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21 CFR Ch. I (4–1–23 Edition) § 314.96 

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. 

(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 unap-
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-
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 
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to seek approval of a different 
strength. 

(d)(1) 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 
the types of amendments described in 
paragraph (d)(1) of this section. 

[57 FR 17983, Apr. 28, 1992, as amended at 58 
FR 47352, Sept. 8, 1993; 64 FR 401, Jan. 5, 1999; 
73 FR 39609, July 10, 2008; 74 FR 2861, Jan. 16, 
2009; 81 FR 69652, Oct. 6, 2016] 

§ 314.97 Supplements and other 
changes to an approved ANDA. 

(a) General requirements. The appli-
cant must comply with the require-
ments of §§ 314.70 and 314.71 regarding 
the submission of supplemental ANDAs 
and other changes to an approved 
ANDA. 

(b) Different listed drug. An applicant 
may not supplement an ANDA to seek 
approval of a drug referring to a listed 
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 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 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. 

[81 FR 69653, Oct. 6, 2016] 

§ 314.98 Postmarketing reports. 
(a) Each applicant having an ap-

proved abbreviated new drug applica-
tion under § 314.94 that is effective 
must comply with the requirements of 
§ 314.80 regarding the reporting and rec-
ordkeeping of adverse drug experi-
ences. 

(b) Each applicant must make the re-
ports required under § 314.81 and section 
505(k) of the Federal Food, Drug, and 
Cosmetic Act for each of its approved 
abbreviated applications. 

[79 FR 33089, June 10, 2014] 

§ 314.99 Other responsibilities of an 
applicant of an ANDA. 

(a) An applicant must comply with 
the requirements of § 314.65 regarding 
withdrawal by the applicant of an un-
approved ANDA and § 314.72 regarding a 
change in ownership of an ANDA. 

(b) An applicant may ask FDA to 
waive under this section any require-
ment that applies to the applicant 
under §§ 314.92 through 314.99. The appli-
cant must comply with the require-
ments for a waiver under § 314.90. If 
FDA grants the applicant’s waiver re-
quest with respect to a requirement 
under §§ 314.92 through 314.99, the 
waived requirement will not constitute 
a basis for refusal to approve an ANDA 
under § 314.127. 

81 FR 69653, Oct. 6, 2016] 

Subpart D—FDA Action on Appli-
cations and Abbreviated Ap-
plications 

SOURCE: 50 FR 7493, Feb. 22, 1985, unless 
otherwise noted. Redesignated at 57 FR 17983, 
Apr. 28, 1992. 

§ 314.100 Timeframes for reviewing ap-
plications and abbreviated applica-
tions. 

(a) Except as provided in paragraph 
(c) of this section, within 180 days of 
receipt of an application for a new drug 
under section 505(b) of the act or an ab-
breviated application for a new drug 
under section 505(j) of the act, FDA 
will review it and send the applicant ei-
ther an approval letter under § 314.105 
or a complete response letter under 
§ 314.110. This 180-day period is called 
the ‘‘initial review cycle.’’ 
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