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(13) Financial certification or disclosure
statement. An ANDA must contain a fi-
nancial certification or disclosure
statement as required by part 54 of this
chapter.

(b) Drug products subject to the Drug
Efficacy Study Implementation (DESI) re-
view. If the ANDA is for a duplicate of
a drug product that is subject to FDA’s
DESI review (a review of drug products
approved as safe between 1938 and 1962)
or other DESI-like review and the drug
product evaluated in the review is a
listed drug, the applicant must comply
with the provisions of paragraph (a) of
this section.

(c) [Reserved]

(d) Format of an ANDA. (1) The appli-
cant must submit a complete archival
copy of the ANDA as required under
paragraphs (a) and (c) of this section.
FDA will maintain the archival copy
during the review of the ANDA to per-
mit individual reviewers to refer to in-
formation that is not contained in
their particular technical sections of
the ANDA, to give other Agency per-
sonnel access to the ANDA for official
business, and to maintain in one place
a complete copy of the ANDA.

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

(ii) Labeling. The content of labeling
required under §201.100(d)(3) of this
chapter (commonly referred to as the
package insert or professional label-
ing), including all text, tables, and fig-
ures, must be submitted to the agency
in electronic format as described in
paragraph (d)(1)(iii) of this section.
This requirement applies to the con-
tent 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 for-
matted 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 cor-
responding requirements of §11.30.

(iii) Electronic format submissions.
Electronic format submissions must be
in a form that FDA can process, re-
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view, and archive. FDA will periodi-
cally issue guidance on how to provide
the electronic submission (e.g., method
of transmission, media, file formats,
preparation and organization of files).

(2) For ANDASs, the applicant must
submit a review copy of the ANDA that
contains two separate sections. One
section must contain the information
described under paragraphs (a)(2)
through (6) and (8) and (9) of this sec-
tion and section 505(j)(2)(A)(vii) of the
Federal Food, Drug, and Cosmetic Act
and 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 analyt-
ical procedures. The other section must
contain the information described
under paragraphs (a)(3), (7), and (8) of
this section. Each of the sections in the
review copy is required to contain a
copy of the application form described
under paragraph (a) of this section.

(3) [Reserved]

(4) The applicant may obtain from
FDA sufficient folders to bind the ar-
chival, the review, and the field copies
of the ANDA.

(5) The applicant must submit a field
copy of the ANDA that contains the
technical section described in para-
graph (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 a
true copy of the technical section de-
scribed in paragraph (a)(9) of this sec-
tion contained in the archival and re-
view copies of the ANDA.

[67 FR 17983, Apr. 28, 1992; 57 FR 29353, July
1, 1992, as amended at 58 FR 47352, Sept. 8,
1993; 59 FR 50364, Oct. 3, 1994; 63 FR 5252, Feb.
2, 1998; 63 FR 66399, Dec. 1, 1998; 64 FR 401,
Jan. 5, 1999; 656 FR 56479, Sept. 19, 2000; 67 FR
77672, Dec. 19, 2002; 68 FR 69019, Dec. 11, 2003;
69 FR 18766, Apr. 8, 2004; 74 FR 2861, Jan. 16,
2009; 76 FR 13880, Mar. 15, 2011; 81 FR 69649,
Oct. 6, 2016]

§314.95 Notice of certification of inva-
lidity, unenforceability, or non-
infringement 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 ap-
proval and for which the applicant sub-
mits a paragraph IV certification, the
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applicant must send notice of such cer-
tification by registered or certified
mail, return receipt requested, or by a
designated delivery service, as defined
in paragraph (g) of this section to each
of the following persons:

(1) Each owner of the patent that is
the subject of the certification or the
representative designated by the owner
to receive the notice. The name and ad-
dress of the patent owner or its rep-
resentative may be obtained from the
U.S. Patent and Trademark Office; and

(2) The holder of the approved NDA
under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for the
listed drug that is claimed by the pat-
ent and for which the applicant is seek-
ing approval, or, if the NDA holder
does not reside or maintain a place of
business within the United States, the
NDA holder’s attorney, agent, or other
authorized official. The name and ad-
dress of the NDA holder or its attor-
ney, agent, or authorized official may
be obtained by sending a written or
electronic communication to the Cen-
tral Document Room, Attn: Orange
Book Staff, Center for Drug Evaluation
and Research, Food and Drug Adminis-
tration, 5901-B Ammendale Rd., Belts-
ville, MD 20705-1266 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 claim a use 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 docu-
mentation.

(b) Sending the notice. (1) Except as
provided under paragraph (d) of this
section, the applicant must send the
notice required by paragraph (a) of this
section on or after the date it receives
a paragraph IV acknowledgment letter
from FDA, 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 para-
graph (b) begins on the day after the
date of the postmark on the paragraph
IV acknowledgment letter. When the
20th day falls on Saturday, Sunday, or
a Federal holiday, the 20th day will be
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the next day that is not a Saturday,
Sunday, or Federal holiday.

(2) Any notice required by paragraph
(a) of this section is invalid if it is sent
before the applicant’s receipt of a para-
graph IV acknowledgment letter, or be-
fore 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 (a) of
this section and that the notice met
the content requirements under para-
graph (c) of this section. A copy of the
notice itself need not be submitted to

the Agency.
(c) Contents of a notice. In the notice,
the applicant must cite section

505(j)(2)(B)(iv) of the Federal Food,
Drug, and Cosmetic Act and the notice
must include, but is not limited to, the
following information:

(1) A statement that FDA has re-
ceived an ANDA submitted by the ap-
plicant containing any required bio-
availability or bioequivalence data or
information.

(2) The ANDA number.

(3) A statement that the applicant
has received the paragraph IV acknowl-
edgment letter for the ANDA.

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

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

(6) The patent number and expiration
date of each listed patent for the ref-
erence listed drug alleged to be invalid,
unenforceable, or not infringed.

(7) A detailed statement of the fac-
tual and legal basis of the applicant’s
opinion that the patent is not valid,
unenforceable, or will not be infringed.
The applicant must include in the de-
tailed statement:

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

(ii) For each claim of a patent al-
leged to be invalid or unenforceable, a
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full and detailed explanation of the
grounds supporting the allegation.

(8) If the applicant alleges that the
patent will not be infringed and the ap-
plicant seeks to preserve the option to
later file a civil 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 access to the ANDA for
the sole and limited purpose of evalu-
ating possible infringement of the pat-
ent 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 ap-
plicant.

(d) Amendment or supplement to an
ANDA. (1) If, after receipt of a para-
graph IV acknowledgment letter or ac-
knowledgment letter, an applicant sub-
mits an amendment or supplement to
its ANDA that includes a paragraph IV
certification, the applicant must send
the notice required by paragraph (a) of
this section at the same time that the
amendment or supplement to the
ANDA is submitted to FDA, regardless
of whether the applicant has already
given notice with respect to another
such certification contained in the
ANDA or in an amendment or supple-
ment 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 IV certifi-
cation, the applicant must send the no-
tice required by paragraph (a) of this
section in accordance with the proce-
dures in paragraph (b) of this section.
If an ANDA applicant’s notice of its
paragraph IV certification is timely
provided in accordance with paragraph
(b) of this section and the applicant has
not submitted a previous paragraph IV
certification, FDA will base its deter-
mination of whether the applicant is a
first applicant on the date of submis-
sion of the amendment containing the
paragraph IV certification.

(3) An applicant that submits an
amendment or supplement to seek ap-
proval of a different strength must pro-
vide notice of any paragraph IV certifi-
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cation in accordance with paragraph
(d)(1) or (2) of this section, as applica-
ble.

(e) Documentation of timely sending
and receipt of mnotice. The applicant
must amend its ANDA to provide docu-
mentation of the date of receipt 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 re-
ceived by a person described in para-
graph (a) of this section. The appli-
cant’s amendment also must include
documentation that its notice was sent
on a date that complies with the time-
frame required by paragraph (b) or (d)
of this section, as applicable, and a
dated printout of the entry for the ref-
erence listed drug in FDA’s ‘“‘Approved
Drug Products With Therapeutic
Equivalence Evaluations’ (the list)
that includes the patent that is the
subject of the paragraph IV certifi-
cation. FDA will accept, as adequate
documentation of the date the notice
was sent, a copy of the registered mail
receipt, certified mail receipt, or re-
ceipt from a designated delivery serv-
ice as defined in paragraph (g) of this
section. FDA will accept as adequate
documentation of the date of receipt a
return receipt, signature proof of deliv-
ery by a designated delivery service, or
a letter acknowledging receipt by the
person provided the notice. An appli-
cant may rely on another form of docu-
mentation only if FDA has agreed to
such documentation in advance. A copy
of the notice itself need not be sub-
mitted to the Agency.

(f) Forty-five day period after receipt of
notice. If the requirements of this sec-
tion are met, FDA will presume the no-
tice 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 NDA holder or its attorney,
agent, or other authorized official as
the first day of the 45-day period pro-
vided for in section 505(j)(5)(B)(iii) of
the Federal Food, Drug, and Cosmetic
Act. FDA may, if the applicant pro-
vides a written statement to FDA that
a later date should be used, count from
such later date.
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(g) Designated delivery services. (1) For
purposes of this section, the term
““‘designated delivery service’”’ means
any delivery service provided by a
trade or business that the Agency de-
termines:

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

(ii) 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 sec-
tion is to be delivered, the date on
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 69651, Oct. 6, 2016, as amended at 84 FR
6673, Feb. 28, 2019]

§314.96 Amendments to an
proved ANDA.

(a) ANDA. (1) An applicant may
amend an ANDA 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, un-
less the information has previously
been submitted to FDA in the ANDA. A
complete study report must be sub-
mitted for any bioequivalence study
upon which the applicant relies for ap-
proval. For all other bioequivalence
studies conducted on the same drug
product formulation as defined in
§314.3 of this chapter, the applicant
must submit either a complete or sum-
mary report. If a summary report of a
bioequivalence study is submitted and
FDA determines that there may be bio-
equivalence issues or concerns with the
product, FDA may require that the ap-
plicant submit a complete report of the
bioequivalence study to FDA.

(2) Submission of an amendment con-
taining significant data or information
before the end of the initial review
cycle constitutes an agreement be-
tween FDA and the applicant to extend
the initial review cycle only for the
time necessary to review the signifi-

unap-
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cant data or information and for no
more than 180 days.

(b) Field copy. The applicant must
submit a field copy of each amendment
under §314.94(a)(9). The applicant, other
than a foreign applicant, must include
in its submission of each such amend-
ment to FDA a statement certifying
that a field 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 ap-
proval of a drug referring to a listed
drug that is different from the ref-
erence listed drug identified in the
ANDA. This paragraph (c) applies if, at
any time before the approval of the
ANDA, a different listed drug is ap-
proved 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 ref-
erence listed drug identified in the
ANDA. A change of the reference listed
drug must be submitted in a new
ANDA. However, notwithstanding the
limitation described in this paragraph
(c), an applicant may amend the ANDA
to seek approval of a different
strength.

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

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

(ii) 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 in-
gredient.

(2) If the amendment to the ANDA
does not contain a patent certification
or statement, the applicant must
verify that the proposed change de-
scribed in the amendment is not one of
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