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which such item was given to such
trade or business for delivery; and

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

(2) FDA may periodically issue guid-
ance regarding designated delivery
services.

[81 FR 69641, Oct. 6, 2016, as amended at 84 FR
6673, Feb. 28, 2019]

§314.53 Submission of patent informa-
tion.

(a) Who must submit patent informa-
tion. This section applies to any appli-
cant who submits to FDA an NDA or
an amendment to it under section
505(b) of the Federal Food, Drug, and
Cosmetic Act and §314.50 or a supple-
ment to an approved 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 infor-
mation must not be submitted—(1) General
requirements. An applicant described in
paragraph (a) of this section must sub-
mit to its NDA the required informa-
tion, on the required FDA declaration
form, set forth in paragraph (c) of this
section for each patent that claims the
drug or a method of using the drug that
is the subject of the NDA or amend-
ment or supplement to it and with re-
spect to which a claim of patent in-
fringement could reasonably be as-
serted if a person 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 (ac-
tive ingredient) patents, drug product
(formulation and composition) patents,
and method-of-use patents. For patents
that claim the drug substance, the ap-
plicant must submit information only
on those patents that claim the drug
substance that is the subject of the
pending or approved NDA or that claim
a drug substance that is the same as
the active ingredient that is the sub-
ject of the approved or pending NDA.
For patents that claim only a poly-
morph that is the same as the active
ingredient described in the approved or
pending NDA, the applicant must cer-
tify in the required FDA declaration
form that the applicant has test data,
as set forth in paragraph (b)(2) of this
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section, demonstrating that a drug
product containing the polymorph will
perform the same as the drug product
described in the NDA. For patents that
claim a drug product, the applicant
must submit information only on those
patents that claim the drug product, as
is defined in §314.3, that is described in
the pending or approved NDA. For pat-
ents that claim a method of use, the
applicant must submit information
only on those patents that claim indi-
cations or other conditions of use for
which approval is sought or has been
granted in the NDA. The applicant
must separately identify each pending
or approved method of use and related
patent claim(s). For approved NDAs,
the NDA holder’s description of the
patented method of use required by
paragraph (¢)(2)(ii)(P)(3) of this section
must describe only the approved meth-
od(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 meth-
od(s) of use claimed by the patent does
not cover an indication or other ap-
proved 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 rea-
sonably be asserted if a person not li-
censed by the owner of the patent en-
gaged in the manufacture, use, or sale
of the drug product. For approved
NDAs, the NDA holder submitting in-
formation on the method-of-use patent
must identify with specificity the sec-
tion(s) and subsection(s) of the ap-
proved labeling that describes 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 pat-
ents must not be submitted to FDA.

(2) Test data for submission of patent
information for patents that claim only a
polymorph. The test data, referenced in
paragraph (b)(1) of this section, must
include the following:
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(i) A full description of the poly-
morphic form of the drug substance, in-
cluding its physical and chemical char-
acteristics and stability; the method of
synthesis (or isolation) and purifi-
cation of the drug substance; the proc-
ess controls used during manufacture
and packaging; and such specifications
and analytical methods as are nec-
essary to assure the identity, strength,
quality, and purity of the polymorphic
form of the drug substance;

(ii) The executed batch record for a
drug product containing the poly-
morphic form of the drug substance
and documentation that the batch was
manufactured under current good man-
ufacturing 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 composition of the
drug product; a statement of the speci-
fications and analytical methods for
each component; a description of the
manufacturing and packaging proce-
dures 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 com-
parable product stability; and

(v) Comparative in vitro dissolution
testing on 12 dosage units each of the
executed test batch and the NDA prod-
uct.

(c) Reporting requirements—(1) General
requirements. An applicant described in
paragraph (a) of this section must sub-
mit 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 sub-
mitted on the appropriate form, Form
FDA 3542 or 3542a, and contains the in-
formation required in paragraph (c)(2)
of this section. These forms may be ob-

§314.53

tained on the Internet at http:/
www.fda.gov by searching for ‘‘forms”.

(2) Drug substance (active ingredient),
drug product (formulation or composi-
tion), and method-of-use patents—(@)
Original declaration. For each patent
that claims a drug substance (active
ingredient), drug product (formulation
and composition), or method of use, the
applicant must submit Form FDA
3542a. The following information and
verification is required, subject to the
exceptions listed in paragraph
(¢)(2)(1)(S) of this section:

(A) NDA number;

(B) The NDA applicant’s name, full
address, phone number and, if avail-
able, 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 ad-
ministration of new drug, and whether
the applicant proposes to market the
new drug for prescription use or over-
the-counter use;

(G) U.S. patent number, issue date,
and expiration date of patent sub-
mitted;

(H) The patent owner’s name, full ad-
dress, phone number and, if available,
fax number and email address;

(I) The name, full address, phone
number and, if available, fax number
and email address of an agent or rep-
resentative who resides or maintains a
place of business within the United
States authorized to receive notice of
patent certification under section
505(b)(3) and (j)(2)(B) of the Federal
Food, Drug, and Cosmetic Act and
§§314.52 and 314.95 (if patent owner or
NDA applicant or holder does not re-
side or have a place of business within
the United States);

(J) Information on whether the pat-
ent has been submitted previously for
the NDA or supplement;

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

(L) Information on whether the pat-
ent is a product-by-process patent in
which the product claimed is novel;
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(M) Information on the drug sub-
stance (active ingredient) patent, in-
cluding the following:

(I) Whether the patent claims a drug
substance that is an active ingredient
in the drug product described in the
NDA or supplement;

(2) Whether the patent claims only a
polymorph that is the same active in-
gredient that is described in the pend-
ing 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 prod-
uct described in the NDA or supple-
ment, and a description of the poly-
morphic 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, in-
cluding the following:

(I) 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;

(0O) Information on each method-of-
use patent, including the following:

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

(2) Identification of the specific sec-
tion(s) and subsection(s) of the pro-
posed labeling for the drug product
that describes the method of use
claimed by the patent submitted; and

(3) An applicant that submits infor-
mation for a patent that claims one or
more methods of using the drug prod-
uct must also submit information de-
scribed in either paragraph (c)(2)(i)(M)
or (N) of this section, regarding wheth-
er that patent also claims either the
drug substance (active ingredient) or
the drug product (composition/formula-
tion).

(P) Whether there are no relevant
patents that claim the drug substance
(active ingredient), drug product (for-
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mulation or composition), or method(s)
of use, for which the applicant is seek-
ing 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 en-
gaged in the manufacture, use, or sale
of the drug product;

(Q) A signed verification that states:

The undersigned declares that this is 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. This
time-sensitive patent information is sub-
mitted pursuant to 21 CFR 314.53. I attest
that I am familiar with 21 CFR 314.53 and
this submission complies with the require-
ments of the regulation. I verify under pen-
alty of perjury that the foregoing is true and
correct.

(R) Information on whether the ap-
plicant, patent owner or attorney,
agent, representative, or other author-
ized official signed the form; the name
of the person; and the full address,
phone number and, if available, the fax
number and email address; and

(S) Exceptions to required submis-
sion of patent information:

(1) If an applicant submits the infor-
mation described in paragraph
(€)(2)(I))(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 appli-
cant is not required to provide the in-
formation described in paragraph
(€)(2)(I)(N) of this section on whether
that patent also claims the drug prod-
uct (composition/formulation);

(2) If an applicant submits the infor-
mation described in paragraph
(€)(2)(1)(N) of this section for a patent
that claims the drug product (composi-
tion/formulation) and meets the re-
quirements 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 supple-
ment for a change other than one of
the changes listed under paragraph
(d)(2)(1) of this section, then the patent
information submission requirements
of paragraph (d)(2)(ii) of this section
apply.
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(ii) Submission of patent information
upon and after approval. Within 30 days
after the date of approval of its NDA or
supplement, the applicant must submit
Form FDA 3542 for each patent that
claims the drug substance (active in-
gredient), drug product (formulation
and composition), or approved method
of use. FDA will not list or publish pat-
ent information if it is not provided on
this form or if the patent declaration
does not contain the required informa-
tion or indicates the patent is not eli-
gible for listing. Patent information
must also be submitted for patents
issued after the date of approval of the
NDA as required in paragraph (c)(2)(ii)
of this section. As described in para-
graph (d)(3) of this section, to be time-
ly 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 re-
quired patent information within the
30 days, but we notify an applicant that
a declaration form is incomplete or
shows that the patent is not eligible
for listing, the applicant must submit
an acceptable declaration form within
15 days of FDA notification to be con-
sidered timely filed. The following in-
formation and verification statement
is required, subject to the exceptions
listed in paragraph (c)(2)(ii)(T) of this
section:

(A) NDA number;

(B) The NDA holder’s name, full ad-
dress, phone number and, if available,
fax number and email address;

(C) Trade name of new drug;

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

(BE) Strength(s) of new drug;

(F) Dosage form(s) and route(s) of ad-
ministration of new drug, and whether
the new drug is approved for prescrip-
tion use or over-the-counter use;

(G) Approval date of NDA or supple-
ment;

(H) U.S. patent number, issue date,
and expiration date of patent sub-
mitted;

(I) The patent owner’s name, full ad-
dress, phone number and, if available,
fax number and email address;

(J) The name, full address, phone
number and, if available, fax number
and email address of an agent or rep-
resentative who resides or maintains a

§314.53

place of business within the United
States authorized to receive notice of
patent certification under section
505(b)(3) and (j)(2)(B) of the Federal
Food, Drug, and Cosmetic Act and
§§314.52 and 314.95 (if patent owner or
NDA applicant or holder does not re-
side or have a place of business within
the United States);

(K) Information on whether the pat-
ent has been submitted previously for
the NDA or supplement;

(L) If the patent has been submitted
previously for listing, identify all
change(s) from the previously sub-
mitted 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 pat-
ent is a product-by-process patent in
which the product claimed is novel;

(N) Information on the drug sub-
stance (active ingredient) patent, in-
cluding the following:

(I) Whether the patent claims a drug
substance that is an active ingredient
in the drug product described in the ap-
proved NDA;

(2) Whether the patent claims only a
polymorph that is the same as the ac-
tive ingredient that is described in the
approved NDA;

(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 prod-
uct described in the approved 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;

(0) Information on the drug product
(composition/formulation) patent, in-
cluding the following:

(I) Whether the patent claims the ap-
proved 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:

(I) Whether the patent claims one or
more approved methods of using the

117



§314.53

approved drug product and a descrip-
tion of each approved method of use
and related patent claim of the patent
being submitted;

(2) Identification of the specific sec-
tion(s) and subsection(s) of the ap-
proved labeling for the drug product
that describes the method of use
claimed by the patent submitted;

(3) The description of the patented
method of use as required for publica-
tion, which must contain adequate in-
formation to assist 505(b)(2) and ANDA
applicants in determining whether a
listed method-of-use patent claims a
use for which the 505(b)(2) or ANDA ap-
plicant is not seeking approval (for ex-
ample, if the method(s) of use claimed
by the patent does not cover an indica-
tion 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 infringe-
ment 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

(4) An applicant that submits infor-
mation for a patent that claims one or
more methods of using the drug prod-
uct must also submit information de-
scribed in either paragraph (c¢)(2)(ii)(N)
or (O) of this section, regarding wheth-
er that patent also claims either the
drug substance (active ingredient) or
the drug product (composition/formula-
tion).

(Q) Whether there are no relevant
patents that claim the approved drug
substance (active ingredient), the ap-
proved drug product (formulation or
composition), or approved method(s) of
use and with respect to which a claim
of patent infringement could reason-
ably be asserted if a person not li-
censed by the owner of the patent en-
gaged in the manufacture, use, or sale
of the drug product;

(R) A signed verification that states:

The undersigned declares that this is 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 re-
sponse to a request under 21 CFR 314.53(f)(1)
is submitted pursuant to 21 CFR 314.53. I at-
test that I am familiar with 21 CFR 314.53
and this submission complies with the re-
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quirements of the regulation. I verify under
penalty of perjury that the foregoing is true
and correct.

(S) Information on whether the appli-
cant, patent owner or attorney, agent,
representative, or other authorized of-
ficial signed the form; the name of the
person; and the full address, phone
number and, if available, the fax num-
ber and email address; and

(T) Exceptions to required submis-
sion of patent information:

(1) If an applicant submits the infor-
mation described in paragraph
(¢)(2)(i1)(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 appli-
cant is not required to provide the in-
formation described in paragraph
(¢)(2)(i1)(0O) of this section on whether
that patent also claims the drug prod-
uct (composition/formulation).

(2) If an applicant submits the infor-
mation described in paragraph
(¢)(2)(i1)(0O) of this section for a patent
that claims the drug product (composi-
tion/formulation) and meets the re-
quirements for listing on that basis,
then the applicant is not required to
provide the information described in
paragraph (c)(2)(ii)(N) of this section
on whether that patent also claims the
drug substance (active ingredient).

(3) If the applicant submits a supple-
ment for a change other than one of
the changes listed under paragraph
(d)(2)(1) of this section, then the patent
information submission requirements
of paragraph (d)(2)(ii) of this section
apply.

(3) No relevant patents. If the appli-
cant believes that there are no relevant
patents that claim the drug substance
(active ingredient), drug product (for-
mulation or composition), or the meth-
od(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 a person
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 ap-
propriate form, Form FDA 3542 or
3542a.

(4) Authorized signature. The declara-
tions required by this section must be
signed by the applicant or patent
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owner, or the applicant’s or patent
owner’s attorney, agent (representa-
tive), or other authorized official.

(d) When and where to submit patent
information—(1) Original NDA. An appli-
cant must submit with its original
NDA submitted under this part, the in-
formation described in paragraph (c) of
this section on each drug substance
(active ingredient), drug product (for-
mulation and composition), and meth-
od-of-use patent issued before the NDA
is filed with FDA and for which patent
information is required to be submitted
under this section. If a patent is issued
after the NDA is filed with FDA but be-
fore the NDA is approved, the applicant
must, within 30 days of the date of
issuance of the patent, submit the re-
quired patent information in an
amendment to the NDA under §314.60.

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

(A) To add or change the dosage form
or route of administration;

(B) To add or change the strength; or

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

(ii) If the applicant submits a supple-
ment for a change other than one of
the changes listed under paragraph
(d)(2)(1) 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 re-
garding the drug substance, drug prod-
uct, or any method of use), the fol-
lowing patent information submission
requirements apply:

(A) If existing patents for which in-
formation required by paragraph (c) of
this section has already been sub-
mitted to FDA for the product ap-
proved in the original NDA claim the
changed product, the applicant is not
required to resubmit this patent infor-
mation pursuant to paragraph (c) of
this section unless the published de-
scription of the patented method of use
would change upon approval of the sup-
plement, and FDA will continue to list
this patent information for the prod-
uct;
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(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 a request under paragraph
(£)(2)(iv) of this section to remove that
patent information from the list at the
time of approval of the supplement;

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

(3) Newly issued patents. If a patent is
issued for a drug substance, drug prod-
uct, or method of use after an NDA is
approved, the applicant must submit to
FDA, as described in paragraph (d)(4) of
this section, the required patent infor-
mation within 30 days of the date of
issuance of the patent. If the required
patent information is not 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 re-
garding untimely filed patent informa-
tion at §§314.50(i)(4) and (6) and
314.94(a)(12)(vi) and (viii).

(4) Submission of Forms FDA 3542a and
3542—(i) Patent information submitted
with the filing of an NDA, amendment, or
supplement. The applicant must submit
patent information required by para-
graphs (c)(1) and (¢)(2)(i) of this section
and §314.50(h) or §314.70(f) on Form
FDA 3b542a to the Central Document
Room, Center for Drug Evaluation and
Research, Food and Drug Administra-
tion, 5901-B Ammendale Rd., Beltsville,
MD 20705-1266, or to FDA in an elec-
tronic format submission that complies
with §314.50(1)(6). Form FDA 3542a
should not be submitted to the Orange
Book Staff in the Office of Generic
Drugs.

(ii) Patent information submitted upon
and after approval of an NDA or supple-
ment. The applicant must submit pat-
ent information required by paragraphs
(c)1) and (c)(2)(ii) of this section on
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Form FDA 3542 to the Central Docu-
ment Room, Center for Drug Evalua-
tion and Research, Food and Drug Ad-
ministration, 5901-B Ammendale Rd.,
Beltsville, MD 20705-1266, or to FDA in
an electronic format submission that
complies with §314.50(1)(5). Form FDA
35642 should not be submitted to the Or-
ange Book Staff in the Office of Ge-
neric Drugs.

(5) Submission date. Patent informa-
tion will be considered to be submitted
to FDA for purposes of paragraph (d)(3)
of this section as of the earlier of the
date the information submitted on
Form FDA 3542 is date-stamped by the
Central Document Room, or officially
received by FDA in an electronic for-
mat submission that complies with
§314.50(1)(5).

(6) Identification. Each submission of
patent information, except information
submitted with an original NDA, must
bear prominent identification as to its
contents, i.e., ‘“‘Patent Information,”
or, if submitted after approval of an
NDA, “Time Sensitive Patent Informa-
tion.”

(e) Public disclosure of patent informa-
tion. FDA will publish in the 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
description of the method of use
claimed by the patent as required by
§314.53(c)(2)({1)(P)(3). FDA will publish
such patent information upon approval
of the NDA, or, if the patent informa-
tion is submitted by the applicant after
approval of an NDA as provided under
paragraph (d)(2) of this section, as soon
as possible after the submission to the
Agency of the patent information. A
request for copies of the submitted pat-
ent information must be sent in writ-
ing to the Freedom of Information
Staff at the address listed on the Agen-
cy’s Web site at htitp:/www.fda.gov. The
submitted patent information, and re-
quests to remove a patent or patent in-
formation from the list, may be subject
to public disclosure.

(f) Correction of patent information er-
rors—(1) Requests by persons other than
the NDA holder. If any person disputes
the accuracy or relevance of patent in-
formation submitted to the Agency
under this section and published by
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FDA in the list, or believes that an
NDA holder has failed to submit re-
quired patent information, that person
must first notify the Agency in a writ-
ten 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 ac-
curacy or relevance of patent informa-
tion regarding an approved method of
using the drug product, this statement
of dispute must be only a narrative de-
scription (no more than 250 words) of
the person’s interpretation of the scope
of the patent. This statement of dis-
pute must only contain information for
which the person consents to disclosure
because FDA will send the text of the
statement to the applicable NDA hold-
er without review or redaction. The
patent listing dispute communication
should be directed to the Central Docu-
ment Room, Attn: Orange Book Staff,
Center for Drug Evaluation and Re-
search, Food and Drug Administration,
5901-B Ammendale Rd., Beltsville, MD
20705-1266, or to the Orange Book Staff
at the email address listed on the
Agency’s Web site at hitp://
www.fda.gov.

(i) Communication with the NDA hold-
er—(A) Drug substance or drug product
claim. For requests submitted under
this paragraph (f)(1) that are directed
to the accuracy or relevance of sub-
mitted patent information 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 cor-
rectness of the patent information and
include the signed verification required
by paragraph (c¢)(2)(ii)(R) of this sec-
tion or withdraw or amend the patent
information in accordance with para-
graph (f)(2) of this section within 30
days of the date on which the Agency
sends the statement of dispute. Unless
the 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.
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(B) Method-of-use claim. For requests
submitted under this paragraph (f)(1)
that are directed to the accuracy or
relevance of submitted patent informa-
tion 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 informa-
tion in accordance with paragraph (£)(2)
of this section, provide a narrative de-
scription (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 infringe-
ment 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 in-
clude the signed verification required
by paragraph (c)(2)(ii)(R) of this sec-
tion 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 dis-
closure because FDA will send the text
of the statement to the person who
submitted the patent listing dispute
without review or redaction.

(I) If the NDA holder confirms the
correctness of the patent information,
provides the narrative description re-
quired by paragraph (f)(1)(i)(B) of this
section, and includes the signed
verification required by paragraph
(©)(2)({i)(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 in-
formation 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, pro-
vides the narrative description re-
quired by paragraph (f)(1)(i)(B) of this
section, and includes the signed
verification required by paragraph
(©)(2)(ii)(R) of this section within 30
days of the date on which the Agency
sends the statement of dispute, FDA
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will update the Orange Book to reflect
the amended patent information.

(ii) 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, in-
cluding the disputed patent, during and
after the patent listing dispute.

(iii) Information on patent listing dis-
putes. FDA will promptly post informa-
tion on its Web site regarding whether
a patent listing dispute has been sub-
mitted for a published description of a
patented method of use for a drug prod-
uct 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 mo longer
meet the statutory requirements for list-
ing. If the NDA holder determines that
a patent or patent claim no longer
meets the requirements for listing in
section 505(b)(1) or (c¢)(2) of the Federal
Food, Drug, and Cosmetic Act (includ-
ing if there has been a judicial finding
of invalidity for a listed patent, from
which no appeal has been or can be
taken), the NDA holder is required to
promptly notify FDA to amend the
patent information or withdraw the
patent or patent information and re-
quest that the patent or patent infor-
mation be removed from the list. If the
NDA holder is required by court order
to amend patent information or with-
draw 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 infor-
mation from the list if there is no first
applicant eligible for 180-day exclu-
sivity based on a paragraph IV certifi-
cation to that patent or after the 180-
day exclusivity period of a first appli-
cant 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
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must submit on Form FDA 3542 a cor-
rection to the expiration date of the
patent. This correction must be sub-
mitted within 30 days of receipt of a
certificate of extension as described in
36 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
changes to patent information. Correc-
tions or changes to previously sub-
mitted 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 amend-
ment or 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 ap-
propriate forms.

(iv) Submission of patent withdrawals
and requests to remove a patent from the
list. Withdrawal of a patent and re-
quests to remove a patent from the list
must be submitted to the same ad-
dresses described in paragraph (d)(4)(ii)
of this section, except that the with-
drawal or request to remove a patent
from the list is not required to be sub-
mitted on Form FDA 3542 and may be
submitted by letter. Withdrawal of a
patent and a request to remove a pat-
ent from the list must contain the fol-
lowing information:

(A) The NDA number to which the re-
quest applies;

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

(C) The patent number.

[81 FR 69643, Oct. 6, 2016, as amended at 84 FR
6673, Feb. 28, 2019]

§314.54 Procedure for submission of a
505(b)(2) application requiring in-
vestigations for approval of a new
indication for, or other change
from, a listed drug.

(a) The Federal Food, Drug, and Cos-
metic Act does not permit approval of
an ANDA for a new indication, nor does
it permit approval of other changes in
a listed drug if investigations, other
than bioavailability or bioequivalence
studies, are essential to the approval of
the change. Any person seeking ap-
proval of a drug product that rep-

21 CFR Ch. | (4-1-23 Edition)

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

(1) The applicant must submit a com-
plete archival copy of the application
that contains the following:

(i) The information required under
§314.50(a), (b), (c), (D)D), (A)(3), (e), and
(g), except that §314.50(d)(1)(ii)(c) must
contain the proposed or actual master
production record, including a descrip-
tion of the equipment, to be used for
the manufacture of a commercial 1ot of
the drug product.

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

(iii) Identification of 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, propri-
etary name, dosage form, strength,
route of administration, name of listed
drug’s application holder, and listed
drug’s approved NDA number. The list-
ed drug(s) identified as relied upon
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 ap-
proval only for a new indication and
not for the indications approved for the
listed drug on which the applicant re-
lies, a certification so stating.

(v) Any patent information required
under section 505(b)(1) of the Federal
Food, Drug, and Cosmetic Act with re-
spect 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
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