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ANDA Submissions – Amendments and Requests for Final 1 
Approval to Tentatively Approved ANDAs 2 

Guidance for Industry1 3 
 4 

 5 
This draft guidance, when finalized, will represent the current thinking of the Food and Drug 6 
Administration (FDA or Agency) on this topic.  It does not establish any rights for any person and is not 7 
binding on FDA or the public.  You can use an alternative approach if it satisfies the requirements of the 8 
applicable statutes and regulations.  To discuss an alternative approach, contact the FDA staff responsible 9 
for this guidance as listed on the title page.   10 
 11 

 12 
 13 
 14 
I. INTRODUCTION  15 
 16 
This guidance is intended to assist applicants in preparing and submitting amendments to 17 
tentatively approved abbreviated new drug applications (ANDAs), including requests for final 18 
approval.  This guidance provides recommendations on the timing and content of amendments to 19 
tentatively approved ANDAs to facilitate submission in a timely fashion to enable final approval 20 
on the the earliest date on which the ANDA may lawfully be approved  based on patent and/or 21 
exclusivity protections ("earliest lawful ANDA approval date"). 22 
 23 
In general, FDA’s guidance documents do not establish legally enforceable responsibilities.  24 
Instead, guidances describe the Agency’s current thinking on a topic and should be viewed only 25 
as recommendations, unless specific regulatory or statutory requirements are cited.  The use of 26 
the word should in Agency guidances means that something is suggested or recommended, but 27 
not required.  28 
 29 
 30 
II. BACKGROUND 31 
 32 

A. ANDA Approval Pathway 33 
 34 
The process for obtaining approval to market an innovator drug approved under a new drug 35 
application (NDA) differs from that for obtaining approval to market a generic drug under an 36 
ANDA.  A sponsor of an innovator drug must submit an NDA, which must contain, among other 37 
things, a demonstration of the safety and effectiveness of the drug for the conditions of use for 38 
which approval is sought.2   39 
 40 

                                                 
1 This guidance has been prepared by the Office of Generic Drugs in the Center for Drug Evaluation and Research at 
the Food and Drug Administration.  
2 Section 505(b)(1) of the Federal Food, Drug, and Cosmetic Act (21 U.S.C. 355(b)(1)). 
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To obtain approval of a generic drug, an ANDA applicant is not required to provide independent 41 
evidence of the safety and effectiveness of that generic drug.  Instead, the applicant may rely on 42 
FDA’s finding that the reference listed drug (RLD)3 relied upon by the ANDA applicant is safe 43 
and effective.  The ANDA applicant must identify the RLD on which it seeks to rely and, among 44 
other things, demonstrate, that the proposed generic drug product and the applicable RLD are the 45 
same with respect to their active ingredient(s), dosage form, route of administration, strength, 46 
previously approved conditions of use, and labeling (with certain exceptions).4  An ANDA must 47 
also include sufficient information (1) to demonstrate that the proposed product is bioequivalent 48 
to the RLD5 and (2) to ensure the product’s identity, strength, quality, and purity.6 49 
 50 

B. Patent Certifications and Exclusivities – Effect on Timing of ANDA 51 
 Approval  52 

 53 
The timing of ANDA approval depends on, among other things, the patent and/or exclusivity 54 
protections for the RLD.  An NDA applicant must submit information in its application for each 55 
patent that claims the drug that is the subject of the NDA or that claims a method of using such 56 
drug and with respect to which a claim of patent infringement could reasonably be asserted 57 
against a person not licensed by the owner engaged in the manufacture, use, or sale of the drug.7  58 
Upon approval of an NDA, FDA publishes certain patent information provided by the NDA 59 
holder in its publication Approved Drug Products With Therapeutic Equivalence Evaluations, 60 
known as the Orange Book.8  An ANDA applicant must provide, in its ANDA, information 61 
related to any patents for the RLD in the Orange Book.  In particular, the ANDA applicant 62 
generally must submit to FDA one of four specified certifications regarding the patents for the 63 
RLD under section 505(j)(2)(A)(vii) of the Federal Food, Drug, and Cosmetic Act (FD&C Act) 64 
(21 U.S.C. 355(j)(2)(A)(vii)).   65 
 66 
If the Orange Book does not list a patent for the RLD that, in the opinion of the ANDA applicant 67 
and to the best of its knowledge, claims the RLD or that claims a use of such listed drug for 68 
which the applicant is seeking approval, the ANDA applicant must certify that such patent 69 
information has not been submitted by the NDA holder for listing in the Orange Book (a 70 
paragraph I certification).9 71 

 72 

                                                 
3 An RLD is the listed drug identified by FDA as the drug product on which an ANDA applicant relies in seeking 
approval of its ANDA.  21 CFR 314.3(b).   
4 See section 505(j)(2)(A) and 505(j)(4) of the FD&C Act and 21 CFR 314.94 and 21 CFR 314.127. 
5 See section 505(j)(2)(A)(iv) and 505(j)(4)(F) of the FD&C Act and 21 CFR 320.21(b).  
 
6 Section 505(j)(4) of the FD&C Act.   
7 Id.  See also section 505(c)(2) of the FD&C Act. 
8 The Orange Book is available at http://www.accessdata.fda.gov/scripts/cder/ob/default.cfm. 
9 21 CFR 314.94(a)(12)(i)(A).  If, in the opinion of the ANDA applicant and to the best of its knowledge, there are 
no patents claiming the drug product, drug substance, or method of use of the drug product, the applicant must 
submit to its ANDA a certification stating that opinion.  21 CFR 314.94(a)(12)(ii). 

 

http://www.accessdata.fda.gov/scripts/cder/ob/default.cfm


Contains Nonbinding Recommendations 
Draft — Not for Implementation 

 3 

With respect to each patent listed in the Orange Book for the RLD, the applicant’s patent 73 
certification must state one of the following: 74 

 75 
• That such patent has expired (a paragraph II certification) 76 
 77 
• The date on which such patent will expire (a paragraph III certification) 78 
 79 
• That such patent is invalid, unenforceable, or will not be infringed by the manufacture, 80 

use, or sale of the new drug for which the application is submitted (a paragraph IV 81 
certification).10 82 

 83 
If an applicant submits a paragraph I or II certification, the patent in question will not delay 84 
ANDA approval.  If an applicant submits a paragraph III certification, the applicant agrees to 85 
wait until the relevant patent has expired before seeking final approval of its ANDA.  If, 86 
however, an applicant wishes to seek approval of its ANDA before a listed patent has expired by 87 
challenging the validity of that patent, by claiming that the patent would not be infringed by the 88 
generic drug product proposed in the ANDA, or by claiming that the patent is unenforceable, the 89 
applicant must submit a paragraph IV certification to FDA.11 90 
 91 
An applicant submitting a paragraph IV certification to a listed patent must provide the NDA 92 
holder and each patent owner with notice of its paragraph IV certification, including a 93 
description of the legal and factual basis for the ANDA applicant’s assertion that the patent is 94 
invalid, unenforceable, or will not be infringed.12  If a patent is listed at the time an ANDA is 95 
submitted and, in response to notice of a paragraph IV certification, the NDA holder or patent 96 
owner initiates a patent infringement action against the ANDA applicant within 45 days of 97 
receiving the required notice, approval of the ANDA generally will be stayed for 30 months from 98 
the later of the date of receipt of the notice by any owner of the patent or the NDA holder or such 99 
shorter or longer time as the court might order.13  If a patent is listed in the Orange Book after an 100 
ANDA is submitted but before the ANDA is approved, the applicant for the pending ANDA 101 
generally must amend its application and provide an appropriate patent certification or statement 102 
to the newly listed patent; however, a 30-month stay would not be available if the applicant 103 
submits a paragraph IV certification to the newly listed patent and the NDA holder or patent 104 
owner files a patent infringement action within 45 days of receipt of notice of the paragraph IV 105 
certification.14 106 
                                                 
10 Section 505(j)(2)(A)(vii) of the FD&C Act; see also 21 CFR 314.94(a)(12)(i)(A).   
11 The FD&C Act describes only one circumstance in which an ANDA applicant does not need to certify to a listed 
patent.  Specifically, when a patent is listed only for a method of use, an ANDA applicant seeking to omit that 
approved method of use from the generic drug’s labeling can submit a “section viii statement” that acknowledges 
that patent information has been submitted to FDA for a patent claiming a given method of use, but states that the 
patent at issue does not claim a use for which the applicant seeks approval.  See section 505(j)(2)(A)(viii) of the 
FD&C Act.  See also 21 CFR 314.94(a)(12)(iii). 
12 Section 505(j)(2)(B) of the FD&C Act. 
13 Section 505(j)(5)(B)(iii) of the FD&C Act and 21 CFR 314.107(b)(3)(i). 
14 Id.  See also 21 CFR 314.94(a)(12)(vi).   
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 107 
The statute provides an incentive and a reward to generic drug applicants that expose themselves 108 
to the risk of patent litigation.  The statute does so by granting a 180-day period of exclusivity 109 
vis-à-vis certain other ANDA applicants to the applicant that is first to file a substantially 110 
complete ANDA containing a paragraph IV certification to a listed patent.15  In addition, the 111 
FD&C Act provides for a number of exclusivities for RLDs that can affect the timing of final 112 
approval of an ANDA.16  113 
 114 

C. Tentative Approval and Amendments to Tentatively Approved ANDAs 115 
 116 
If an ANDA meets the substantive requirements for approval but cannot be finally approved by 117 
FDA because of unexpired patents or exclusivities as described above, FDA will tentatively 118 
approve the ANDA.  Tentative approval (TA)  119 
 120 

is notification that an NDA or ANDA otherwise meets the requirements for 121 
approval under the Federal Food, Drug, and Cosmetic Act, but cannot be 122 
approved because there is a 7-year period of orphan exclusivity for a listed drug 123 
under section 527 of the [FD&C Act] and [21 CFR] 316.31… or that a 505(b)(2) 124 
application or ANDA otherwise meets the requirements for approval under the 125 
FD&C Act, but cannot be approved until the conditions in 314.107(b)(1)((iii), 126 
(b)(3), or (c) are met; because there is a period of exclusivity for the listed drug 127 
under 314.108; because there is a period of pediatric exclusivity for the listed drug 128 
under section 505A of the [FD&C Act]; because there is a  period of exclusivity 129 
for the listed drug under section 505E of the [FD&C Act]; or because a court 130 
order pursuant to 35 U.S.C. 271(e)(4)(A) orders that the NDA or ANDA may be 131 
approved no earlier than the date specified.  A drug product that is granted 132 
tentative approval is not an approved drug and will not be approved until FDA 133 
issues an approval letter after any necessary additional review of the NDA or 134 
ANDA.17 135 

 136 
Under section 505 of the FD&C Act, a drug product that is the subject of a tentatively approved 137 
ANDA is not an approved drug and may not be marketed without final Agency approval.18     138 
 139 
An ANDA applicant may submit amendments to a tentatively approved application that propose 140 
changes to the application, request final approval, or propose changes and request final approval.  141 
As explained in this draft guidance, an amendment may delay FDA’s final approval of the 142 

                                                 
15 See section 505(j)(5)(B)(iv)(I), 505(j)(5)(B)(iv)(II)(aa), and 505(j)(5)(D)(iii) of the FD&C Act.  
16 See section C for the definition of tentative approval, which includes a listing of the exclusivities that affect the 
timing of final approval of an ANDA.  
17 21 CFR 314.3(b).  See also section 505(j)(5)(B)(iv)(II)(dd)(AA) of the FD&C Act.   
18 See 21 U.S.C. 355(j)(5)(B)(iv)(II)(dd)(BB) (stating that a “drug that is granted [TA] by the Secretary is not an 
approved drug and shall not have an effective approval until the Secretary issues an approval after any necessary 
additional review of the application”); see also 21 CFR 314.105(d).  In addition, under section 301 of the FD&C Act 
(21 U.S.C. 331), the introduction or delivery for introduction into interstate commerce of such a drug product before 
the final approval date is prohibited. 
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ANDA until after the earliest lawful ANDA approval date, depending on the nature of the 143 
changes proposed in the amendment and any related deficiencies identified upon review.  This 144 
draft guidance is intended to assist applicants in preparing an amendment for submission in a 145 
timely fashion to obtain final approval on the earliest lawful approval date.  In particular, 146 
applicants that wish to request final approval should determine whether changes are necessary 147 
before requesting this final approval, review any changes that have been made to their 148 
application since the TA was granted (see section V of this draft guidance), and consider the 149 
possible review goal dates that may be assigned to the request for final approval to request final 150 
approval in a timely fashion.   151 
 152 
 153 
III.  AMENDMENTS TO TENTATIVELY APPROVED ANDAs 154 
 155 

A.  Review Goals for Amendments Other Than Requests for Final Approval 156 
 157 
There are several types of amendments that can be submitted after an ANDA receives TA.  The 158 
GDUFA19 Reauthorization Performance Goals and Program Enhancements Fiscal Years 2018-159 
2022 (GDUFA II Commitment Letter)20 describes in general terms the review goal dates for the 160 
different amendment types, and FDA has provided additional information and recommendations 161 
related to these different types in its guidance for industry ANDA Submissions – Amendments to 162 
Abbreviated New Drug Applications Under GDUFA (Amendments Guidance).  Relevant to this 163 
discussion, if an applicant submits an amendment to its ANDA (1) after the ANDA has received 164 
TA but (2) before the applicant submits a request for final approval, the amendment will, in 165 
general, receive a review goal date consistent with the criteria outlined in the Amendments 166 
Guidance.  For example, if an applicant submits an amendment adding a new facility, FDA will 167 
classify that amendment as a major amendment requiring preapproval inspection and set a 10-168 
month review goal for that amendment.  However, as described in the Amendments Guidance, 169 
FDA also may defer assessment of an amendment other than a request for final approval if the 170 
earliest lawful final approval date for that ANDA is not for several years.  For example, FDA 171 
may defer assessment of a labeling update to an ANDA with paragraph III certifications to 172 
patents that will not expire for several years.21   173 
 174 
To note, FDA will not delay assessment of amendments to ANDAs submitted and tentatively 175 
approved under the President’s Emergency Plan for AIDS Relief (PEPFAR).  Under PEPFAR, 176 
certain antiretroviral products that have been granted a TA may be distributed for use outside of 177 
the United States, even when there is still patent and/or exclusivity protection in the United 178 
States.  For such products, FDA will set a goal date for assessing amendments to PEPFAR 179 
ANDAs consistent with the criteria outlined in the Amendments Guidance.  180 
 181 

                                                 
19 GDUFA refers to the generic drug user fee program codified in the Generic Drug User Fee Amendments of 2012 
and the Generic Drug User Fee Amendments of 2017.  
20 The GDUFA II Commitment Letter is available at 
https://www.fda.gov/downloads/ForIndustry/UserFees/GenericDrugUserFees/UCM525234.pdf.  
21 See Amendments Guidance at 15. 

https://www.fda.gov/downloads/ForIndustry/UserFees/GenericDrugUserFees/UCM525234.pdf
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B. Status of a Tentatively Approved ANDA Upon Submission of an Amendment  182 
 183 
When an applicant submits an amendment to a tentatively approved ANDA, FDA will determine 184 
whether to assess that amendment or defer it, as described above.  If the Agency decides to 185 
assess the amendment, FDA will convert the status of the ANDA from TA to under review; that 186 
internal designation will remain until FDA takes an action on the amendment.  If FDA defers the 187 
amendment, the ANDA will remain in TA status until FDA assesses that amendment.  If after 188 
assessment of the amendment, FDA determines that the ANDA meets all the requirements for 189 
TA or final approval, FDA will reissue the TA or grant a final approval, as appropriate.  If FDA 190 
identifies deficiencies that have not been resolved during assessment of the amendment that are 191 
communicated in a complete response letter (CRL), the ANDA’s status will be converted to 192 
complete response status until (1) the applicant adequately addresses the deficiencies identified 193 
in the CRL in a subsequent amendment and (2) FDA reissues a TA or grants final approval, as 194 
appropriate.   195 
 196 
 197 
IV. SUBMISSION OF AND REVIEW GOALS FOR REQUESTS FOR FINAL 198 

APPROVAL 199 
 200 

A. Requests for Final Approval 201 
 202 
Only a drug product that is the subject of an ANDA with final approval may be lawfully 203 
marketed.22   FDA does not automatically grant final approval upon the expiration of any periods 204 
of exclusivity or patent protection that served as the basis of the TA.23  As described in FDA’s 205 
regulations:  206 
 207 

A drug product that is granted tentative approval is not an approved drug and will 208 
not be approved until FDA issues an approval after any necessary additional 209 
review of the ANDA.  FDA’s tentative approval of a drug product is based on 210 
information available to FDA at the time of the tentative approval letter (i.e., 211 
information in the ANDA and the status of current good manufacturing practices 212 
of the facilities used in the manufacturing and testing of the drug product) and is 213 
therefore subject to change on the basis of new information that may come to 214 
FDA's attention.  A new drug product may not be marketed until the date of 215 
approval.24 216 

 217 

                                                 
22 See note 18. 
23 FDA may act upon an amendment by granting final approval absent a formal request from the applicant if:  (1) an 
ANDA applicant submits an amendment to a tentatively approved application, as described in section III of this 
draft guidance, and (2) upon conclusion of FDA’s assessment of that amendment, that ANDA is determined to be 
eligible for final approval. 
24 21 CFR 314.105(d). 
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Accordingly, an applicant with an ANDA in TA status generally submits an amendment to its 218 
ANDA explicitly requesting final approval to market its drug product.25  All requests for final 219 
approval are considered amendments to the application.  In general, these amendments will be 220 
classified as major or minor and assessed by FDA consistent with the criteria for review goal 221 
dates described in the Amendments Guidance.  It is, therefore, incumbent on the applicant to 222 
accurately plan the timing of its request for final approval. 223 
 224 
If an applicant is seeking final approval of an ANDA for which the applicant has provided a 225 
paragraph III certification, FDA recommends the applicant submit the request for approval 15 226 
months before the earliest lawful ANDA approval date.26  The two following subsections 227 
provide recommendations to ANDA applicants for submitting a request for final approval based 228 
on when TA was granted, in particular for applicants who provided paragraph IV certifications.  229 
However, regardless of when TA was granted, if an ANDA applicant submits a request for final 230 
approval that contains no new data, information, or other changes to the ANDA less than 3 231 
months from the earliest lawful ANDA approval date but (1) could have identified the earliest 232 
lawful ANDA approval date and (2) failed to submit a timely standard request for final approval, 233 
the ANDA applicant risks the application not being approved by that date.   234 
 235 

B. Applications with Paragraph IV Certifications Granted TA Status Less Than 236 
3 Years Before the Earliest Lawful Approval Date 237 

 238 
If an ANDA received a TA less than 3 years before the earliest lawful approval date, FDA 239 
recommends that the ANDA applicant submit an amendment with enough time to permit FDA to 240 
assess that amendment before the date on which the applicant seeks approval (e.g., the earliest 241 
lawful ANDA approval date).  An applicant also should clearly identify, in its cover letter, that 242 
the amendment is a request for final approval.  A request for final approval that contains no new 243 
data, information, or other changes to the ANDA is considered a minor amendment.  FDA 244 
generally assesses these minor amendments within 3 months.  Accordingly, ANDA applicants 245 
should submit such a request for final approval as a minor amendment no later than 3 months 246 
before the date on which the applicant is seeking final approval.   247 
 248 
A request for final approval that contains substantive changes to an ANDA will be classified as a 249 
major or minor amendment based on the content in the request for final approval and will be 250 
assigned a review goal date that corresponds with that classification, as articulated in the 251 
Amendments Guidance.  For example, a request for final approval that includes changes to 252 
include a new facility or a notification that there was a change in the status of the current 253 
manufacturing and testing facilities’ compliance with current good manufacturing practices, both 254 
of which may require an inspection, could receive a goal date consistent with a major 255 
amendment in which an inspection is required (i.e., 10 months from the date of submission).   256 
 257 

                                                 
25 21 CFR 314.107(b)(4). 
26 This timeframe is recommended because the long period that oftentime exists between TA of an ANDA 
containing a Paragraph III certification and expiration of the relevant patent may necessitate a more extensive 
assessment of the ANDA.   
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C. Applications with Paragraph IV Certifications Granted TA Status 3 or More 258 
Years Before the Earliest Lawful Approval Date 259 

 260 
If an ANDA has been in TA status for 3 or more years before the earliest lawful approval date, 261 
the lengthy passage of time since the TA may necessitate a more extensive assessment of the 262 
ANDA before final approval may be granted.  For example, the applicable product-specific 263 
guidance for the ANDA may have been revised; manufacturing standards may have changed; or 264 
significant RLD labeling changes may have been approved.  Therefore, FDA recommends that 265 
the ANDA applicant submit the request for final approval as a major amendment.27  Submission 266 
of the request as a major amendment allows FDA to:  (1) assess any changes that have been 267 
made since the application was granted TA, (2) complete any necessary inspection(s) of the 268 
ANDA’s referenced facilities, and (3) grant final approval on the earliest lawful approval date.  269 
This amendment should be submitted 10 months before the earliest lawful approval date, as 270 
described further in the Amendments Guidance.28  271 

 272 
D. Complete Responses and Reissued Tentative Approvals in Response to 273 

Requests for Final Approval 274 
 275 
As described in section III.B of this draft guidance, if FDA identifies deficiencies in the request 276 
for final approval that are not addressed by an ANDA applicant during assessment and 277 
communicates those deficiencies in a CRL, the ANDA will be placed in complete response 278 
status until the deficiencies are adequately addressed by the applicant in a subsequent 279 
amendment.  An applicant that receives a CRL must adequately address the deficiencies before 280 
FDA may reissue the TA or grant final approval, as applicable.   281 
 282 
FDA may reissue a TA in response to a request for final approval of a tentatively approved 283 
ANDA if a review goal date is set for before the earliest lawful approval date.  For example, 284 
FDA may reissue the TA if (1) an applicant submits the request in advance of the time it will 285 
take FDA to assess the amendment under the applicable GDUFA review goals and (2) FDA does 286 
not identify any deficiencies in the request.  Alternatively, if appropriate, FDA may choose to 287 
miss a review goal date and grant final approval on the earliest lawful approval date if that date is 288 
imminent.  If FDA reissues the TA, the applicant should submit a new request for final approval 289 
per the recommendations outlined in this draft guidance.    290 
 291 
 292 
V. POST-TA CHANGES THAT MAY IMPACT FINAL APPROVAL 293 
 294 
FDA has identified common developments that may require an applicant to make changes that 295 
should be submitted in an amendment to its tentatively approved ANDA before final approval is 296 
                                                 
27 Note that the Agency will evaluate the amendment upon submission to determine whether the amendment is 
major or minor and assign a goal date accordingly, but applicants should include a statement indicating that the 
request for final approval should be considered major.  See Section VI of this guidance. 
28 In certain cases, an amendment may be designated as priority and subject to an 8-month review goal.  See the 
Amendments Guidance and the draft guidance for industry ANDAs:  Pre-Submission of Facility Information Related 
to Prioritized Generic Drug Applications (Pre-Submission Facility Correspondence).  When final, the guidance will 
represent the FDA’s current thinking on this topic. 
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granted.  FDA is providing the following non-exhaustive list of these common developments to 297 
assist ANDA applicants in ensuring that their tentatively approved ANDA is complete and up-to-298 
date before they request final approval.   299 
 300 
Product Quality Updates 301 
 302 

• New active pharmaceutical ingredient (API) source in a Type II API drug master file 303 
 304 

• Scientific and technical changes to the product, process, analytical methods, and/or 305 
specifications 306 

 307 
• New and/or updated United States Pharmacopeia (USP) chapters and/or monographs29 308 
 309 
• Updated stability data 310 
 311 
• New facilities 312 
 313 
• Changes in the status of referenced facilities  314 
 315 
• Changes to the size, shape, or color of a solid oral dosage form 316 
 317 
• New test methods 318 

 319 
• New submission batch data 320 
 321 
• New certificates of analysis 322 
 323 
• New packaging information (particularly for injectable products) 324 
 325 
• New equipment or methods for sterilization and/or depyrogenation (for sterile drug 326 

products) 327 
 328 
• Updates to drug master files 329 
 330 

Bioequivalence Updates 331 
 332 

• New in vivo or in vitro bioequivalence studies conducted consistent with 333 
recommendations in a newly issued, revised, or finalized product-specific guidance30 334 

                                                 
29 The United States Pharmacopeia-National Formulary (USP-NF) is available at http://www.uspnf.com/. 
30 To facilitate generic drug product availability and to assist the generic pharmaceutical industry with (1) 
identifying the most appropriate methodology for developing drugs and (2) generating evidence needed to support 
ANDA approval, FDA publishes product-specific guidances describing the Agency’s current thinking and 
expectations on how to develop generic drug products that are therapeutically equivalent to specific RLDs.  Product-
specific guidances are available at 
https://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/ucm075207.htm.   

http://www.uspnf.com/
https://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/ucm075207.htm
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 335 
Labeling Updates 336 
 337 

• Changes to labeling to reflect approved changes to the labeling for the RLD 338 
 339 
• Changes to labeling to reflect changes in new and/or updated USP chapters and/or 340 

monographs 341 
 342 
• Changes to labeling to reflect new product quality information or information related to  343 

bioequivalence studies 344 
 345 
• Changes to labeling to reflect an omission of an indication or other aspect of labeling 346 

protected by patent or exclusivity under the FD&C Act,31 including labeling to reflect the 347 
split approval of an application (i.e., labeling to reflect final approval of only certain 348 
strengths of a drug product that were previously tentatively approved in the ANDA) 349 

 350 
• Changes to labeling to reflect subsequently approved indications  351 

 352 
• Changes to labeling to reflect statements previously carved out that are no longer 353 

protected by patent or exclusivity under the FD&C Act32 354 
 355 
• Changes to containers, blisters, cartons, and other finished dosage form packaging  356 
 357 
• New proprietary name requests or requests to reassess a proprietary name that had been 358 

conditionally granted  359 
 360 

Orange Book Listing, Patent, and Exclusivity Updates 361 
 362 

• Updated patent certification or statement (or a recertification for a previously submitted 363 
paragraph IV certification) with the types of amendments described in 21 CFR 364 
314.96(d)(1) or a verification that the proposed change described in the amendment is not 365 
one of the types of amendments described in 21 CFR 314.96(d)(1)33 366 

 367 

                                                 
31 See note 11.  If an applicant submits a change in patent certification that may result in or otherwise requests a 
carve-out of any protected indications from the labeling to obtain final approval before the exclusivity for that 
protected indication expires, FDA’s assessment of those carve-outs may require consultations to offices outside of 
the Office of Generic Drugs.  If a consult is needed, FDA may need additional assessment time.  Therefore, 
applicants should be aware that carve-out assessments may require more assessment time than the assessment time 
allotted for a minor amendment.     
32 If an ANDA applicant submits an amendment seeking approval for a subsequently approved indication or other 
condition of use that is protected by patent, the applicant would need to submit an appropriate patent certification or 
statement in the amendment. 
33 See 21 CFR 314.96(d).  
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• An appropriate patent certification or statement to a timely filed, newly listed patent for 368 
the RLD 369 
 370 

• Changes in a patent certification (e.g., a change from a paragraph IV to a paragraph III 371 
certification)34 372 

 373 
• Litigation updates (e.g., notification of court actions or written consent to approval35) 374 
 375 
• Confirmation that the RLD is identified in the Active section of the Orange Book36 376 

 377 
 378 
VI. CONTENT OF REQUESTS FOR FINAL APPROVAL 379 
 380 
A request for final approval should clearly identify, in its cover letter, all changes to the ANDA 381 
that have been made since the TA was granted.37  It is incumbent on the ANDA applicant (1) to 382 
monitor for updates related to the applicant’s drug product (e.g., new, revised, or finalized 383 
product-specific guidances; RLD labeling changes or updates; or USP changes or updates) and 384 
(2) to ensure that amendments addressing these updates are timely submitted to and are clearly 385 
identified for FDA either before a request for final approval (i.e., in a post-TA amendment) or in 386 
the request for final approval amendment itself, permitting FDA sufficient assessment time to 387 
meet the ANDA’s earliest lawful approval date (see sections III and IV of this draft guidance).     388 
 389 
Applicants should submit a complete and accurate Form FDA 356h38 with their request for final 390 
approval.  Additionally, FDA recommends that requests for final approval indicate all of the 391 
following: 392 
 393 

• If there has been no change to the ANDA between FDA’s issuance of the TA and the 394 
applicant’s request for final approval, the applicant should clearly state that there has 395 
been no change to the ANDA. 396 

 397 
• If editorial or other nonsubstantive changes have been made to the ANDA between 398 

FDA’s issuance of the TA and the applicant’s request for final approval, the request for 399 
final approval should clearly state what those changes were and identify where, in the 400 
ANDA, those changes were made. 401 

                                                 
34 See note 11.     
35 See 21 CFR 314.107(e).  
36 When an RLD is moved to the Discontinued section of the Orange Book, that RLD remains a listed drug (see 21 
CFR 314.3(b)) and is available for reference by an ANDA applicant unless FDA makes a determination that the 
RLD was withdrawn from sale for reasons of safety or effectiveness.  Under 21 CFR 314.161(a), such a 
determination can be made by FDA at any time, but FDA must make this determination before approving an ANDA 
that refers to the listed drug.   
37 FDA also recommends that applicants requesting final approval list all amendments submitted to FDA for 
assessment after the TA.   
38 Form FDA 356h is available at http://www.fda.gov/AboutFDA/ReportsManualsForms/Forms/default.htm. 
 

http://www.fda.gov/AboutFDA/ReportsManualsForms/Forms/default.htm
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 402 
• If the ANDA contains substantive new information since FDA’s issuance of the TA, the 403 

request for final approval should clearly identify the new information, the changes that 404 
have been made, and the location of information supporting these changes in the ANDA.  405 
The request for final approval should also contain, for FDA’s assessment of that request, 406 
supporting information commensurate with that change.   407 
 408 

• If the labeling for the proposed drug product has changed, as compared to the labeling 409 
submitted with the original ANDA, applicants should include a side-by-side labeling 410 
comparison of their proposed labeling with their last submission and/or the current RLD 411 
labeling.  This comparison should annotate any differences and explain any changes that 412 
have been made, including those made because of updates in product quality or 413 
bioequivalence information.  414 

 415 
• A statement indicating whether the request for final approval should be considered major 416 

or minor consistent with the criteria outlined in the Amendments Guidance. 417 
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