reference listed drug, that
the different active ingredient has previously
been approved in a listed drug or is a drug
that does not meet the definition of “new
drug” in section 201(b) of the act.

(e) No later than 90 days after the date a
petition that is permitted under paragraph (a)
of this section is submitted, FDA will
approve or disapprove the petition.



(1) FDA will approve a petition properly
submitted under this section unless it finds
that:

(i) Investigations must be conducted to
show the safety and effectiveness of the
drug product or of any of its active
ingredients, its route of administration,
dosage form, or strength which differs from
the reference listed drug; or

(it) For a petition that seeksto change an
active ingredient, the drug product that is the
subject of the petition is not a combination
drug; or

(iit) For a combination drug product that
is the subject of the petition and has an
active ingredient different from the
reference listed drug:

(A) The drug product may not be
adequately evaluated for approval as safe
and effective on the basis of the information
required to be submitted under § 314.94; or

(B) The petition does not contain
information to show that the different active
ingredient of the drug product is of the same
pharmacological or therapeutic class asthe
ingredient of the reference listed drug that is
to be changed and that the drug product can
be expected to have the same therapeutic
effect asthe reference listed drug when
administered to patients for each condition
of use in the listed drug's labeling for which
the applicant seeks approval; or

(C) The different active ingredient is not
an active ingredient in a listed drug or a drug
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that meets the requirements of section
201(p) of the act; or

(D) The remaining active ingredients are
not identical to those of the listed
combination drug; or

(iv) Any of the proposed changes from
the listed drug would jeopardize the safe or
effective use of the product so asto
necessitate significant labeling changes to
address the newly introduced safety or
effectiveness problem; or

(v) FDA has determined that the
reference listed drug has been withdrawn
from sale for safety or effectiveness reasons
under § 314.161, or the reference listed drug
has been voluntarily withdrawn from sale
and the agency has not determined whether
the withdrawal is for safety or effectiveness
reasons.

(2) For purposes of this paragraph,
“investigations must be conducted” means
that information derived from animal or
clinical studiesis necessary to show that the
drug product is safe or effective. Such
information may be contained in published
or unpublished reports.

(3) If FDA approves a petition submitted
under this section, the agency's response
may describe what additional information, if
any, will be required to support an
abbreviated new drug application for the
drug product. FDA may, at any time during
the course of its review of an abbreviated
new drug application, request additional



information required to evaluate the change
approved under the petition.

(vi) A drug product is approved in an
NDA for the change described in the

petition.

(f) FDA may withdraw approval of a
petition if the agency receives any
information demonstrating that the petition
no longer satisfies the conditions under
paragraph (e) of this section.

(2) If, after approval of a petition and
before approval of an ANDA submitted
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pursuant to the approved petition, a drug
product is approved in an NDA for the
change described in the petition, the petition
and the listed drug identified in the petition
can no longer be the basis for ANDA
submission, irrespective of whether FDA
has withdrawn approval of the petition. A
person seeking approval for such drug
product must submit a new ANDA that
identifies the pharmaceutically equivalent
reference listed drug asthe basis for ANDA
submission and comply with applicable
regulatory reguirements.

21 C.F.R.§314.94—-CONTENT AND FORMAT OF AN
ABBREVUATEB-APRPPLHICATFONANDA

Abbreviated-applicationsANDAs are
required to be submitted in the form and

contain the information required under this
section. Three copies of the application
ANDA arerequired, an archival copy, a
review copy, and afield copy. FDA will
maintain guidance documents on the format
and content of applications ANDASto assist
applicants in their preparation.

(a) Dbl mon e
appheationsANDAS. Except as provided in
paragraph (b) of this section, the applicant
shall submit a complete archival copy of the
abbreviated new drug application that
includes the following:

(1) Application form. The applicant shall
submit a completed and signed application
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form that contains the information described
under § 314.50(a)(1), (a)(3), (a)(4), and
(8)(5). The applicant shall state whether the
submission is an abbreviated application
under this section or a supplement to an
abbreviated application under § 314.97.

(2) Table of contents. The archival copy
of the abbreviated new drug
appheationANDA isrequired to contain a
table of contents that shows the volume
number and page number of the contents of
the submission.

(3) Basis for ANDAabbreviated-new
drug-appheation submission. An
ANDA- ool mo i ool o
must refer to alisted drug. Ordinarily, that
listed drug will be the drug product selected



by the aAgency as the reference standard for
conducting bioequivalence testing. The

ANDA apphieation-snalt- must contain:

(i) The name of the reference listed drug,
including its dosage form and strength. For
an ANDA abbreviated-new-drug-apphication
based on an approverd petition under
§ 10.30 of this chapter or § 314.93, the
reference listed drug must be the same as the
listed drug approved in the petition.

(i) A statement as to whether, according
to the information published in the list, the
reference listed drug is entitled to a period of
marketing exclusivity under section
505(j)(54)(EP) of the Federal Food, Drug,
and Cosmetic Actaet.

(i) For an ANDA abbreviated-new-drug
appheation based on an approved petition
under § 10.30 of this chapter or § 314.93, a
reference to the FDA-assigned docket
number for the petition and a copy of FDA's
correspondence approving the petition.

(4) Conditions of use. (i) A statement
that the conditions of use prescribed,
recommended, or suggested in the labeling
proposed for the drug product have been
previously approved for the reference listed
drug.

(i) A reference to the applicant's
annotated proposed labeling and to the
currently approved labeling for the reference
listed drug provided under paragraph (a)(8)
of this section.
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(5) Active ingredients. (i) For asingle-
active-ingredient drug product, information
to show that the active ingredient is the same
asthat of the reference single-active-
ingredient listed drug, as follows:

(A) A statement that the active
ingredient of the proposed drug product is
the same as that of the reference listed drug.

(B) A reference to the applicant's
annotated proposed labeling and to the
currently approved labeling for the reference
listed drug provided under paragraph (a)(8)
of this section.

(i) For a combination drug product,
information to show that the active
ingredients are the same as those of the
reference listed drug except for any different
active ingredient that has been the subject of
an approved petition, as follows:

(A) A statement that the active
ingredients of the proposed drug product are
the same as those of the reference listed
drug, or if one of the active ingredients
differs from one of the active ingredients of
the reference listed drug and the abbreviated
application is submitted under the approval
of a petition under § 314.93 to vary such
active ingredient, information to show that
the other active ingredients of the drug
product are the same as the other active
ingredients of the reference listed drug,
information to show that the different active
ingredient is an active ingredient of another
listed drug or of adrug that does not meet
the definition of “new drug” in section
201(p) of the act, and such other information



about the different active ingredient that
FDA may require.

(B) A reference to the applicant's
annotated proposed labeling and to the
currently approved labeling for the reference
listed drug provided under paragraph (a)(8)
of this section.

(6) Route of administration, dosage
form, and strength. (i) Information to show
that the route of administration, dosage
form, and strength of the drug product are
the same as those of the reference listed drug
except for any differences that have been the
subject of an approved petition, as follows:

(A) A statement that the route of
administration, dosage form, and strength of
the proposed drug product are the same as
those of the reference listed drug.

(B) A reference to the applicant's
annotated proposed labeling and to the
currently approved labeling for the reference
listed drug provided under paragraph (a)(8)
of this section.

(i) If the route of administration, dosage
form, or strength of the drug product differs
from the reference listed drug and the
abbreviated application is submitted under
an approved petition under § 314.93, such
information about the different route of
administration, dosage form, or strength that
FDA may require.

(7) Bioequivalence. (i) Information that
shows that the drug product is bioequivalent
to the reference listed drug upon which the
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applicant relies. A complete study report
must be submitted for the bioequivalence
study upon which the applicant relies for
approval. For all other bioequivalence
studies conducted on the same drug product
formulation as defined in § 320.1(g) of this
chapter, the applicant must submit either a
complete or summary report. If asummary
report of a bioequivalence study is submitted
and FDA determines that there may be
bioequivalence issues or concerns with the
product, FDA may require that the applicant
submit a complete report of the
bioequivalence study to FDA; or

(ii) If the ANDA abbreviated-new-drug
appheation is submitted under a petition
approved under § 314.93, the results of any
bioavailability of bioequivalence testing
required by the aAgency, or any other
information required by the aAgency to
show that the active ingredients of the
proposed drug product are of the same
pharmacological or therapeutic class as
those in the reference listed drug and that the
proposed drug product can be expected to
have the same therapeutic effect asthe
reference listed drug. If the proposed drug
product contains a different active ingredient
than the reference listed drug, FDA will
consider the proposed drug product to have
the same therapeutic effect asthe reference
listed drug if the applicant provides
information demonstrating that:

(A) There is an adequate scientific basis
for determining that substitution of the
specific proposed dose of the different active
ingredient for the dose of the member of the
same pharmacological or therapeutic class in



the reference listed drug will yield a
resulting drug product whose safety and
effectiveness have not been adversely
affected.

(B) The unchanged active ingredientsin
the proposed drug product are bioequivalent
to those in the reference listed drug.

(C) The different active ingredient in the
proposed drug product is bioequivalent to an
approved dosage form containing that
ingredient and approved for the same
indication as the proposed drug product or is
bioequivalent to a drug product offered for
that indication which does not meet the
definition of “new drug” under section
201(p) of the act.

(iit) For each in vivo or in vitro
bioequivalence study contained in the

ANDA = -brercbod mo in oo ool

(A) aA description of the analytical and
statistical methods used in each study; and

(B) astaternent-w\With respect to each
study involving human subject, a satement
that the study either was that--eitherwas
conducted in compliance with the
institutional review board regulations in part
56 of this chapter, or was not subject to the
regulations under § 56.104 or § 56.105 of
this chapter, and that each-studyit was
conducted in compliance with the informed
consent regulations in part 50 of this
chapter.

(8) Labeling—(i) Listed drug labeling. A
copy of the currently approved labeling
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(including, if applicable, any Medication
Guide required under part 208 of this
chapter) for the listed drug referred to in the
abbreviated new drug application, if the
abbreviated new drug application relieson a
reference listed drug.

(i) Copies of proposed labeling. Copies
of the label and all labeling for the drug
product including, if applicable, any
Medication Guide required under part 208 of
this chapter (4 copies of draft labeling or 12
copies of final printed labeling).

(iif) Statement on proposed labeling. A
statement that the applicant's proposed
labeling including, if applicable, any
Medication Guide required under part 208 of
this chapter is the same as the labeling of the
reference listed drug except for differences
annotated and explained under paragraph
(a)(8)(iv) of this section.

(iv) Comparison of approved and
proposed labeling. A side-by-side
comparison of the applicant's proposed
labeling including, if applicable, any
Medication Guide required under part 208 of
this chapter with the approved labeling for
the reference listed drug with all differences
annotated and explained. Labeling
(including the container label, package
insert, and, if applicable, Medication Guide)
proposed for the drug product must be the
same as the labeling approved for the
reference listed drug, except for changes
required because of differences approved
under a petition filed under § 314.93 or
because the drug product and the reference
listed drug are produced or distributed by



different manufacturers. Such differences
between the applicant's proposed labeling
and labeling approved for the reference
listed drug may include differences in
expiration date, formulation, bioavailability,
or pharmacokinetics, labeling revisions
made to comply with current FDA labeling
guidelines or other guidance, or omission of
an indication or other aspect of labeling
protected by patent or accorded exclusivity
under section 505(j)(5)(F) of the act.

(9) Chemistry, manufacturing, and
controls. (i) The information required under
§ 314.50(d)(1), except that the information
required under § 314.50(d)(1)(ii)(c) shaH
must contain the proposed or actual master
production record, including a description of
the equipment, to be used for the
manufacture of acommercial lot of the drug
product.

(ii) Inactive ingredients. Unless
otherwise stated in paragraphs (a)(9)(iii)
through (a)(9)(v) of this section, an
applicant shall identify and characterize the
inactive ingredients in the proposed drug
product and provide information
demonstrating that such inactive ingredients
do not affect the safety or efficacy of the
proposed drug product.

(i) Inactive ingredient changes
permitted in drug products intended for
parenteral use. Generally, a drug product
intended for parenteral use shall contain the
same inactive ingredients and in the same
concentration as the reference listed drug
identified by the applicant under paragraph
(8)(3) of this section. However, an applicant

62

HYMAN, PHELPS & MCNAMARA, P.C.

may seek approval of a drug product that
differs from the reference listed drug in
preservative, buffer, or antioxidant provided
that the applicant identifies and
characterizes the differences and provides
information demonstrating that the
differences do not affect the safety or
efficacy of the proposed drug product.

(iv) Inactive ingredient changes
permitted in drug products intended for
ophthalmic or otic use. Generally, adrug
product intended for ophthalmic or otic use
shall contain the same inactive ingredients
and in the same concentration as the
reference listed drug identified by the
applicant under paragraph (a)(3) of this
section. However, an applicant may seek
approval of adrug product that differs from
the reference listed drug in preservative,
buffer, substance to adjust tonicity, or
thickening agent provided that the applicant
identifies and characterizes the differences
and provides information demonstrating that
the differences do not affect the safety or
efficacy of the proposed drug product,
except that, in a product intended for
ophthalmic use, an applicant may not
change a buffer or substance to adjust
tonicity for the purpose of claiming a
therapeutic advantage over or difference
fromthe listed drug, e.g., by using a
balanced salt solution as adiluent as
opposed to an isotonic saline solution, or by
making a significant change in the pH or
other change that may raise questions of
irritability.

(v) Inactive ingredient changes
permitted in drug products intended for



topical use. Generally, adrug product
intended for topical use, solutions for
aerosolization or nebulization, and nasal
solutions shall contain the same inactive
ingredients as the reference listed drug
identified by the applicant under paragraph
(a)(3) of this section. However, an
abbreviated application may include
different inactive ingredients provided that
the applicant identifies and characterizes the
differences and provides information
demonstrating that the differences do not
affect the safety or efficacy of the proposed
drug product.

(10) Samples. The information required
under § 314.50(e)(1) and (e)(2)(i). Samples
need not be submitted until requested by
FDA.

(11) Other. The information required
under § 314.50(g).

(12) Patent certification—(i) Patents
claiming drug_substance, drug product, or
method of use. (A) An appropriate patent

certification or satement Exeept-asprovided
. (2} (12)(iv) of th ion
eertification-with respect to each patent
issued by the United States Patent and
Trademark Office that, in the opinion of the
applicant and to the best of its knowledge,
clamsthe reference listed drug or that
clams a use of such listed drug for which
the applicant is seeking approval under
section 505()) of the act-Federal Food, Drug,
and Cosmetic Act and for which information
isrequired to be filed under section 505(b)
and (c) of the Federal Food, Drug, and
Cosmetic Act aet-and § 314.53. For each

HYMAN, PHELPS & MCNAMARA, P.C.

such patent, the applicant shaH-must provide
the patent number and certify, in its opinion
and to the best of its knowledge, one of the
following circumstances:

(1) That the patent information has not
been submitted to FDA. The applicant shall
entitle such a certification “Paragraph |
Certification”;

(2) That the patent has expired. The
applicant shall entitle such a certification
“Paragraph Il Certification”;

(3) The date on which the patent will
expire. The applicant shall entitle such a
certification “Paragraph 111 Certification”; or

(4)(1) That the patent is invalid,
unenforceable, or will not be infringed by
the manufacture, use, or sale of the drug
product for which the abbreviated
appheationANDA is submitted. The
applicant shal-must entitle such a
certification “Paragraph 1V Certification”.
This certification shall-must be submitted in
the following form:

|, (NAME OF APPLICANT), CERTIFY
THAT PATENT NO. (ISINVALID,
UNENFORCEABLE, OR WILL NOT BE
INFRINGED BY THE MANUFACTURE,
USE, OR SALE OF) (NAME OF
PROPOSED DRUG PRODUCT) FOR
WHICH THIS ANDAAPPLICATION-IS
SUBMITTED.

(i) The certification shal-must be
accompanied by a statement that the
applicant will comply with the requirements



under § 314.95(a) with respect to providing
anotice to each owner of the patent or their
its representatives and to the NDA holder
(or, if the NDA holder does not reside or
maintain a place of business within the
United States, its attorney, agent, or other
authorized official) ef the-appreved
appheatienfor the listed drug, with the
requirements under 8 314.95(b) with respect
to sending the notice, and with the
requirements under § 314.95(c) with respect
to the content of the notice.

(B) If the ANDA abbreviated-new-drug
appheation refersto alisted drug that is
itself alicensed generic product of a
patented drug first approved under section
505(b) of the actFederal Food, Drug, and
Cosmetic Act, the-an appropriate patent
certification or statement under paragraph
(8)(12)(i)_and/or (iii) of this section with
respect to each patent that claims the first-
approved patented drug or that claims a use
for such drug.

(i1) No relevant patents. If, inthe
opinion of the applicant and to the best of its
knowledge, there are no patents described in
paragraph (a)(12)(i) of this section, a
certification in the following form:

IN THE OPINION AND TO THE BEST
KNOWLEDGE OF (NAME OF
APPLICANT), THERE ARE NO PATENTS
THAT CLAIM THE LISTED DRUG
REFERRED TO IN THIS
ANDAAPPLICATHON-OR THAT CLAIM
A USE OF THE LISTED DRUG.
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(iii) Method of use patent. (A) If patent
information is submitted under section
505(b) or (c) of the Federal Food, Drug, and
Cosmetic Act act-and § 314.53 for a patent
claiming a method of using the listed drug,
and the labeling for the drug product for
which the applicant is seeking approval does
not include any indications or other
condition of use that are-is covered by the
method of use patent, a statement explaining
that the method of use patent does not claim
any-ef-the proposed indications or other
condition of use.

(B) If the labeling of the drug product
for which the applicant is seeking approval
includes an indication or other condition of
use that, according to the patent information
submitted under section 505(b) or (c) of the
Federal Food, Drug, and Cosmetic Act aet
and § 314.53 or in the opinion of the
applicant, is claimed by a method of use
patent, an applicable certification under
paragraph (a)(12)(i) of this section.

(iv) Method of manufacturing patent. An
applicant is not required to make a
certification with respect to any patent that
clams only a method of manufacturing the
listed drug.

(v) Licensing agreements. If the
abbreviated-new-drug-apphicationANDA is
for adrug or method of using a drug claimed
by a patent and the applicant has a licensing
agreement with the patent owner, a

P I I
A2)GHANA) of thi ion (- I

P/-Certitication™)-the applicant must submit
aparagraph 1V certification as to that patent




and a statement that_the applicant-it has been
granted a patent license._If the patent owner
consents to approval of the ANDA (if
otherwise eligible for approval) as of a
specific date, the ANDA must contain a
written statement from the patent owner that
it has a licensing agreement with the
applicant and that it consents to approval of
the ANDA as of a specific date

(vi) LatesdabmissienUntimely filing of
patent information. (A) If a patent on the
listed drug is issued and the holder of the
approved application-NDA for the listed
drug does not submit-file with FDA the
required information on the patent within 30
days of issuance of the patent, an applicant
who submitted an abbreviated-rew-drug
appheationANDA for that drug that
contained an appropriate patent certification
or statement before the submission of the
patent information is not required to submit
an-amended-certifieation patent certification
or statement to address the patent or patent
information that is late-listed with respect to

the pending ANDA. An-apphicant-whese

e

thissection-asto-that-patent: Except as
provided in 8§ 314.53(f)(1), an NDA holder’s

amendment to the description of the
approved method(s) of use claimed by the
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patent will be considered untimely filing of
patent information unless:

(1) The amendment to the description of
the approved method(s) of use claimed by
the patent is submitted within 30 days of
patent issuance;

(2) The amendment to the description of
the approved method(s) of use claimed by
the patent is submitted within 30 days of
approval of a corresponding change to
product labeling; or

(3) The amendment to the description of
the approved method(s) of use claimed by
the patent is submitted within 30 days of a
decision by the U.S. Patent and Trademark
Office or by a Federal district court, the
Court of Appeals for the Federal Circuit, or
the U.S. Supreme Court that is specific to
the patent and alters the construction of a
method-of-use claim(s) of the patent, and
the amendment contains a copy of the
decision.

(B) An applicant whose ANDA is
submitted after the NDA holder’ s untimely
filing of patent information, or whose
pending ANDA was previously submitted
but did not contain an appropriate patent
certification or satement at the time of the
patent submission, must submit a
certification under paragraph (a)(12)(i) of
this section and/or a gatement under
paragraph (a)(12)(iii) of this section asto
that patent.

(vii) Disputed patent information. If an
applicant disputes the accuracy or relevance



of patent information submitted to FDA, the
applicant may seek a confirmation of the
correctness of the patent information in
accordance with the procedures under

§ 314.53(%). Unless the patent information is
withdrawn-er-changed, the applicant shatt
must submit an appropriate certification or
statement for each relevant patent.

(viii) Amended certifications. A_patent
certification or satement submitted under
paragraphs (a)(12)(i) through a422}(iii) of
this section may be amended at any time
before the effective date-of-the-approval of
the appheationANDA. Howeveran

r hol bemitted I

B e e I
an applicant with a pending application
ANDA voluntarily makes a patent
certification for an untimely filed patent, the
applicant may withdraw the patent
certification for the untimely filed patent.
An applicant shal-must submit an amended
certification by-letter-er-as an amendment to
a pending apphcation ANDAerby-tetterto
an-approved-apphication. Once an
amendment ertetter-is submitted to change a
certification, the appheation ANDA will no
longer be considered to contain the prior
certification.
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(A) After finding of infringement. An
applicant who has submitted a paragraph 1V
certification underparagraph
(@(12)(H{(A)(4) of this section and is sued
for patent infringement within-45-days-ef-the
amendmust submit an amendment to change
its the-certification if a court enters a-final
tudgment-decision from which no appeal has
been or can be taken, or signs and enters a
settlement order or consent decree in the
action that includes a finding that the patent
is infringed, unless the final decision,
settlement order, or consent decree also
finds the patent to be invalidin-the-action

} : r ) | finding £l

e e AR
eertitieationits amendment, the applicant

shalb-must certify under paragraph

(@ (12)(1)(A)(3) of this section that the
patent will expire on a specific date, with
respect to a patent claiming a method of use,
the applicant may instead provide a
statement under paragraph (a)(12)(ii) of this
section the applicant amends its ANDA such
that the applicant is no longer seeking
approval for a method of use claimed by the
patent. Once an amendment orletter-for the
change has been submitted, the application
ANDA will no longer be considered to be
ene-centalnthgecontain a paragraph IV
certification uneerparagraph
DD {AH4) ot thissectionto the patent.
If afinal judgment finds the patent to be
invalid and infringed, an amended
certification is not required.

(B) After remeval-reguest to removesf a
patent_or patent information fromthelist. If
the list reflects that an NDA holder has




requested that a patent_or patent information
ts-be removed fromthe list and no ANDA
applicant is eligible for 180-day exclusivity
base on a paragraph 1V certification to that
patent, the patent or patent information will
be removed and any applicant with a

pending appheation-ANDA (including a
tentatively approved apphicationwitha
delayed-effective-dateANDA) who has made

a certification with respect to such patent
shalt-amendmust submit an amend to

withdraw its certification. Fhe-applicant
R e

I g,lll " '.ﬁ. . F

onby-to-theserelevant patents-In the
amendment, the applicant shal-must state

the reason for the-change-twithdrawing the
certification or statement (that the patent is
or-has been removed from the list). If the list
reflectsthat an NDA holder has requested
that a patent or patent information be
removed from the list and one or more first
applicant are eligible for 180-day exclusivity
based on a paragraph 1V _certification to that
patent, the patent will remain listed until any
180-day exclusivity based on that patent has
expire or has been extinguished. After any
applicable 180-day exclusivity has expired
or has been extinguished, the patent or
patent information will be removed and any
application with a pending ANDA
(including a tentatively approved ANDA)
who has made a certification with respect to
such patent must submit an amendment to

withdraw its certification. A-patent-that-is
I bi ol . §314.
nall | 't heli |
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amended-eertification-Once an amendment
to withdraw the certification erletterforthe
ehange-has been submitted, the application
ANDA will no longer be considered to be
ene-contanthgte contain a paragraph 1V
certification underparagraph
@A) 4)-of thissectionto the patent.

If removal of a patent from the list resultsin
there being no patentslisted for the listed
drug identified in the ANDA, the applicant
must submit an amended certification
reflecting that there are no relevant patents.

(C) Other amendments. (1) Except as
provided in paragraphs (a)(12)(vi) and
(@(12)(viii)(C)(2) of this section:;

(i) aAn applicant saa-must amend a
submitted certification or satement if, at any
time before the effective-date of the
approval of the apphieationRANDA, the
applicant learns that the submitted
certification or satement is no longer
accurate.

(1) An applicant must submit an
appropriate patent certification or satement
under paragraph (a)(12)(i) and/or (iii) of this
section if, after submission of the ANDA, a
new patent is issued by the U.S. Patent and
Trademark Office that, in the opinion of the
applicant and to the best of its knowledge,
claims the reference listed drug or that
claims an approved use for such reference




listed drug and for which information is
required to be filed under section 505(b) and
(c) of the Federal Food, Drug, and Cosmetic
Act and 8 314.53. For a paragraph 1V
certification, the certification must not be
submitted earlier than the first working day
after the day the patent is published in the
list.

(2) An applicant is not required to
armend-submit a supplement to change a
submitted certification when information on
a patent on the listed drug is submitted after
the effective date-of-approval of the

shoroebod oo L o ANDA.,

(13) Financial certification or disclosure
statement. An abbreviated application shall
contain afinancial certification or disclosure
statement as required by part 54 of this
chapter.

(b) Drug products subject to the Drug
Efficacy Sudy Implementation (DES)
review. If the abbreviated new drug
application is for a duplicate of adrug
product that is subject to FDA's DESI
review (areview of drug products approved
as safe between 1938 and 1962) or other
DESI-like review and the drug product
evaluated in the review isalisted drug, the
applicant shall comply with the provisions
of paragraph (a) of this section.

(c) [Reserved]

(d) Format of an abbreviated

appheattonANDA. (1) The applicant must
submit a complete archival copy of the

abbreviated-apphicationANDA as required
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under paragraphs (a) and (c) of this section.
FDA will maintain the archival copy during
the review of the appheation-ANDA to
permit individual reviewersto refer to
information that is not contained in their
particular technical sections of the
appheationANDA, to give other ageney
Agency personnel access to the application
ANDA for official business, and to maintain
in one place a complete copy of the

apphieationANDA.

(i) Format of submission. An applicant
may submit portions of the archival copy of
the abbreviated application in any form that
the applicant and FDA agree is acceptable,
except as provided in paragraph (d)(1)(ii) of
this section.

(i) Labeling. The content of labeling
required under § 201.100(d)(3) of this
chapter (commonly referred to asthe
package insert or professional labeling),
including all text, tables, and figures, must
be submitted to the agency in electronic
format as described in paragraph (d)(2)(iii)
of this section. This requirement appliesto
the content of labeling for the proposed drug
product only and is in addition to the
requirements of paragraph (a)(8)(ii) of this
section that copies of the formatted label and
all proposed labeling be submitted.
Submissions under this paragraph must be
made in accordance with part 11 of this
chapter, except for the requirements of
§ 11.10(a), (c) through (h), and (k), and the
corresponding requirements of § 11.30.

(i) Electronic format
submissions. Electronic format submissions



must be in aform that FDA can process,
review, and archive. FDA will periodically
issue guidance on how to provide the
electronic submission (e.g., method of
transmission, media, file formats,
preparation and organization of files).

(2) For abbreviated-new-drug
appheationsANDAS, the applicant shah
must submit areview copy of the
abbreviated-apphicationANDA that contains
two separate sections. One section shat
must contain the information described
under paragraphs (a)(2) through {2}(6),
@}(8), and (2)(9) of this section and section
505(j)(2)(A)(vii) of the aet-Federal Food
Drug, and Cosmetic Act and ene-a copy of
the analytical procedures and descriptive
information needed by FDA's laboratories to
perform tests on samples of the proposed
drug product and to validate the applicant's
analytical procedures. The other section
shal-must contain the information described

under paragraphs (a)(3), a}(7), and (a)(8) of
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this section. Each of the sectionsin the
review copy isrequired to contain a copy of
the application form described under
§314-50¢a)paragraph (a) of this section.

(3) [Reserved]

(4) The applicant may obtain from FDA
sufficient foldersto bind the archival, the
review, and the field copies of the
abbreviated application.

(5) The applicant shall submit afield
copy of the abbreviated application that
contains the technical section described in
paragraph (a)(9) of this section, a copy of
the application form required under
paragraph (a)(1) of this section, and a
certification that the field copy is atrue copy
of the technical section described in
paragraph (a)(9) of this section contained in
the archival and review copies of the
abbreviated application.

21 C.F.R.§8314.95—-NOTICE OF CERTIFICATION OF
INVALIDITY, UENFORCEABILITY OR NONINFRINGEMENT OF A

PATENT

(a) Notice of certification. For each
patent that claims the listed drug or that
claims a use for such listed drug for which
the applicant is seeking approval and for
which the applicant submits a paragraph IV
certification, that-the-appheant-certifies
emmeeeen e o Loen e oo the

applicant shal-must send notice of such
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certification by registered or certified mail,
return receipt requested, or by a designated
delivery service, as defined in paragraph (Q)
of this section to each of the following
persons:

(1) Each owner of the patent which-that
isthe subject of the certification or the
representative designated by the owner to



receive the notice. The name and address of
the patent owner or its representative may be
obtained from the United States Patent and
Trademark Office; and

(2) The holder of the approved
appheation-NDA under section 505(b) of the
Federal Food, Drug, and Cosmetic Act aet
for the listed drug that is claimed by the
patent and for which the applicant is seeking
approval, or, if the appheation-NDA holder
does not reside or maintain a place of
business within the United States, the
appheationNDA holder's attorney, agent, or
other authorized official. The name and
address of the apphication-NDA holder or its
attorney, agent, or authorized official may
be obtained frem-by sending a written or
electronic communication to the Orange
Book Staff, Office of Generic Drugs, 7560
7620 Standish PI., Rockville, MD 20855 or
to the Orange Book Staff as the email
address listed on the Agency’ s Web site at
http://www.fda.gov.

(3) This paragraph (a) does not apply to
a method of use patent that_does not claim a
use elains-he-usesfor which the applicant is
seeking approval.

(4) An applicant may send notice by an
alternative method only if FDA has agreed
in advance that the method will produce an
acceptable form of documentation.

(b) Sending the notice. (1) Except as
provided under paragraph (d) of this section,
Fthe applicant shal-must send the notice
required by paragraph (a) of this section on
or after the date when-it receives a paragraph
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IV _acknowledgment letter from FBAFDA,

Sbeedesoni e bl L Lo
ticiont] | 920 . | .

review- but not later than 20 days after the
date of the postmark on the paragraph IV
acknowledgment letter. The 20-day clock
described in this paragraph (b) begins on the
day after the date of the posmark on the
paragraph 1V _acknowledgment letter. When
the 20th day falls on Saturday, Sunday, or a
Federal holiday, the 20th day will be the
next day that is not a Saturday, Sunday, or
Federal holiday.

section:
(2) Any notice required by paragraph (a)

of this section isinvalid if it is sent before
the applicant’s receipt of a paragraph IV
acknowledgment letter, or before the first
working day after the day the patent is
published in the list. The applicant will not
have complied with this paragraph (b) until
it sends valid notice.

(3) The applicant must submit to FDA
an amendment to its ANDA that includes a
statement certifying that the notice has been
provided to each person identified under
paragraph 261 (@) of this section and that the
notice met the content requirements under
paragraph (c) of this section. A copy of the




notice itself need not be submitted to the
Aqgency.

(c) Contents of a notice. In the notice,
the applicant shal-must cite section
505())(2)(B)(#iv) of the Federal Food, Drug,
and Cosmetic Act aet-and shal-the notice
must include, but is not belimited to, the
following information:

(1) A statement that FDA has received

an abbreviated-new-drug-apphicationANDA
submitted by the applicant containing any

required bioavailability or bioequivalence
data or information.

(2) The abbreviated applicationANDA

number.

(3) A statement that the applicant has
received the paragraph 1V _acknowledgment
letter for the ANDA.

(4) The established name, if any, as
defined in section 502(e)(3) of the Federal
Food, Drug, and Cosmetic Actaet, of the
proposed drug product.

(45) The active ingredient, strength, and
dosage form of the proposed drug product.

(56) The patent number and expiration
date—— e e L

to-the-appheant- of each listed patent for the
reference listed drug alleged to be invalid,

unenforceable, or not infringed.

(67) A detailed statement of the factual
and legal basis of the applicant's opinion that
the patent is not valid, unenforceable, or will
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not be infringed. The applicant shal-must
include in the detailed statement:

(i) For each claim of a patent alleged not
to be infringed, a full and detailed
explanation of why the claim is not
infringed.

(it) For each claim of a patent alleged
not to be invalid or unenforceableinfringed

invalid or unenforceable, afull and detailed

explanation of the-gredunds-supperting-the

allegationwhy-the elaimisnretinfringed the
grounds supporting the allegation.

(8) If the applicant alleges that the patent
will not be infringed and the applicant seeks
to preserve the option to later file acivil
action for declaratory judgment in
accordance with section 505(j)(5)(C) of the
Federal Food, Drug, and Cosmetic Act, then
the notice must be accompanied by an offer
of confidential accessto the ANDA for the
sole and limited purpose of evaluating
possible infringement of the patent that is
the subject of the paragraph IV certification.

(#9) If the applicant does not reside or
have a place of business in the United
States, the name and address of an agent in
the United States authorized to accept
service of process for the applicant.

(d) Amendment_or supplement to an
abbreviated-appheationANDA. (1) If, after
receipt of a paragraph IV acknowledgment
letter or acknowledgment letter, an applicant
submits an amendment or supplement to its

N ”'ﬁ" eceribecl




§3H494 a2y AN4); ANDA that
includes a paragraph 1V certification, the

applicant shal-must send the notice required
by paragraph (a) of this section at the same
time that the amendment_or supplement to
the abbreviated-applicationANDA is
submitted to FBAFDA, regardless of
whether the applicant has already given
notice with respect to another such
certification contained in the ANDA or in an
amendment or supplement to the ANDA.

(2) If, before receipt of a paragraph IV
acknowledgment letter, an applicant submits
an amendment to its ANDA that includes a
paragraph 1V certification, the applicant
must send the notice required by paragraph
(a) of this section in accordance with the
procedures in paragraph (b) of this section.

If an ANDA applicant’s notice of its
paragraph 1V certification istimely provided
in accordance with paragraph (b) of this
section and the applicant has not submitted a
previous paragraph IV certification, FDA
will base its determination of whether the
applicant is afirst applicant on the date of
submission of the amendment containing the
paragraph IV certification.

(3) An applicant that submits an
amendment or supplement to seek approval
of adifferent strength must provide notice of
any paragraph IV certification in accordance
with paragraph (d)(1) or (2) of this section,
as applicable.

(e) Documentation of timely sending and
ef-receipt of notice. The applicant shal-must

amend its abbreviated-appheationANDA to

provide documentation of the date of receipt
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deeumentreceipt-of the notice required
under paragraph (a) of this section by each
person provided the notice. The amendment
must be submitted to FDA within 30 days
after the last date on which notice was
received by a person described in paragraph
(a) of this section. The applicant’s
amendment shaH-also must documentation
that its notice was sent on a date that
complies with the timeframe required by
paragraph (b) or (d) of this section, as
applicable, and a dated and a dated printout
of the entry for the reference listed drug in
FDA'’s“Approved Drug Products With
Therapeutic Equivalence Evaluations’ (the
list) that includes the patent that isthe
subject of the paragraph 1V certification.
elud " ) :
wasreceived-FDA will accept, as adequate
documentation of the date the notice was
sent, a copy of the registered mail receipt,
certified mail receipt, or receipt froma
designated delivery service as defined in
paragraph (q) of this section. FDA will
accept as adequate documentation of the
date of receipt a return receipt, Sgnature
proof of delivery by adesignated delivery
service, or aletter acknowledging receipt by
the person provided the notice.ef receipta

e

An applicant may rely on another form of
documentation only if FDA has agreed to
such documentation in advance. A copy of
the notice itself need not be submitted to the

ageneyAgency.

(f) ApprovalForty-five day period after
receipt of notice. If the requirements of this




section are met, FDA will presume the
notice to be complete and sufficient, and it
will count the day following the date of
receipt of the notice by the patent owner or
its representative and by the approved
appheationNDA holder_or its attorney,
agent, or other authorized official asthe first
day of the 45-day period provided for in
section 505(j)(45)(B)(iii) of the actFederal
Food, Drug, and Cosmetic Act. FDA may, if
the applicant provides a written statement to
FDA that alater date should be used, count
from such later date.

(g) Designated delivery services. (1) For
purposes of this section, the term
“designated delivery service” means any
delivery service provided by atrade or
business that the Agency determines.

HYMAN, PHELPS & MCNAMARA, P.C.

(i) Is available to the general public
throughout the United States;

(i) Records €electronically to its
database, kept in the regular course of its
business, or marks on the cover in which
any item referred to in this section isto be
delivered, the date on which such item was
given to such trade or business for delivery:;
and (iii) Provides overnight or 2-day
delivery service throughout the United
States.

(2) FDA may periodically issue
guidance regarding designated delivery
services.

21 C.F.R.§314.96—AMENDMENTSTO AN UNAPPROVED
ABBREVUATEB-APRPPLHICATFONANDA

(a) Abbreviated new drug
application. (1) An applicant may amend an
abbreviated new drug application that is
submitted under § 314.94, but not yet
approved, to revise existing information or
provide additional information.
Amendments containing bioequivalence
studies must contain reports of all
bioequivalence studies conducted by the
applicant on the same drug product
formulation, unless the information has
previously been submitted to FDA in the
abbreviated new drug application. A
complete study report must be submitted for
any bioequivalence study upon which the

73

applicant relies for approval. For all other
bioequivalence studies conducted on the
same drug product formulation as defined in
§ 320.1(g) of this chapter, the applicant must
submit either a complete or summary report.
If asummary report of a bioequivalence
study is submitted and FDA determines that
there may be bioequivalence issues or
concerns with the product, FDA may require
that the applicant submit a complete report
of the bioequivalence study to FDA.

(2) Submission of an amendment
containing significant data or information
before the end of the initial review cycle



constitutes an agreement between FDA and
the applicant to extend the initial review
cycle only for the time necessary to review
the significant data or information and for
no more than 180 days.

(b) Field copy. The applicant shall
submit a field copy of each amendment to
§ 314.94(a)(9). The applicant, other than a
foreign applicant, shall include in its
submission of each such amendment to FDA
a statement certifying that afield copy of the
amendment has been sent to the applicant's
home FDA district office.

(c) Different listed drug. An applicant
may not amend an ANDA to seek approval
of adrug referring to alisted drug that is
different from the reference listed drug
identified in the ANDA. This paragraph (c)
appliesif, at any time before the approval of
the ANDA, adifferent listed drug is
approved that is the pharmaceutical
equivalent to the product in the ANDA and
is designated as a reference listed drug. This
paragraph (c) also applies if changes are
proposed in an amendment to the ANDA
such that the proposed product is a
pharmaceutical equivalent to a different
listed drug than the reference listed drug
identified in the ANDA. A change of the
reference listed drug must be submitted in a
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new ANDA. However, notwithstanding the
limitation described in this paragraph (c), an
applicant may amend the ANDA to seek
approval of adifferent strength.

(d)(1) Patent certification requirements.
An amendment to an ANDA isrequired to
contain an appropriate patent certification or
statement described in 8§ 314.94(a)(12) or a
recertification for a previously submitted
paragraph 1V certification if approval is
sought for any of the following types of
amendments:

(i) To add anew indication or other
condition of use;

(i) To add a new strength;

(iii) To make other than minor changes
in product formulation; or

(iv) To change the physical form or
crystalline structure of the active ingredient.

(2) If the amendment to the ANDA does
not contain a patent certification or
statement, the applicant must verify that the
proposed change described in the
amendment is not one of the types of
amendments described in paragraph (d)(1)
of this section.

21 C.F.R. §314.97 — SUPPLEMENTSAND OTHER CHANGESTO
AN APPROVED ABBREVUATEBR-ARPLHICATIONANDA

(a) General requirements. The applicant
shatb-must comply with the requirements of

§§ 314.70 and 314.71 regarding the
submission of supplemental appheatiens



ANDASs and other changes to an approved
shoroebod oo L o ANDA.,

(b) Different listed drug. An applicant
may not supplement an ANDA to seek
approval of adrug referring to alisted drug
that is different from the current reference
listed drug identified in the ANDA. This
paragraph (b) applies if changes are
proposed in a supplement to the ANDA such
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that the proposed product isa
pharmaceutical equivalent to a different
listed drug than the reference listed drug
identified in the ANDA. A change of
reference listed drug must be submitted in a
new ANDA. However, notwithstanding the
limitation described in this paragraph (b), an
applicant may supplement the ANDA to
seek approval of a different strength.

21 C.F.R. §314.99—-OTHER RESPONSIBILITIESOF AN
APPLICANT OF AN ABBREVUATER-ARPLHCATIONANDA

(a) An applicant shal-msut-must comply
with the requirements of § 314.65 regarding
withdrawal by the applicant of an
unapproved abbreviated-apphcationANDA
and § 314.72 regarding a change in
ownership of an abbreviated

applicationANADANDA.

(b) An applicant may ask FDA to waive
under this section any requirement that

applies to the applicant under §§ 314.92
through 314.99. The applicant shat
msutmust comply with the requirements for
a waiver under § 314.90._If FDA grantsthe
applicant’ s waiver request with respect to a
requirement under 88 314.92 through
314.99, the waived requirement will not
constitute a basis for refusal to approve an
ANDA under § 314.127.

21 C.F.R. §314.101 —FILING AN APPLIcATFON-NDA AND
RECEIVING AN ABBREVUATER-NEW-DRUG
APPHCATIONANDA

(a)(1) Eiling an NDA. Within 60 days
after FDA receives an appheationNDA, the
ageney-Agency will determine whether the
appheationNDA may be filed. The filing of
an appheation-NDA means that FDA has
made a threshold determination that the

appheationNDA is sufficiently complete to
permit a substantive review.

(2) If FDA finds that none of the reasons
in paragraphs (d) and (e) of this section for
refusing to file the apphieation-NDA apply,
the ageney-Agency will file the appheatien



NDA and notify the applicant in writing._In
the case of a 505(b)(2) application that
contains a paragraph 1V certification, the
applicant will be notified via a paragraph IV
acknowledgment letter. The date of filing
will be the date 60 days after the date FDA
received the appheationNDA. The date of
filing begins the 180-day period described in
section 505(c) of the actFederal Food, Drug,
and Cosmetic Act. This 180-day period is
called the “filing clock.”

(3) If FDA refusesto filethe
appheatienNDA, the ageney-Agency will
notify the applicant in writing and statethe
reason under paragraph (d) or (e) of this
section for the refusal. If FDA refusesto file
the appheation-NDA under paragraph (d) of
this section, the applicant may request in
writing within 30 days of the date of the
ageney's-Agency's notification an informal
conference with the ageney-Agency about
whether the ageney-Agency should file the
appheatienNDA. If, following the informal
conference, the applicant requeststhat FDA
file the appheation-NDA (with or without
amendments to correct the deficiencies), the
ageney-Agency will file the apphieation
NDA over protest under paragraph (a)(2) of
this section, notify the applicant in writing,
and review it asfiled. If the application
NDA isfiled over protest, the date of filing
will be the date 60 days after the date the
applicant requested the informal conference.
The applicant need not resubmit a copy of
an appHeation-NDA that is filed over
protest. If FDA refusesto file the apphieation
NDA under paragraph (e) of this section, the
applicant may amend the application NDA
and resubmit it, and the agerey-Agency will
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make a determination under this section
whether it may be filed.

(b)(1) Receiving an ANDA. An
chosmebodvenn e oo el o ANDA
will be reviewed after it is submitted to
determine whether the ANDAabbreviated
appheation may be received. Receipt of an
ANDA —— e el o
means that FDA has made a threshold
determination that the abbreviated

application is sufficiently-complete to-permit
a-sdbstantivereviewsubstantially complete.

(2) If FDA finds that none of the reasons
in paragraphs (d) and (e) of this section for
considering the ANDA abbreviated-new
drug-apptieation-not to have been received
applies, the ANDA is substantially complete
and the ageney-Agency will receive the
ANDA —— e el o
and notify the applicant in writing._If FDA
determines, upon evaluation, that an ANDA
was substantially complete as of the date it
was submitted to FDA, FDA will consider
the ANDA to have been received as of the
date of submission. In the case of an ANDA
that contains a paragraph IV _certification,
the applicant will be notified via a paragraph
IV _acknowledgment |etter.

(3) If FDA considers the abbreviated
new-drug-appticationANDA not to have
been received under paragraph (d) or (e) of
this section, FDA will notify the applicant_of
the refuse-to-receive decision.-erdinarHy-by

telephene: The applicant may then:

(i) Withdraw the ANDAabbreviated-new
drug-apphieation under § 314.99; or



() Lol e
combeben o cn sl e b one o CorTect

the deficiencies and resubmit the ANDA; or

(iii) Take no action, in which case FDA
may consider the ANDA withdrawn after 1
e e e

I lication.

(c) [Reserved]

(d) NDA or ANDA deficiencies. FDA
may refuse to file an application-NDA or
may not consider an ANDA abbreviated

new-drug-apphicationto be received if any of
the following applies:

(1) The application-NDA or ANDA does
not contain a completed application form.

(2) The application-NDA or ANDA is
not submitted in the form required under
§ 314.50 or § 314.94.

(3) The application-or-abbreviated
appheatienNDA or ANDA isincomplete
because it does not on its face contain
information required under section 505(b),
section 505(j);-er-section-507 of the act
Federal Food, Drug, and Cosmetic Act and
§ 314.50 or § 314.94. In determining
whether an ANDA is incomplete on its face,
FDA will consider the nature (e.g., major or
minor) of the deficiencies, including the
number of deficienciesin the ANDA.

(4) The applicant failsto submit a
complete environmental assessment, which
addresses each of the items specified in the
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applicable format under § 25.40 of this
chapter or failsto provide sufficient
information to establish that the requested
action is subject to categorical exclusion
under § 25.30 or § 25.31 of this chapter.

(5) The application-or-abbreviated
appheationNDA or ANDA does not contain
an accurate and complete English translation
of each part of the NDA or ANDA

applieation-that is not in English.

(6) The NDA or ANDA apphieation-does
not contain a statement for each nonclinical
laboratory study that #-the study was
conducted in compliance with the
requirements set forth in part 58 of this
chapter, or, for each study not conducted in
compliance with part 58 of this chapter, a
brief statement of the reason for the
noncompliance.

(7) The NDA or ANDA apphieation-does
not contain a statement for each clinical
study that #the study was conducted in
compliance with the institutional review
board regulations in part 56 of this chapter,
or was not subject to those regulations, and
that it was conducted in compliance with the
informed consent regulations in part 50 of
this chapter, or, if the study was subject to
but was not conducted in compliance with
those regulations, the NDA or ANDA
appheatien-does not contain a brief
statement of the reason for the
noncompliance.

(8) The drug product that is the subject
of the submission is already covered by an

approved NDA or ANDAappheation-or




abbreviated-apphication and the applicant of

the submission:

(i) Has an approved application or
abbreviated application NDA or ANDA for
the same drug product; or

(it) Is merely a distributor and/or
repackager of the already approved drug
product.

(9) The application-NDA is submitted as
a505(b)(2) application for adrug that isa
duplicate of alisted drug and is eligible for
approval under section 505(j) of the Federal
Food, Drug, and Cosmetic Actact.

(e) Regulatory deficiencies. The ageney

Agency will refuse to file an appheatien
NDA or will consider an abbreviated-new

drug-apphieationANDA not to have been

received if any of the following applies:

(1) The drug product is subject to
licensing by FDA under the Public Health
Service Act (42 U.S.C. 201 et seg.) and
subchapter F of this chapter.

(2) Hr-the-easeSubmission of a 505(b)(2)
application or an abbreviated-new-drug
appheatienANDA is not permitted under
section 505(¢)(3)(E)(ii), SO5(j)(S)(F)(ii),
S05A(b)(1)(A)(D)(1), SOSA (L) (A)()(1), or
505E(a) of the Federal Food, Drug, and
Cosmetic Act. -the drugproduct-contains
o

e
| licti I . B

78

HYMAN, PHELPS & MCNAMARA, P.C.

(F)(1)_Outcome of FDA review. Within
180 days after the date of filing, plusthe
period of time the review period was
extended (if any), FDA will either:

(i) Approve the applicationNDA; or

(i) Issue anotice of opportunity for a
hearing if the applicant asked FDA to
provide it an opportunity for a hearing on an

appheation-NDA in response to acomplete
response |etter.

(2) Within 180 days after the date of
receipt, plus the period of time the review
clock was extended (if any), FDA will either
approve or disapprove the abbreviated-new

drug-appheatiorANDA. If FDA disapproves
the abbreviated-new-drug-applicationANDA,

FDA will issue a notice of opportunity for
hearing if the applicant asked FDA to
provide it an opportunity for a hearing on an

abbreviated-new-drug-apphicationANDA in

response to a complete response letter.

(3) This paragraph (f) does not apply to
lieati bhreviated



appheationsNDAs or ANDAS that have
been withdrawn from FDA review by the
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applicant.

21 C.F.R. §314.105—-APPROVAL OF AN APPLIcATION-NDA
AND AN ABBREVAATFED-APRPPLHCATONANDA

(a) FheFoed-and-Brug
AdministrationFDA will approve an
appheation-NDA and send the applicant an
approval letter if none of the reasonsin
§ 314.125 for refusing to approve the
apphcationNDA applies. An-appreval
e L e e

effective. FDA will issue atentative
approval letter if an NDA otherwise meets
the requirements for approval under the
Federal Food, Drug, and Cosmetic Act, but
cannot be approved because there is a 7-year
period of orphan exclusivity for the listed
drug under section 527 of the Federal Food,
Drug, and Cosmetic Act and § 316.31 of this
chapter, or if a 505(b)(2) application
otherwise meets the requirements for
approval under the Federal Food, Drug, and
Cosmetic Act, but cannot be approved until
the conditions in 8 314.107(b)(3) are met;
because there is a period of exclusivity for
the listed drug under 8 314.108; because
there is a period of pediatric exclusivity for
the listed drug under section 505A of the
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Federal Food, Drug, and Cosmetic Act; or
because there is a period of exclusivity for
the listed drug under section 505E of the
Federal Food, Drug, and Cosmetic Act. A
drug product that is granted tentative
approval is not an approved drug and will
not be approved until FDA issues an
approval after any necessary additional
review of the NDA. FDA'’ s tentative
approval of adrug product is based on
information available to FDA at the time of
the tentative approval letter (i.e., information
in the 505(b)(2) application and the status of
current good manufacturing practices of the
facilities used in the manufacturing and
testing of the drug product) and is therefore
subject to change on the basis of new
information that may come to FDA’s
attention. A new drug product may not be
marketed until the date of approval.

(b) FDA will approve an apphieatien
NDA and issue the applicant an approval

letter on the basis of draft labeling if the
only deficiencies in the apphication-NDA
concern editorial or similar minor
deficiencies in the draft labeling. Such
approval will be conditioned upon the
applicant incorporating the specified
labeling changes exactly as directed, and
upon the applicant submitting to FDA a



copy of the final printed labeling prior to
marketing.

(c) FDA will approve an apphieation
NDA after it determines that the drug meets

the statutory standards for safety and
effectiveness, manufacturing and controls,
and labeling, and an abbreviated
appheationANDA after it determines that
the drug meets the statutory standards for
manufacturing and controls, labeling, and,
where applicable, bioequivalence. While the
statutory standards apply to al drugs, the
many kinds of drugs that are subject to the
statutory standards and the wide range of
uses for those drugs demand flexibility in
applying the standards. Thus FDA is
required to exercise its scientific judgment
to determine the kind and quantity of data
and information an applicant is required to
provide for a particular drug to meet the
statutory standards. FDA makes its views on
drug products and classes of drugs available
through guidance documents,
recommendations, and other statements of

policy.

(d) FDA will approve an-abbreviated
new-drug-apphieationANDA and send the
applicant an approval letter if none of the
reasons in § 314.127 for refusing to approve
the abbreviated-new-drug-appheationANDA
applies. Fheapproval-becomeseffectiveon
D
e e

| with & delaved cffective date
. L | inal until gl

R
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i for i ction into.i

. _g ,I I .

. 5 . I I. FDA
will issue atentative approval letter if an
ANDA otherwise meets the requirements for
approval under the Federal Food, Drug, and
Cosmetic Act, but cannot be approved
because there is a 7-year period of orphan
exclusivity for the listed drug under section
527 of the Federal Food, Drug, and
Cosmetic Act and 8§ 316.31 of this chapter,
or cannot be approved until the conditions in
8 314.107(b)(3) or (c) are met; because there
is a period of exclusivity for the listed drug
under 8 314.108; because there is a period of
pediatric exclusivity for the listed drug
under section 505A of the Federal Food,
Drug, and Cosmetic Act; or because thereis
aperiod of exclusivity for the listed drug
under section 505E of the Federal Food,
Drug, and Cosmetic Act. A drug product
that is granted tentative approval is not an
approved drug and will not be approved
until FDA issues an approval after any
necessary additional review of the ANDA.
FDA'’stentative approval of adrug product
is based on information available to FDA at
the time of the tentative approval letter (i.e.,
information in the ANDA and the status of
current good manufacturing practices of the
facilities used in the manufacturing and
testing of the drug product) and is therefore
subject to change on the basis of new
information that may come to FDA’s
attention. A new drug product may not be
marketed until the date of approval.
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21 C.F.R. 8§ 314.107 — EFFEcT=DATE OF APPROVAL OF A
505(b)(2) APPLICATION OR ABBREVAATED-NEW-DRUG

Soppleamion Unprn eretion eoe o or pir A e ANDA

(a) General. A drug product may be
introduced or delivered for introduction into
interstate commerce when the 505(b)(2)

application or ANDA appreval-ef-the
B e (0]
the drug product becomes-effectivels

gggroved %eeeppa&ppewdedrmiehisseenen

effective-onthedate A 505(b)(2) application
or ANDA for adrug product is approved on
the date FDA issues an approval letter under
§ 314.105 for 505(b)(2) application or

ANDA e oo b o
e

(b) Effect of patent(s) on the listed
drug. As described in paragraphs (b)(1) and
(2) of this section, the status of patents listed
for the listed drug(s) relied upon or
reference listed drug, as applicable, must be
considered in determining the first possible
date on which a 505(b)(2) application or
ANDA can be approved. The criteriain
paragraphs (b)(1) and (2) of this section will
be used to determine, for each relevant
patent, the date that patent will no longer
prevent approval. The first possible date on
which the 505(b)(2) application or ANDA
can be approved will be calculated for each
patent, and the 505(b)(2) application or
ANDA may be approved on the last

applicable date.H-approval-of-an-abbreviated
I licti beitted und
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. .
section S05()-of the a‘e’ For o8 S05(b)(2)
application isgranted that-approval- will

(1) Timing of approval based on patent
certification or statement. If none of the
reasons in 8 314.125 or § 314.127, as
applicable, for refusing to approve the
505(b)(2) application or ANDA applies, and
none of the reasons in paragraph (d) of this
section for delaying approval applies, the
505(b)(2) application or ANDA may be

approved as follows. Bate-ef-approval

(i) Immediately, if the applicant certifies
under 8 314.50(i) or 8 314.94(a)(12) that:

(HA) The applicant is aware of arelevant
patent but the patent information required
under section 505 (b) or (c) of the aet
Federal Food, Drug, and Cosmetic Act has
not been submitted to FDA; or

(#B) Therelevant patent has expired; or



(C) The relevant patent isinvalid,
unenforceable, or will not be infringed
except as provided in paragraphs (b)(3) and
(c) of this section, and the 45-day period
provided for in section 505(c)(3)(C) and
()(5)(B)(iii) of the Federal Food, Drug, and
Cosmetic Act has expired; or

(D) There are no relevant patents.

= (i) Immediately, if the applicant
submits an appropriate statement under 8
314.50(i) or § 314.94(a)(12) explaining that
a method-of-use patent does not claim an
indication or other condition of use for
which the applicant is seeking approval,
except that if the applicant also submits a
paragraph 1V certification to the patent, then
the 505(b)(2) application or ANDA may be
approved as provided in paragraph
(b)(1)(i)(C) of this section.

(iii) On the date specified, if the
applicant certifies under 8§ 314.50(i) or 8
314.94(3)(12) that the relevant patent will
expire on a specified date.

(2) Patent information filed after
submission of 505(b)(2) application or
ANDA. If the holder of the approved NDA
for the listed drug submits patent
information required under 8 314.53 after
the date on which the 505(b)(2) application
or ANDA was submitted to FDA, the
505(b)(2) applicant or ANDA applicant
must comply with the requirements of 8§
314.50(i)(4) and (6) and 8§ 314.94(a)(12)(vi)
and (viii) regarding submission of an
appropriate patent certification or statement.
If the applicant submits an amendment
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certifying under 8 314.50(i)(1)(i)(A)(4) or §
314.94(a)(12)(i)(A)(4) that the relevant
patent is invalid, unenforceable, or will not
be infringed, and complies with the
requirements of 8 314.52 or § 314.95, the
505(b)(2) application or ANDA may be
approved immediately upon submission of
documentation of receipt of notice of
paragraph 1V certification under 8§ 314.52(€)
or 8 314.95(e). The 45-day period provided
for in section 505(c)(3)(C) and (j)(5)(B)(iii)
of the Federal Food, Drug, and Cosmetic
Act does not apply in these circumstances.
B s e e
IH' I” ifiodl dat.

(3) Disposition of patent litigation. (i)
Approval upon expiration of 30-month
period or 7Y% years from date of listed drug
approval. {AA} Except as provided in
paragraphs (b)(3)(ii))-{b}3){H)-and
B3} through (viii) of this section, if,
with respect to patents for which required
information was submitted under § 314.53
before the date on which the 505(b)(2)
application or ANDA was submitted to FDA
(excluding an amendment or supplement to
the 505(b)(2) application or ANDA), the
applicant certifies under § 314.50(i) or
§ 314.94(a)(12) that the relevant patent is
invalid, unenforceable, or will not be
infringed, and the patent owner or its
representative or the exclusive patent
licensee brings suit for patent infringement
within 45 days of receipt by-thepatent
ewner-of the notice of certification from the
applicant under § 314.52 or § 314.95, the




505(b)(2) application or ANDA may be
approvedapproval-may-be-made-effective 30
months after the later of the date of the
receipt of the notice of certification by the
any owner of the listed patent patent-owner
or-by-the-exelusive Heensee or by the NDA
holdter (or their representative(s)) unless the
court has extended or reduced the period
because of afailure of either the plaintiff or
defendant to cooperate reasonably in
expediting the action; or

(B) If the patented drug product qualifies
for 5 years of exclusive marketing under
§ 314.108(b)(2) and the patent owner or its
representative or the exclusive patent
licensee brings suit for patent infringement
during the 1-year period beginning 4 years
after the date the patented-drug-was
approvedof approval of the patented drug
and within 45 days of receipt by-thepatent
owner -of the notice of certification from the
applicant under 8§ 314.52 or § 314.95, the
505(b)(2) application or ANDA the-approval
may be approvedmade effective at the
expiration of the 72/2% years from the date
of approval of the application-NDA for the
patented drug product.

(i) Federal digtrict court decision of
invalidity, unenforceability or non-
infringement. If before the expiration of the
30-month period, or 74/2Y2 -years where
applicable, the district court issues-afinal
orderdecides that the patent is invalid,
unenforceable, or not infringed (including
any substantive determination that there is
no cause of action for patent infringement or
invalidity), the 505(b)(2) application or

ANDA may be approved on;-appreval-may
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be-made-effective-onthe date the-court

(A) The date on which the court enters
judgment reflecting the decision; or

(B) The date of a settlement order or
consent decree signed and entered by the
court stating that the patent that is the
subject of the certification is invalid,
unenforceable, or not infringed.

(iii) Appeal of Federal district court
judgment of infringement. If before the
expiration of the 30-month period, or
742> years where applicable, the district
court issdes-afinal-erder-orjudgmentdecides
that the patent has been infringed, and if the
judgment of the district court is appealed,
the 505(b)(2) application or ANDA may be

approved on:

(A) The date on which the mandate is
issued by the court of appeals entering
judgment that the patent is invalid,
unenforceable, or not infringed (including
any substantive determination that thereis
no cause of action for patent infringement or

invalidity); or

(B) The date of a settlement order or
consent decree signed and entered by the
court of appeals stating that the patent that is
the subject of the certification is invalid,
unenforceable, or not infringed. approval
e

I e that ! T




(iv) Affirmation or non-appeal of
Federal district court judgment of
infringement. If before the expiration of the
30-month period, or 7% years where
applicable, the district court decides that the
patent has been infringed, and if the
judgment of the district court is not appealed
or is affirmed, the 505(b)(2) application or
ANDA may be approved no earlier than the
date specified by the district court in an
order under 35 U.S.C. 271(e)(4)(A).

(h+v) Grant of preliminary injunction by
Federal district court. If before the
expiration of the 30-month period, or 7H2%
years where applicable, the district court
grants a preliminary injunction prohibiting
the applicant from engaging in the
commercial manufacture or sale of the drug
product until the court decides the issues of
patent validity and infringement, and if the
court later decides that: the patentistavalid;
e

'IF' \

(A) The patent is invalid, unenforceable,
or not infringed, the 505(b)(2) application or
ANDA may be approved as provided in
paragraph (b)(3)(ii) of this section; or

(B) The patent is infringed, the 505(b)(2)
application or ANDA may be approved as
provided in paragraph (b)(3)(iii) or (iv) of
this section, whichever is applicable.

(vi) Written consent to approval by
patent owner or exclusive patent licensee. If

HYMAN, PHELPS & MCNAMARA, P.C.

before the expiration of the 30-month

period, or 7% years where applicable, the
patent owner or the exclusive patent licensee
(or their representatives) agrees in writing
that the 505(b)(2) application or ANDA may
be approved any time on or after the date of
the consent, approval may be granted on or
after that date.

(vii) Court order terminating 30-month
or 7%>-year period. If before the expiration
of the 30-month period, or 7% years where
applicable, the court enters an order
requiring the 30-month or 7¥>-year period to
be terminated, the 505(b)(2) application or
ANDA may be approved in accordance with
the court’s order.

(viii) Court order of dismissal without a
finding of infringement. If before the
expiration of the 30-month period, or 7%
years where applicable, the court(s) enter(s)
an order of dismissal, with or without
prejudice, without a finding of infringement
in each pending suit for patent infringement
brought within 45 days of receipt of the
notice of paragraph IV certification sent by
the 505(b)(2) or ANDA applicant, the
505(b)(2) application or ANDA may be
approved on or after the date of the order.

(v4) Tentative approval. FDA will issue
atentative approval letter when tentative
approval is appropriate in accordance with

paragraph-(b}(3)-of-this section. In order for
505(b)(2) application or ANDA to be

approved an-approval-to-be-made effective
under paragraph (b)(3) of this section, the
applicant must receive an approval letter
from the ageney-Agency. rdicatingthat-the




lication | e fingl 1
Tentative approval of an apphieation-NDA or

ANDA does not constitute “approval” of an
appheationNDA or ANDA and cannot,
absent afinalan approval letter from the
ageneyAdgency, result in an effective
approval under paragraph (b)(3) of this
section.

(€)= i e
appheation-submisstonTiming of approval
of subsequent ANDA. (1) If an abbreviated
new-drug-apphicationANDA containsa
paragraph 1V certification that-for arelevant
patent_and the ANDA is not that of afirst
applicant, the ANDA isregarded asthe
ANDA of a subsequent applicant. The
ANDA of a subseguent applicant will not be
approved during the period when any first
applicant is eligible for 180-day exclusivity
or during the 180-day exclusivity period of a
first applicant. Any applicable 180-day
exclusivity period cannot extend beyond the
expiration of the patent upon which the 180-
day exclusivity period was based. istavatid;

e ]
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(2) A first applicant must submit
correspondence to its ANDA notifying FDA
within 30 days of the date of its first
commercial marketing of its drug product or
the reference listed drug. If an applicant
does not notify FDA, as required in this
paragraph (c)(2), of this date, the date of
first commercial marketing will be deemed
to be the date of the drug product’s

approval. {2)-Ferpurposes-ofparagraph
(1) of thi ion-the“appl




(3) For-purpeses-of-paragraph-(c)(1)-of

thissection-iflf FDA concludes that the
e T
apphieation afirst applicant is not actively
pursuing approval of its abbreviated
apphicationANDA, FDA witbmake the
D e
appheationsmay immediately approve an
ANDA(s) of a subsequent applicant(s) if the

ANDA(s) iseffectivei-they-are otherwise

eligible for an-immediately-effective
approval.

(d) Delay dueto exclusivity. The ageney
Agency will also delay theeffective dateof
the approval a505(b)(2) application or
ANDA if delay isrequired by the
exclusivity provisionsin 8 314.108; section
527 of the Federal Food, Drug, and
Cosmetic Act and 8 316.31 of this chapter;
section 505A of the Federal Food, Drug, and
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Cosmetic Act; or section 505E of the
Federal Food, Drug, and Cosmetic Act. of

the efieenvedateeﬁanappheatlengggroval
of a505(b)(2) application or ANDA is

delayed under both this section and

§ 314.108;; section 527 of the Federal Food,
Drug, and Cosmetic Act and § 316.31 of this
chapter; section 505A of the Federal Food,
Drug, and Cosmetic Act; or section 505E of
the Federal Food, Drug, and Cosmetic Act,
the 505(b)(2) application or ANDA will be
approved on latest of the days theeffective
datewill-be thelater of the 2 days specified
under this section and § 314.108-; section
527 of the Federal Food, Drug, and
Cosmetic Act and 8§ 316.31 of this chapter;
section 505A of the Federal Food, Drug, and
Cosmetic Act; or section 505E of the
Federal Food, Drug, and Cosmetic Act, as

applicable.

(e) Notification of court actions or
written consent to approval. (1) The

applicant shal-must submit a-cepy-ef-the
» I o I ”
e
: ivigoninl e :
i Kinc.d o fingl
tudgmentthe following information to FDA

as applicable:

(1) A copy of any judgment by the court
(digtrict court or mandate of the court of
appeals) or settlement order or consent
decree signed and entered by the court
(digtrict court or court of appeals) finding a




patent described in paragraph (b)(3) of this
section invalid, unenforceable, or not
infringed, or finding the patent valid and

infringed:;

(i) Written notification of whether or
not any action by the court described in
paragraph (e)(1)(i) of this section has been
appealed within the time permitted for an
appeal:

(iii) A copy of any order entered by the
court terminating the 30-month or 7v2-year
period as described in paragraph (b)(3)(i),
(ii), (vii), or (viii) of this section;

(iv) A copy of any written consent to
approval by the patent owner or exclusive
patent licensee described in paragraph
(b)(3)(vi) of this section;

(v) A copy of any preliminary injunction
described in paragraph (b)(3)(v) of this
section, and a copy of any subsequent court
order lifting the injunction; and

(vi) A copy of any court order pursuant
to 35 U.S.C. 271(e)(4)(A) ordering that a
505(b)(2) application or ANDA may be
approved no earlier than the date specified
(irrespective of whether the injunction
relates to a patent described in paragraph
(b)(3) of this section).

(2) All information required by
paragraph (€)(1) of this section must be sent
to the applicant’s NDA or ANDA, as
appropriate, within 14 days of the date of
entry by the court, the date of appeal or
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expiration of the time for appeal, or the date
of written consent to approval, as applicable.

(f) Computation of 45-day time
cloek-Forty-five day period after receipt of
notice of paragraph 1V certification - (1)
Computation of 45-day time clock. The 45-
day clock described in paragraph (b)(3) of
this section as to each recipient require to
receive notice of paragraph IV certification
under § 314.52 or § 314.95 begins on the
day after the date of receipt of the

applicant's notice of paragraph IV
certification by the patent-ewner-or-its
e

= -recipient. When the 45th
day falls on Saturday, Sunday, or a Federal
holiday, the 45th day will be the next day
that is not a Saturday, Sunday, or a Federal
holiday.

(2) Natification of filing of legal action.
The abbreviated new drug applicant or the
505(b)(2)_or ANDA applicant saat-must
notify FBAFEDA in writing within 14 days

Hamediatehy-of the filing of any legal action
filed within 45 days of receipt of the notice
of paragraph IV certification by any
recipient. A 505(b)(2) applicant must send
the notification to its NDA. An ANDA
applicant must send the notification to its
ANDA. The notification to FDA of the legal
action must include:




(A The abbreviated-new-drug
appheation-or-505(b)(2) application or
ANDA number.

(#B) The name of the abbreviated-new

drug-er-505(b)(2) apptication-or ANDA
applicant.

(#C) The established name of the drug
product or, if no established name exists, the
name(s) of the active ingredient(s), the drug
product's strength, and dosage form.

(D) A eertiticationstatement that an
action for patent infringement identified by
court, case number,_ and the patent
number(s) of the patent(s) at issue in the
action, has been filed in an appropriate court
on a specified date.

(ii) A patent owner or NDA holder (or its
representative(s)) may also notify FDA of
the filing of any legal action for patent
infringement. The notice should contain the
information and be sent to the offices or
divisions described in paragraph (f)(2)(i) of
this section.
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(iii) If the 505(b)(2) or ANDA applicant, the
patent owner(s), the NDA holder, or its
representative(s) does not notify FDA in
writing before the expiration of the 45-day
time period or the completion of the
Agency’ s review of the 505(b)(2)
application or ANDA, whichever occurs
later, that alegal action for patent
infringement was filed within 45 days of
receipt of the notice of paragraph IV
certification, the 505(b)(2) application or
ANDA may be approved upon expiration of
the 45-day period (if the 505(b)(2) or
ANDA applicant confirms that alegal action
for patent infringement has not been filed)
or upon completion of the Agency’ s review
of the 505(b)(2) application or ANDA,

whichever is later Fheappheant-of-an

(3) Waiver. If the patent owner or
approved-applicationNDA holder who isan
exclusive patent licensee (or its
representative(s)) waives its opportunity to
file alegal action for patent infringement
within 45 days of areceipt of the notice of
certification and the patent owner or

approved-applicationNDA holder who isan

exclusive patent licensee (or its




representative(s)) submitsto FDA avalid
walver before the 45 days elapse, approval
 the abbreviated I lieati
the 505(b)(2) application. or ANDA may be
approved upon wit-be-made-effective-upon
completion of the ageney's- Agency's review
and approval of the applicationANDA or
ANDA. FDA will only accept awaiver in
the following form:

(NAME OF PATENT OWNER or NDA
HOLDER WHO ISANOR EXCLUSVE
PATENT LICENSEE ORITS
REPRESENTATIVE(S)) HAS RECEIVED
NOTICE FROM (NAME OF APPLICANT)
UNDER (SECTION 505(B)(3) OR
505(J)(2)(B) OF THE FEDERAL FOOD,
DRUG, AND COSMETIC ACT) AND
DOES NOT INTEND TO FILE AN
ACTION FOR PATENT INFRINGEMENT
AGAINST (NAME OF APPLICANT)
CONCERNING THE DRUG (NAME OF
DRUG) BEFORE (DATE ON WHICH 45
DAYSELAPSES). (NAME OF PATENT
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OWNER OR NDA HOLDER WHO ISAN
EXCLUSIVE PATENT LICENSEE)
WAIVES THE OPPORTUNITY
PROVIDED BY (SECTION 505(C)(3)(C)
OR 505(J)(5)(B)(I11) OF THE
ACTFEDERAL FOOD, DRUG, AND
COSMETIC ACT) AND DOES NOT
OBJECT TO FDA'S APPROVAL OF
(NAME OF APPLICANT)'S (505(B)(2)
APPLICATION OR ABBREVIATED NEW
DRUG APPLICATIONANDA) FOR (NAME
OF DRUG) WITH AN HMMEDIATE
EFFECTI/EAPPROVAL DATE ON OR
AFTER THE DATE OF THIS
LETTERSUBMISSION.

(q) Conversion of approval to tentative
approval. If FDA issues an approval letter in
error or acourt enters an order requiring, in
the case of an already approved 505(b)(2)
application or ANDA, that the date of
approval be delayed, FDA will convert the
approval to atentative approval if

appropriate.

21 C.F.R. §314.108 — NEW DRUG PRODUCT EXCLUSIVITY

(a) Definitions. The definitionsin §
314.3 and the following definitions of terms
apply to this section:

Active moiety means the molecule or ion,
excluding those appended portions of the
molecule that cause the drug to be an ester,
salt (including a salt with hydrogen or
coordination bonds), or other noncovalent
derivative (such as a complex, chelate, or
clathrate) of the molecule, responsible for
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the physiological or pharmacological action
of the drug substance.

Approved under section 505(b) means an
appheation-NDA submitted under section
505(b) and approved on or after October 10,
1962, or an application that was “deemed
approved”’ under section 107(c)(2) of Pub.

L. 87-781.



Bioavailability study means a study to
determine the bioavailability or the
pharmacokinetics of a drug.

Clinical investigation means any
experiment other than a bioavailability study
inwhich adrug is administered or dispensed
to, or used on, human subjects.

Conducted or sponsored by the
applicant with regard to an investigation
means that before or during the
investigation, the applicant was named in
Form FDA-1571 filed with FDA asthe
sponsor of the investigational new drug
application under which the investigation
was conducted, or the applicant or the
applicant's predecessor in interest, provided
substantial support for the investigation. To
demonstrate “substantial support,” an
applicant must either provide a certified
statement from a certified public accountant
that the applicant provided 50 percent or
more of the cost of conducting the study or
provide an explanation why FDA should
consider the applicant to have conducted or
sponsored the study if the applicant's
financial contribution to the study is less
than 50 percent or the applicant did not
sponsor the investigational new drug. A
predecessor in interest is an entity, e.g., a
corporation, that the applicant has taken
over, merged with, or purchased, or from
which the applicant has purchased all rights
to the drug. Purchase of nonexclusive rights
to aclinical investigation after it is
completed is not sufficient to satisfy this
definition.

90

HYMAN, PHELPS & MCNAMARA, P.C.

Date of approval means the date on the
letter from FDA stating that the new drug
application is approved, whether or not final
printed labeling or other materials must yet
be submitted as long as approval of such
labeling or materialsis not expressly
required. “Date of approval” refersonly to a
final approval and not to atentative approval
that may become effective at alater date.

Essential to approval means, with regard
to an investigation, that there are no other
data available that could support approval of

the appheationNDA.

FDA means the Food and Drug
Administration.

New chemical entity means a drug that
contains no active moiety that has been
approved by FDA in any other appheatien
NDA submitted under section 505(b) of the
actFederal Food, Drug, and Cosmetic Act.

New clinical investigation means an
investigation in humans the results of which
have not been relied on by FDA to
demonstrate substantial evidence of
effectiveness of a previously approved drug
product for any indication or of safety for a
new patient population and do not duplicate
the results of another investigation that was
relied on by the agency to demonstrate the
effectiveness or safety in anew patient
population of a previously approved drug
product. For purposes of this section, data
fromaclinical investigation previously
submitted for use in the comprehensive
evaluation of the safety of a drug product



but not to support the effectiveness of the
drug product would be considered new.

(b) Submission of and effective
datetiming of appreval-of-an-abbreviated
I licati beritted und
section-505())-ef the-act-er-a 505(b)(2)

application_or ANDA. (1) [Reserved]

(2) If adrug product that contains a new
chemical entity was approved after
September 24, 1984, in an application NDA
submitted under section 505(b) of the
Federal Food, Drug, and Cosmetic Actaet,
no person may submit a 505(b)(2)
application or abbreviated-new-drug
appheationANDA under section 505(j) of
the Federal Food, Drug, and Cosmetic Act
aetfor adrug product that contains the same
active moiety as in the new chemical entity
for aperiod of 5 years from the date of

approval of the first approved rew-drug

appheationNDA, except that the 505(b)(2)
application or abbreviated

appheatienANDA may be submitted after 4
years if it contains a certification of patent
invalidity or noninfringement described in
§ 314.50(1)(1)(1)(A)(4) or

§ 314.94(a)(12)(D)(A)(4).

(3) The approval of a’505(b)(2)
application or abbreviated
appheationANDA described in paragraph
(b)(2) of this section will become
effeetiveoccur as provided in
§ 314.107(b)(1) or {b}(2), unless the owner
of a patent that claims the drug, the patent
owner's representative, or exclusive licensee
brings suit for patent infringement against
the applicant during the 1-year period
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beginning 48 months after the date of
approval of the rew-drug-appheationNDA
for the new chemical entity and within 45
days after receipt of the notice described at
§ 314.52 or § 314.95, in which case,
approval of the 505(b)(2) application or
abbreviated-apphicationANDA will be-made
effeetiveoccur as provided in

§ 314.107(b)(3).

(4) If an applicationNDA:

(i) Was submitted under section 505(b)
of the Federal Food, Drug, and Cosmetic
Actaet;

(i1) Was approved after September 24,
1984;

(iif) Was for adrug product that contains
an active moiety that has been previously
approved in another applicatior-NDA under
section 505(b) of the Federal Food, Drug,
and Cosmetic Actaet; and

(iv) Contained reports of new clinical
investigations (other than bioavailability
studies) conducted or sponsored by the
applicant that were essential to approval of
the application, the-ageney-wil-nret-make
effectivefor aperiod of 3 years after the
date of approval of the application, the
Agency will not approve the-appreval-of a
505(b)(2) application or an abbreviated-new
drugapphieationANDA for the conditions of
approval of the eriginal-appheationNDA, or

an abbreviated-new-drug-applicationANDA
submitted pursuant to an approved petition

under section 505(j)(2)(C) of the Federal
Food, Drug, and Cosmetic Act act-that relies




on the information supporting the conditions

of approval of an original rew-drug
appheationNDA.

(5) If asupplemental apphicationNDA:

(1) Was approved after September 24,
1984; and

(i) Contained reports of new clinical
investigations (other than bioavailability
studies) that were conducted or sponsored
by the applicant that were essential to
approval of the supplemental
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apphicationNDA, the-ageney-witl-not-make
effectivefor a period of 3 years after the
date of approval of the supplemental
application, the Agency will not approve the
approval-of-a 505(b)(2) application or an
abbreviated-new-drug-applicationANDA for
achange, or an abbreviated-new-drug
appheatienANDA submitted pursuant to an
approved petition under section 505(j)(2)(C)
of the Federal Food, Drug, and Cosmetic
Act act-that relies on the information
supporting a change approved in the

supplemental rewdrug-appheationNDA.

21 C.F.R. §314.125—-REFUSAL TO APPROVE AN
APRPPHCATONNDA

() The Food and Drug Administration
will refuse to approve the application and
for anew drug give the applicant written
notice of an opportunity for a hearing under
§ 314.200 on the question of whether there
are grounds for denying approval of the
application under section 505(d) of the act,
if:

(1) FDA sends the applicant a complete
response letter under § 314.110;

(2) The applicant requests an
opportunity for hearing for a new drug on
the question of whether the application is
approvable; and

(3) FDA finds that any of the reasons
given in paragraph (b) of this section apply.

(b) FDA may refuse to approve an
appheatienNDA for any of the following
reasons, unless the requirement has been
waived under § 314.90:

(1) The methods to be used in, and the
facilities and controls used for, the
manufacture, processing, packing, or
holding of the drug substance or the drug
product are inadequate to preserve its
identity, strength, quality, purity, stability,
and bioavailahility.

(2) The investigations required under
section 505(b) of the act do not include
adequate tests by all methods reasonably
applicable to show whether or not the drug
is safe for use under the conditions
prescribed, recommended, or suggested in
its proposed labeling.



(3) The results of the tests show that the
drug is unsafe for use under the conditions
prescribed, recommended, or suggested in
its proposed labeling or the results do not
show that the drug product is safe for use
under those conditions.

(4) Thereisinsufficient information
about the drug to determine whether the
product is safe for use under the conditions
prescribed, recommended, or suggested in
its proposed labeling.

(5) Thereisalack of substantial
evidence consisting of adequate and well-
controlled investigations, as defined in
§ 314.126, that the drug product will have
the effect it purportsor is represented to
have under the conditions of use prescribed,
recommended, or suggested in its proposed
labeling.

(6) The proposed labeling is false or
misleading in any particular.

(7) The application contains an untrue
statement of a material fact.

(8) The drug product's proposed labeling
does not comply with the requirements for
labels and labeling in part 201.

(9) The application does not contain
bioavailability or bioequivalence data
required under part 320 of this chapter.

(10) A reason given in aletter refusing
to file the application under § 314.101(d), if
the deficiency is not corrected.
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(11) The drug will be manufactured or
processed in whole or in part in an
establishment that is not registered and not
exempt from registration under section 510
of the act and part 207.

(12) The applicant does not permit a
properly authorized officer or employee of
the Department of Health and Human
Services an adequate opportunity to inspect
the facilities, controls, and any records
relevant to the application.

(13) The methods to be used in, and the
facilities and controls used for, the
manufacture, processing, packing, or
holding of the drug substance or the drug
product do not comply with the current good
manufacturing practice regulations in parts
210 and 211.

(14) The application does not contain an
explanation of the omission of areport of
any investigation of the drug product
sponsored by the applicant, or an
explanation of the omission of other
information about the drug pertinent to an
evaluation of the application that is received
or otherwise obtained by the applicant from
any source.

(15) A nonclinical laboratory study that
is described in the application and that is
essential to show that the drug is safe for use
under the conditions prescribed,
recommended, or suggested in its proposed
labeling was not conducted in compliance
with the good laboratory practice regulations
in part 58 of this chapter and no reason for



the noncompliance is provided or, if it is, the
differences between the practices used in
conducting the study and the good
laboratory practice regulations do not
support the validity of the study.

(16) Any clinical investigation involving
human subjects described in the application,
subject to the institutional review board
regulations in part 56 of this chapter or
informed consent regulations in part 50 of
this chapter, was not conducted in
compliance with those regulations such that
the rights or safety of human subjects were
not adequately protected.

(17) The applicant or contract research
organization that conducted a bioavailability
or bioequivalence study described in
§ 320.38 or § 320.63 of this chapter that is
contained in the application refuses to
permit an inspection of facilities or records
relevant to the study by a properly
authorized officer or employee of the
Department of Health and Human Services
or refuses to submit reserve samples of the
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drug products used in the study when
requested by FDA.

(18) For anew drug, the application
failed to contain the patent information
required by section 505(b)(1) of the act.

(19) The 505(b)(2) application failed to
contain a patent certification or satement
with respect to each listed patent for a drug
product approved in an NDA that: (i) Is
pharmaceutically equivalent to the drug
product for which the original 505(b)(2)
application is submitted; and (ii) Was
approved before the original 505(b)(2)
application was submitted.

(c) For drugs intended to tredt life-
threatening or severely-debilitating illnesses
that are developed in accordance with
§§ 312.80 through 312.88 of this chapter,
the criteria contained in paragraphs (b) (3),
(4), and (5) of this section shall be applied
according to the considerations contained in
§ 312.84 of this chapter.

21 C.F.R. §314.127 —REFUSAL TO APPROVE AN
ABBREVUATFED-NEW-DRUGARPPLICATONANDA

(a) FDA will refuse to approve an
abbreviated-applicationANDA for a new
drug under section 505(j) of the act-Federal
Food, Drug, and Cosmetic Act for any of the
following reasons, unless the requirement
has been waived under § 314.99:

(1) The methods used in, or the facilities
and controls used for, the manufacture,
processing, and packing of the drug product
are inadequate to ensure and preserve its
identity, strength, quality, and purity.

(2) Information submitted with the
abbreviated-new-drug-apphicationANDA is



insufficient to show that each of the
proposed conditions of use has been
previously approved for the listed drug
referred to in the apphicaticnANDA.

(3)(i) If the reference listed drug has
only one active ingredient, information
submitted with the abbreviated new drug
application is insufficient to show that the
active ingredient is the same as that of the
reference listed drug;

(i) If the reference listed drug has more
than one active ingredient, information
submitted with the abbreviated new drug
application is insufficient to show that the
active ingredients are the same as the active
ingredients of the reference listed drug; or

(i) If the reference listed drug has more
than one active ingredient and if the
abbreviated new drug application is for a
drug product that has an active ingredient
different from the reference listed drug:

(A) Information submitted with the
abbreviated new drug application is
insufficient to show:

(1) That the other active ingredients are
the same as the active ingredients of the
reference listed drug; or

(2) That the different active ingredient is
an active ingredient of alisted drug or a
drug that does not meet the requirements of
section 201(p) of the act; or

(B) No petition to submit an abbreviated
application for the drug product with the
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different active ingredient was approved
under § 314.93.

(4)(i) If the abbreviated new drug
application is for a drug product whose route
of administration, dosage form, or strength
purportsto be the same as that of the listed
drug referred to in the abbreviated new drug
application, information submitted in the
abbreviated new drug application is
insufficient to show that the route of
administration, dosage form, or strength is
the same as that of the reference listed drug;
or

(i) If the abbreviated new drug
application is for a drug product whose route
of administration, dosage form, or strength
is different from that of the listed drug
referred to in the application, no petition to
submit an abbreviated new drug application
for the drug product with the different route
of administration, dosage form, or strength
was approved under § 314.93.

(5) If the abbreviated new drug
application was submitted under the
approval of a petition under § 314.93, the
abbreviated new drug application did not
contain the information required by FDA
with respect to the active ingredient, route of
administration, dosage form, or strength that
is not the same as that of the reference listed
drug.

(6)(i) Information submitted in the
abbreviated new drug application is
insufficient to show that the drug product is
bioequivalent to the listed drug referred to in
the abbreviated new drug application; or



(i) If the abbreviated new drug
application was submitted under a petition
approved under § 314.93, information
submitted in the abbreviated new drug
application is insufficient to show that the
active ingredients of the drug product are of
the same pharmacological or therapeutic
class as those of the reference listed drug
and that the drug product can be expected to
have the same therapeutic effect asthe
reference listed drug when administered to
patients for each condition of use approved
for the reference listed drug.

(7) Information submitted in the
abbreviated new drug application is
insufficient to show that the labeling
proposed for the drug is the same as the
labeling approved for the listed drug referred
to in the abbreviated new drug application
except for changes required because of
differences approved in a petition under
§ 314.93 or because the drug product and the
reference listed drug are produced or
distributed by different manufacturers or
because aspects of the listed drug's labeling
are protected by patent, or by exclusivity,
and such differences do not render the
proposed drug product less safe or effective
than the listed drug for al remaining,
nonprotected conditions of use.

(8)(i) Information submitted in the
shosmabod vonn e oo el o ANDA -
or any other information available to FDA
shows that:

(A) The inactive ingredients of the drug
product are unsafe for use, as described in
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paragraph (a)(8)(ii) of this section, under the
conditions prescribed, recommended, or
suggested in the labeling proposed for the
drug product; or

(B) The composition of the drug product
is unsafe, as described in paragraph (a)(8)(ii)
of this section, under the conditions
prescribed, recommended, or suggested in
the proposed labeling because of the type or
guantity of inactive ingredients included or
the manner in which the inactive ingredients
are included.

(if)(A) FDA will consider the inactive
ingredients or composition of a drug product
unsafe and refuse to approve an abbreviated
new drug application under paragraph
(8)(8)(i) of this section if, on the basis of
information available to the agency, there is
areasonable basis to conclude that one or
more of the inactive ingredients of the
proposed drug or its composition raises
serious questions of safety or efficacy. From
its experience with reviewing inactive
ingredients, and from other information
availableto it, FDA may identify changesin
inactive ingredients or composition that may
adversely affect adrug product's safety or
efficacy. The inactive ingredients or
composition of a proposed drug product will
be considered to raise serious questions of
safety or efficacy if the product incorporates
one or more of these changes. Examples of
the changes that may raise serious questions
of safety or efficacy include, but are not
limited to, the following:



(1) A change in an inactive ingredient so
that the product does not comply with an
official compendium.

(2) A change in composition to include
an inactive ingredient that has not been
previously approved in a drug product for
human use by the same route of
administration.

(3) A change in the composition of a
parenteral drug product to include an
inactive ingredient that has not been
previously approved in a parenteral drug
product.

(4) A change in composition of adrug
product for ophthalmic use to include an
inactive ingredient that has not been
previously approved in adrug for
ophthalmic use.

(5) The use of adelivery or amodified
release mechanism never before approved
for the drug.

(6) A change in composition to include a
significantly greater content of one or more
inactive ingredients than previously used in
the drug product.

(7) If the drug product is intended for
topical administration, a change in the
properties of the vehicle or base that might
increase absorption of certain potentially
toxic active ingredients thereby affecting the
safety of the drug product, or achange in the
lipophilic properties of avehicle or base,
e.g., achange from an oleaginous to awater
soluble vehicle or base.
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(B) FDA will consider an inactive
ingredient in, or the composition of, a drug
product intended for parenteral use to be
unsafe and will refuse to approve the
e AN ID AN
unless it contains the same inactive
ingredients, other than preservatives,
buffers, and antioxidants, in the same
concentration asthe listed drug, and, if it
differsfromthe listed drug in a preservative,
buffer, or antioxidant, the appheatien
ANDA contains sufficient information to
demonstrate that the difference does not
affect the safety or efficacy of the drug
product.

(C) FDA will consider an inactive
ingredient in, or the composition of, a drug
product intended for ophthalmic or otic use
unsafe and will refuse to approve the
e AN ID AN
unless it contains the same inactive
ingredients, other than preservatives,
buffers, substances to adjust tonicity, or
thickening agents, in the same concentration
asthe listed drug, and if it differs from the
listed drug in a preservative, buffer,
substance to adjust tonicity, or thickening
agent, the appheatior- ANDA contains
sufficient information to demonstrate that
the difference does not affect the safety or
efficacy of the drug product and the labeling
does not claim any therapeutic advantage
over or difference from the listed drug.

(9) Approval of the listed drug referred
to in the abbreviated new drug application
has been withdrawn or suspended for
grounds described in § 314.150(a) or FDA



has published a notice of opportunity for
hearing to withdraw approval of the
reference listed drug under § 314.150(a).

(10) Approval of the listed drug referred
to in the abbreviated new drug application
has been withdrawn under § 314.151 or
FDA has proposed to withdraw approval of
the reference listed drug under § 314.151(a).

(11) FDA has determined that the
reference listed drug has been withdrawn
from sale for safety or effectiveness reasons
under § 314.161, or the reference listed drug
has been voluntarily withdrawn from sale
and the agency has not determined whether
the withdrawal is for safety or effectiveness
reasons, or approval of the reference listed
drug has been suspended under § 314.153,
or the agency has issued an initial decision
proposing to suspend the reference listed
drug under § 314.153(a)(1).

(12) The abbreviated new drug
application does not meet any other
requirement under section 505(j)(2)(A) of
the act.
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(13) The abbreviated new drug
application contains an untrue statement of
material fact.

(b) FDA may refuse to approve an
abbreviated application for anew drug if the
applicant or contract research organization
that conducted a bioavailability or
bioequivalence study described in § 320.63
of this chapter that is contained in the
abbreviated new drug application refuses to
permit an inspection of facilities or records
relevant to the study by a properly
authorized officer of employee of the
Department of Health and Human Services
or refuses to submit reserve samples of the
drug products used in the study when
requested by FDA.

(14) For an ANDA submitted pursuant
to an approved petition under 8 10.30 of this
chapter and 8§ 314.93, an NDA subsequently
has been approved for the change described
in the approved petition.

21 C.F.R.8320.1 —DEFINITIONS

The definitions contained in 8 314.3 of
this chapter apply to those terms when used
in this part.

(@) ) ) . )

) S 9
I |5| 1ol I g_ :
e
) el to be absorbed | I

98



99

HYMAN, PHELPS & MCNAMARA, P.C.




HYMAN, PHELPS & MCNAMARA, P.C.

21 C.F.R. §320.23—-BASISFOR M EASURING IN VIVO
BIOAVAILABILITY OR DEMONSTRATING BIOEQUIVALENCE

(8)(1) Thein vivo bioavailability of a
drug product is measured if the product's
rate and extent of absorption, as determined
by comparison of measured parameters, e.g.,
concentration of the active drug ingredient
in the blood, urinary excretion rates, or
pharmacological effects, do not indicate a
significant difference from the reference
material's rate and extent of absorption. For
drug productsthat are not intended to be
absorbed into the bloodstream,
bioavailability may be assessed by
scientifically valid measurements intended
to reflect the rate and extent to which the
active ingredient or active moiety becomes
available at the site of action.

(2) Statistical techniques used mustshat
be of sufficient sensitivity to detect
differences in rate and extent of absorption
that are not attributable to subject
variability.

(3) A drug product that differs from the
reference material in its rate of absorption,
but not in its extent of absorption, may be
considered to be bioavailable if the
difference in the rate of absorption is
intentional, is appropriately reflected in the
labeling, is not essential to the attainment of
effective body drug concentrations on
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chronic use, and is considered medically
insignificant for the drug product.

(b)(1) Two drug products will be
considered bioequivalent drug products if
they are pharmaceutical equivalents or
pharmaceutical alternatives whose rate and
extent of absorption do not show a
significant difference when administered at
the same molar dose of the active moiety
under similar experimental conditions, either
single dose or multiple dose. Some
pharmaceutical equivalents or
pharmaceutical alternatives may be
equivalent in the extent of their absorption
but not in their rate of absorption and yet
may be considered bioequivalent because
such differences in the rate of absorption are
intentional and are reflected in the labeling,
are not essential to the attainment of
effective body drug concentrations on
chronic use, and are considered medically
insignificant for the particular drug product
studied.

(2) For drug productsthat are not
intended to be absorbed into the
bloodstream, bioequivalence may be
demonstrated by scientifically valid methods
that are expected to detect a significant
difference between the drug and the listed
drug in safety and therapeutic effect.




