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Guidance for Industry1 1 
ANDA Submissions — Amendments and 2 

Easily Correctable Deficiencies Under GDUFA 3 
 4 

 5 
This draft guidance, when finalized, will represent the Food and Drug Administration’s (FDA’s) current 6 
thinking on this topic.  It does not create or confer any rights for or on any person and does not operate to 7 
bind FDA or the public.  You can use an alternative approach if the approach satisfies the requirements of 8 
the applicable statutes and regulations. If you want to discuss an alternative approach, contact the FDA 9 
staff responsible for implementing this guidance.  If you cannot identify the appropriate FDA staff, call 10 
the appropriate number listed on the title page of this guidance.  11 
 12 

 13 
 14 
I. INTRODUCTION  15 
 16 
This guidance is intended to assist applicants preparing to submit to the Food and Drug 17 
Administration (FDA) amendments to abbreviated new drug applications (ANDAs) or prior 18 
approval supplements (PASs) under section 505(j) of the Federal Food, Drug, and Cosmetic Act 19 
(the FD&C Act),2 by explaining how the performance metric goals established as part of the 20 
Generic Drug User Fee Amendments of 2012 (GDUFA)3 apply to these submissions.  21 
Specifically, this guidance does the following:  22 
 23 

• Describes the Tier system for the different types of amendments 24 
• Explains how different types of amendments may affect the application’s original review 25 

dates   26 
• Explains FDA’s performance metric goals based on the different amendment Tiers 27 
• Explains the process for submitting amendments  28 
• Describes the request for reconsideration process for FDA classification decisions     29 

 30 
When finalized, this guidance will replace the December 2001 guidance for industry Major, 31 
Minor, and Telephone Amendments to Abbreviated New Drug Applications4 in consideration of 32 
the new amendment review Tier system and performance goals under GDUFA.   33 

                                                 
1 This guidance has been prepared by the Office of Generic Drugs in the Center for Drug Evaluation and Research 
(CDER) at FDA in cooperation with the Center for Biologics Evaluation and Research (CBER).  
2 See 21 U.S.C. 355(j). 
3 See also the draft guidance for industry ANDA Submissions — Prior Approval Supplements Under GDUFA.  When 
finalized, the guidance will represent the FDA’s current thinking on this topic.  Examples of amendments submitted 
to ANDAs in this guidance also apply to amendments to PASs.    
4 The guidances referenced in this document are available on the FDA Drugs guidance Web page at 
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm.  We update 
 

http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm
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 34 
FDA’s guidance documents, including this guidance, do not establish legally enforceable 35 
responsibilities.  Instead, guidances describe the Agency’s current thinking on a topic and should 36 
be viewed only as recommendations, unless specific regulatory or statutory requirements are 37 
cited.  The use of the word should in Agency guidances means that something is suggested or 38 
recommended, but not required.  39 
 40 
 41 
II. BACKGROUND 42 
 43 
On July 9, 2012, GDUFA was signed into law by the President.5  GDUFA is designed to speed 44 
the delivery of safe and effective generic drugs to the public and reduce costs to industry.  45 
GDUFA is based on an agreement negotiated by FDA and representatives of the generic drug 46 
industry to address a growing number of regulatory challenges.  GDUFA aims to put FDA’s 47 
generic drug program on a firm financial footing and ensure timely access to safe, high-quality, 48 
affordable generic drugs.  GDUFA enables FDA to assess user fees to fund critical and 49 
measurable enhancements to the performance of FDA’s generic drugs program and to bring 50 
greater predictability and timeliness to the review of generic drug applications.   51 
 52 
In accordance with a Commitment Letter6 that accompanied the legislation, FDA agreed to 53 
certain performance goals and procedures for the review of amendments submitted electronically 54 
to original ANDAs and PASs filed on or after October 1, 2014.  The performance goals do not 55 
apply to amendments submitted on or after October 1, 2014, if they amend original ANDAs or 56 
PASs submitted before October 1, 2014.   57 
 58 
For purposes of FDA’s performance goals, the Commitment Letter classified amendment types 59 
into Tiers, which have associated performance metric goals, some of which will extend the 60 
applications original review date.  Each Tier has corresponding performance metric goals, 61 
ranging from a 3-month review clock to no goal date, depending on the amendment’s 62 
classification.  The Tier system takes the following factors into consideration:  63 
  64 

• Whether an amendment is solicited or unsolicited  65 
• Whether it is major or minor  66 
• The number of amendments submitted to the ANDA or PAS  67 
• Whether an inspection is necessary to support the information contained in the 68 

amendment   69 
 70 

                                                                                                                                                             
guidances periodically.  To make sure you have the most recent version of a guidance, check the FDA Drugs 
guidance Web page.   
5 Public Law 112-144, Title III. 
6 GDUFA: Human Generic Drug Performance Goals and Procedures Fiscal Years 2013 through 2017 (Commitment 
Letter), available at http://www.fda.gov/downloads/ForIndustry/UserFees/GenericDrugUserFees/UCM282505.pdf.  

http://www.fda.gov/downloads/ForIndustry/UserFees/GenericDrugUserFees/UCM282505.pdf
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Performance metric goals establish predictability in FDA’s review process.  The Tier system 71 
creates strong incentives for applicants to submit high-quality original submissions.  Incomplete 72 
or poor-quality applications often result in multiple review cycles that extend or eliminate the 73 
review clock altogether.  For example, if an applicant must submit a second major amendment to 74 
an application, that application loses its review goal date.  Applicants are strongly encouraged to 75 
submit complete, high-quality original applications, making later amendments unnecessary. 76 
 77 
 78 
III. CATEGORIES OF GDUFA AMENDMENTS   79 
 80 
FDA’s performance goal obligations under GDUFA start when an amendment is submitted to 81 
FDA.  This is the date the amendment arrives in the appropriate FDA electronic portal.7  As 82 
described in the Commitment Letter, the performance goals identified in this guidance apply 83 
only to those amendments submitted to ANDAs that have been submitted in or after fiscal year 84 
(FY) 2015 (on or after October 1, 2014).   85 
 86 
Descriptions of major and minor in this guidance apply only to the classification of major and 87 
minor amendments and are distinguishable from other major or minor issues that may be 88 
identified by FDA staff (e.g., a filing deficiency that is identified after an ANDA is submitted by 89 
the applicant, but before it is received by FDA and assigned for review).  The following table 90 
highlights the three Tiers of solicited and unsolicited amendments with their respective 91 
performance review goals.  As indicated, amendments may add review time to the original 92 
ANDA review goal date, but in no case do amendments shorten the original goal dates.8   More 93 
specific definitions are provided in the sections following the table.  94 
  95 

 Solicited Amendment Goals Unsolicited Amendment Goals 
 

TIER 1 
 

1st Major: 10 months 
1st – 3rd Minor: 3 months* 
4th – 5th Minor: 6 months* 

Delaying action or otherwise would 
eventually be solicited: 3 months*  

 
TIER 2 

 
N/A Amendment not arising from “delaying 

action”: 12 months 

 
TIER 3 

 

≥ 2nd Major: No goal 
≥ 6th Minor: No goal N/A 

*10 months if inspection required 96 
                                                 
7 Commitment Letter at 16; see also the draft guidance for industry Providing Regulatory Submissions in Electronic 
Format — Receipt Dates (Feb. 2014).  These submissions are deemed to be submitted to FDA on the day when 
transmission to the electronic submission gateway is completed, except when the submission arrives on a weekend, 
Federal holiday, or a day when the FDA office that will review the submission is otherwise not open for business.  
In that case, the submission is deemed to be submitted on the next day when that office is open for business.  
8 Commitment Letter at 10. 
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  97 
 A. What Is a Solicited Amendment?  98 

 99 
A solicited amendment is a submission made by an applicant in response to a complete response 100 
letter (CR) issued by FDA.  After completing a technical review of an ANDA, FDA may issue a 101 
complete response (CR) letter identifying deficiencies from review disciplines and requesting 102 
certain information from the applicant to correct those deficiencies.  The applicant’s response to 103 
FDA’s CR letter is a solicited (nongratuitous) amendment.  Solicited amendments are classified 104 
as either Tier 1 or Tier 3. (See section IV of this guidance for the performance goals associated 105 
with the Tiers.)  Solicited amendments are classified as either a major amendment, a minor 106 
amendment, or an easily correctable deficiency (ECD). 107 

 108 
1. What is a major amendment? 109 

 110 
Major amendments contain a substantial amount of new data or new information not previously 111 
submitted to or reviewed by FDA, requiring, in FDA’s judgment, a substantial expenditure of 112 
FDA resources.  In general, the type, quantity, or complexity of data contained in a major 113 
amendment requires a lengthy review by FDA, and consults from other divisions or offices may 114 
be required to complete the review.  For example, a major amendment could contain a new 115 
analysis or a major reanalysis of studies previously submitted.  Examples of major amendments 116 
are those that contain a new batch, a new analytical method, a new bioequivalence study, or a 117 
new validation method to support approval of the pending application.   118 
 119 
The first solicited major amendment is classified as Tier 1; any solicited major amendment 120 
subsequent to the first is classified as Tier 3.  Appendix A of this guidance contains a 121 
nonexhaustive list of deficiencies, categorized by discipline, that are generally classified as major 122 
amendments.   123 
   124 

2. What is a minor amendment? 125 
 126 
FDA review of a minor amendment requires, in FDA’s judgment, fewer FDA resources than are 127 
necessary to review a major amendment, but more than are necessary to review the information 128 
submitted in response to an ECD.  An example of a minor amendment is a submission to address 129 
missing information that would not require new studies.  The first through fifth solicited minor 130 
amendment is classified as Tier 1; any solicited minor amendment subsequent to the fifth minor 131 
amendment is classified as Tier 3. Appendix B of this guidance contains a nonexhaustive list of 132 
deficiencies, categorized by discipline, that are generally classified as minor amendments. 133 
 134 

3. What is an easily correctable deficiency (ECD)? 135 
 136 
FDA review of information submitted in response to an ECD requires, in FDA’s judgment, a 137 
modest expenditure of FDA resources.  An applicant should be able to respond to an ECD 138 
quickly as the applicant should already possess or be able to quickly retrieve the information 139 
needed for an adequate response to an ECD.  ECDs routinely include requests for clarification of 140 
data already submitted, requests for postapproval commitments, or final resolution of technical 141 
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issues.  ECDs do not extend the current goal date.  Appendix C of this guidance contains a 142 
nonexhaustive list of deficiencies, categorized by discipline, that are generally classified as 143 
ECDs. 144 
 145 

 B. What Is an Unsolicited Amendment? 146 
 147 

An unsolicited (gratuitous) amendment is submitted on the applicant’s own initiative and not in 148 
response to FDA’s CR letter.  Unsolicited amendments are categorized as either delaying or 149 
nondelaying. All delaying unsolicited amendments are classified as Tier 1 amendments.9 All 150 
non-delaying unsolicited amendments are classified as Tier 2 amendments.   151 

 152 
1. What is a delaying amendment? 153 

 154 
Delaying amendments10 address actions by a third party that would cause delay or impede 155 
application review or approval timing and that were not a factor at the time of submission.11  156 
These kinds of amendments might contain information that FDA would otherwise ask for as a 157 
result of post ANDA submission reference listed drug (RLD) changes or changes to the drug 158 
master file (DMF).  For example, delaying amendments include applicant submissions to 159 
address:  160 
 161 

• Changes to the RLD’s labeling or updates to the United States Pharmacopeia (USP) 162 
monograph 163 

• Risk Evaluation and Mitigation Strategies (REMS) and REMS modifications  164 
• Generic approval requirements reflected in citizen petition responses issued by FDA12 165 

 166 
As stated in the Commitment Letter, FDA has broad discretion to determine what constitutes a 167 
delaying event caused by actions generally outside of the applicant’s control, taking into account 168 
facts and information supplied by the ANDA applicant.13  Unsolicited amendments that are in 169 
response to a delaying action or that FDA would eventually solicit are classified as Tier 1 170 
delaying amendments.14  Delaying amendments do not add to the count of major or minor 171 
amendments for the purpose of classification.   172 
 173 

                                                 
9 Commitment Letter at 10. 
10 The phrase delaying amendment refers to an amendment that is the result of a delaying action.  As explained in 
this guidance, the performance metric for a delaying amendment (3 months) is actually shorter than the metric for a 
nondelaying amendment (12 months).  These terms are used to reflect their use in the Commitment Letter.   
11 Commitment Letter at 10 and 14. 
12 For example, if a CP requests certain BE data be submitted to support an ANDA for a particular drug product and 
FDA grants that petition, an ANDA applicant may submit the BE data reflected in the CP response prior to FDA’s 
request of the data from the ANDA applicant.  Such amendment would be considered a Tier 1 delaying amendment. 
13 Commitment Letter at 10. 
14 Id. at 10. 
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2. What is a nondelaying amendment? 174 
 175 
Nondelaying amendments are unsolicited amendments that contain information that is not 176 
requested by FDA and is not the result of changes to the RLD or USP monograph, changes to the 177 
RLD labeling, a REMS and REMS modification, or generic approval requirements reflected in 178 
citizen petition responses issued by FDA.  Examples of nondelaying amendments include 179 
submission of new data to address an original incomplete data submission or new information 180 
such as the addition of a new strength of the product or a new manufacturing facility.  181 
Nondelaying amendments are classified as Tier 2 amendments.  182 
 183 

C. What Is an Administrative Amendment? 184 
 185 
Administrative amendments are routine in nature and do not require scientific review.  Requests 186 
for final approval with no scientific changes to the ANDA, patent amendments,15 and general 187 
correspondence submitted by applicants are generally considered administrative amendments.  188 
Administrative amendments do not affect the goal dates for the application and, as a result, are 189 
considered neither Tier 1, Tier 2, nor Tier 3 amendments.   190 
 191 
 192 
IV. GDUFA PERFORMANCE METRIC GOALS FOR AMENDMENT TIERS 193 
 194 

A. What Are Amendment Tiers? 195 
 196 
The Commitment Letter outlines the performance metrics for amendments.  As explained in the 197 
Commitment Letter, all amendment goal dates are incremental,16 and the time periods specified 198 
are calculated from the date of submission of the amendment.  Review time is added to the 199 
original ANDA review goal date, but in no case do amendments shorten the original goal dates.17  200 
Amendments are grouped as Tier 1, Tier 2, or Tier 3.  The Tier type determines how review 201 
goals apply to the amendments.18  202 
 203 

1. What is a Tier 1 amendment? 204 
 205 

                                                 
15 We note that certain information that may be submitted in a patent amendment may require further and more 
detailed review.  For example, additional review may be required if an ANDA applicant submits a patent 
amendment notifying FDA that it is not seeking approval for a method of use protected by patent or exclusivity by 
the RLD under section 505(j)(2)(A)(viii) of the FD&C Act.  When submitting a patent amendment, applicants 
should consider whether the submission contains any additional information that would be classified as a 
nondelaying Tier 2 amendment. 
16 The Commitment Letter uses the terms incremental and additive.  FDA interprets both terms as having the same 
meaning for purposes of determining goal dates. 
17 Commitment Letter at 10. 
18 Id. at 10-12. 
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Tier 1 amendments include the first solicited major amendment, the first five solicited minor 206 
amendments, and all delaying amendments.19  207 
 208 

2. What are the performance metric goals associated with Tier 1 amendments? 209 
 210 
FDA commits to reviewing and acting20 on a certain percentage of first major amendment 211 
submissions within a certain time period from the date of submission.21  The percentages and 212 
time periods vary by FY cohort depending on the fiscal year in which the original ANDA or PAS 213 
was submitted.  The GDUFA program is structured based on cohorts of submission dates 214 
corresponding to the 5 fiscal years to be covered in the program.  The year-3 cohort refers to the 215 
dates of submissions made electronically in FY 2015; the year-4 cohort refers to submissions 216 
made electronically in FY 2016; the year-5 cohort refers to submissions made electronically in 217 
FY 2017.22 218 
 219 

• FDA will review and act on 60% of first major amendment submissions within 10 220 
months from the date of submission for the year-3 cohort.  221 

• FDA will review and act on 75% of first major amendment submissions within 10 222 
months from the date of submission for the year-4 cohort. 223 

• FDA will review and act on 90% of first major amendment submissions within 10 224 
months from the date of submission for the year-5 cohort. 225 

 226 
Similarly, FDA commits to reviewing and acting on a certain percentage of minor amendment 227 
submissions within a certain time period from the date of submission.  The percentages and time 228 
periods vary by fiscal year and depend on the total count of amendments submitted to an 229 
application. 230 
 231 
 First Through Third Minor Amendment Submissions: 232 

• FDA will review and act on 60% of first through third minor amendment submissions 233 
within 3 months from the date of submission for the year-3 cohort. 234 

• FDA will review and act on 75% of first through third minor amendment submissions 235 
within 3 months from the date of submission for year-4 cohort. 236 

                                                 
19 As stated elsewhere in this document, delaying amendments are all unsolicited amendments indicated by applicant 
and agreed by FDA to be a result of either delaying actions or that would eventually be solicited. 
20 An action on a submission can be FDA issuing a CR letter, an approval letter, a tentative approval letter, or a 
refuse-to-receive action.  Commitment Letter at 14. 
21 Consistent with our interpretation of “from the date of” submission under the FD&C Act and our regulations, we 
interpret this language in the Commitment Letter to mean that calculation of the goal date starts on the receipt date 
of the submission (see footnote 9).  Also, according to the language in the Commitment Letter, we will calculate the 
goal date in months.  We note that this calculation differs from the calculation of goal dates agreed to under the 
Prescription Drug User Fee Act (“PDUFA”) as set forth in the PDUFA Commitment Letter, which contains different 
language from the language in the GDUFA Commitment Letter.  See PDUFA Commitment Letter, available at 
http://www.fda.gov/downloads/ForIndustry/UserFees/PrescriptionDrugUserFee/UCM270412.pdf. 
 
22 Commitment Letter at 14. 

http://www.fda.gov/downloads/ForIndustry/UserFees/PrescriptionDrugUserFee/UCM270412.pdf
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• FDA will review and act on 90% of first through third minor amendment submissions 237 
within 3 months from the date of submission for the year-5 cohort. 238 

  239 
 Fourth and Fifth Minor Amendment Submissions: 240 

• FDA will review and act on 60% of fourth through fifth minor amendment 241 
submissions within 6 months from the date of submission for the year-3 cohort. 242 

• FDA will review and act on 75% of fourth through fifth minor amendment 243 
submissions within 6 months from the date of submission for year-4 cohort. 244 

• FDA will review and act on 90% of fourth through fifth minor amendment 245 
submissions within 6 months from the date of submission for the year-5 cohort. 246 

  247 
 Exception: 248 

• Any Tier 1 amendment requiring an inspection has a 10-month metric. 249 
 250 
FDA’s goal for review of a delaying amendment is 3 months, unless the amendment raises issues 251 
for which an inspection may be required, in which case the goal is 10 months.   252 
 253 

3. What is a Tier 2 amendment? 254 
 255 
Tier 2 amendments include all unsolicited amendments that are not classified as Tier 1 delaying 256 
amendments.23 257 
 258 

4. What are the performance metric goals associated with Tier 2 amendments? 259 
 260 
FDA commits to reviewing and acting on a certain percentage of Tier 2 amendment submissions 261 
within a certain time period from the date of submission.  The percentages and time periods vary 262 
by FY cohort. 263 
 264 

• FDA will review and act on 60% of Tier 2 amendment submissions within 12 months 265 
from the date of submission for the year-3 cohort.  266 

• FDA will review and act on 75% of Tier 2 amendment submissions within 12 months 267 
from the date of submission for year-4 cohort.  268 

• FDA will review and act on 90% of Tier 2 amendment submissions within 12 months 269 
from the date of submission for the year-5 cohort.  270 

 271 
5. What is a Tier 3 amendment? 272 

 273 
Tier 3 amendments include all solicited major amendments subsequent to the first major 274 
amendment and all solicited minor amendments subsequent to the fifth minor amendment. 275 
 276 

6. What are the performance metric goals associated with Tier 3 amendments? 277 
 278 
                                                 
23 Id. at 10 and 14. 
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There are no GDUFA performance goals for Tier 3 amendments. 279 
 280 

B. How Are the Amendment Goals Applied? 281 
 282 
Performance metric goals are applied to the date of submission of the amendment; amendment 283 
goals may or may not change the original ANDA’s review goal date.24  Amendments submitted 284 
during the application review either extend or do not change the ANDA goal date.   285 
 286 

1. Which amendments are subject to the performance metric goals described in this 287 
guidance? 288 

 289 
The cohort year of the original ANDA or PAS determines the subsequent amendment’s 290 
performance metric goals.  Only ANDAs and PASs filed in cohort years 3 through 5 (FYs 2015, 291 
2016, and 2017) are assigned goal dates.  Accordingly, the amendment goal dates apply to only 292 
those applications filed in cohort years 3 through 5.  In other words, the amendment performance 293 
metric goals described in this guidance do not apply to an amendment submitted in FY 2015, 294 
2016, or 2017 if the original ANDA or PAS was submitted before FY 2015.   295 
 296 

Example:  An original application is filed on September 1, 2014.  On 297 
September 1, 2015, the applicant submits an unsolicited amendment to its pending 298 
application.  Neither the application nor the amendment has goal dates. 299 
 300 
Example:  An original application is filed on September 1, 2014.  On 301 
September 1, 2015, FDA issues a CR letter.  On March 1, 2016, the applicant 302 
submits a CR amendment to the application.  No goal date is assigned to this 303 
amendment.  304 

 305 
Performance metric goals apply only to amendments submitted electronically.25 306 
 307 

2. For purposes of applying the GDUFA performance metric goals, are cohort years 308 
assigned by date of submission of the ANDA or the most recent amendment to the 309 
ANDA? 310 

 311 
Cohort years are assigned by date of submission of the original ANDA.  Once an ANDA is 312 
submitted and designated a particular cohort year, the submission of a subsequent amendment 313 
does not change the cohort year.26  Any additional review times resulting from the submission of 314 
amendments may be added to the original goal date.  In no case, does the submission of an 315 
amendment shorten the goal date for that ANDA.   316 
 317 

                                                 
24 Id. at 10. 
25 Commitment Letter at 7. 
26 Id. at 10. 
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Because amendment performance goals are incremental and may extend the original goal date, 318 
and because submission of multiple amendments may result in a Tier 3 classification with no 319 
GDUFA metric goals, FDA strongly encourages applicants to submit complete applications, 320 
making later amendments unnecessary. 321 
 322 

3. When will an application lose its goal date? 323 
 324 
If an applicant submits an amendment and that amendment is classified as a Tier 3 amendment 325 
(e.g., the 2nd major amendment or 6th minor amendment), the ANDA will lose its goal date. 326 
 327 

Example:  In response to a CR letter, an applicant submits an amendment (CR 328 
amendment) that is classified as a Tier 1 solicited major amendment.  FDA 329 
reviews the amendment and, in a second CR letter, identifies major deficiencies 330 
that must be corrected before approval.  When the applicant submits a second 331 
major amendment in response to the second CR letter, the application loses its 332 
goal date. 333 
 334 
Example:  In response to a CR letter, an applicant submits an amendment that is 335 
classified as a Tier 1 solicited minor amendment.  FDA reviews the amendment 336 
and, in a second CR letter, identifies major deficiencies that must be corrected 337 
before the application may be approved.  The applicant submits a second CR 338 
amendment that is classified as a Tier 1 solicited major amendment.  FDA 339 
reviews the amendment and, in a third CR letter, identifies major deficiencies that 340 
remain uncorrected.  When the applicant submits the second major amendment in 341 
response to the third CR letter, the application loses its goal date. 342 

 343 
4. How are goal dates calculated when an amendment is submitted before a CR 344 

letter is issued? 345 
 346 
An amendment submitted before a CR letter is issued adjusts the goal date for the original 347 
application and is additive.  Subsequent amendments submitted before a CR letter is issued also 348 
adjust the goal date for the application and are additive.27  FDA has discretion to accept an 349 
unsolicited amendment submitted during the review cycle and adjust the goal date for the 350 
application. In the alternative, FDA may defer review of the unsolicited amendment, issue the 351 
CR letter, and review the unsolicited amendment when the applicant submits the CR amendment.  352 
If review of a Tier 2 unsolicited amendment is deferred, the goal date is adjusted to 12 months 353 
from the date of submission of the CR amendment.   354 
 355 

Example:  An unsolicited amendment with a 12-month review metric submitted 4 356 
months prior to the original goal date adds 8 months to the review clock. 357 
 358 

                                                 
27 Id. at 10. 
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Example:  A delaying amendment with a 3-month review metric submitted 4 359 
months prior to the original goal date does not alter the review clock. 360 
 361 
Example:  An unsolicited amendment with a 12-month review metric submitted 1 362 
month prior to the original goal date is deferred until after FDA issues the CR 363 
letter and the applicant submits the corresponding CR amendment.  The new goal 364 
date for the CR amendment and the unsolicited amendment is 12 months from the 365 
date of the CR amendment. 366 
 367 
Example:  A delaying amendment with a 3-month review metric is submitted 1 368 
month prior to the original goal date.  FDA adds 2 months to the review clock and 369 
reviews the delaying amendment before taking action on the application. 370 

 371 
5. How are goal dates calculated when an amendment is submitted in response to a 372 

CR letter? 373 
 374 
Generally, an amendment submitted after a CR letter is issued sets a new goal date for the 375 
application and subsequent amendments submitted after the CR letter is issued also adjust the 376 
goal date for the application and are additive.28   377 
 378 

Example:  A CR amendment is submitted in response to minor deficiencies 379 
identified in a CR letter.  It is the application’s second solicited minor 380 
amendment.  That amendment has a 3-month metric from the date of submission. 381 
 382 
Example:  An applicant submits a CR major amendment, which has a 10-month 383 
review metric.  In month 4 of FDA’s review of the major CR amendment, the 384 
applicant submits an unsolicited amendment; that amendment has a 12-month 385 
metric that is added to the date of submission, adding 6 months to the original 386 
goal date.   387 

 388 
6. What happens when there are multiple factors affecting the goal date 389 

calculation?  390 
 391 

If an amendment contains multiple elements, the longest goal date applies to the review goal.29    392 
 393 

7. How are goal dates calculated when an applicant submits an amendment to an 394 
original ANDA before the ANDA has been received? 395 

 396 
Amendments submitted during filing review of the ANDA are classified as Tier 2 unsolicited 397 
amendments.  If the ANDA is submitted in the year-3 or year-4 cohort30 and is received, review 398 

                                                 
28 Id. at 10. 
29 Commitment Letter at 10. 
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of the ANDA and the unsolicited amendment will have a 15-month goal date because the 399 
longest goal date applies (in this case, the goal date for the ANDA).  If the ANDA is submitted 400 
in the year-5 cohort and is received, review of the ANDA and the unsolicited amendment will 401 
have a 12-month goal date from the date of submission of the unsolicited amendment.   402 
 403 

Example:  An applicant submits an original ANDA on October 1, 2016 (year-5 404 
cohort).  On November 1, 2016, during filing review of the ANDA, the applicant 405 
submits an unsolicited amendment to the ANDA.  The goal date for that ANDA 406 
is adjusted from July 31, 2017 (10-month review metric for year-5 cohort 407 
ANDAs), to October 31, 2017, which is 12 months from the date of submission 408 
of the unsolicited amendment. 409 

 410 
8. How are goal dates calculated when an applicant submits an unsolicited 411 

amendment after a CR letter is issued but before the applicant responds to the CR 412 
letter? 413 

 414 
Review of any Tier 2 unsolicited amendments received in the period between FDA’s issuance of 415 
a CR letter and the applicant’s submission of its CR amendment is deferred until the CR 416 
amendment is received.  The application will be assigned a 12-month metric calculated from the 417 
date of submission of the CR amendment. 418 
 419 

Example:  An applicant receives a CR letter identifying several minor 420 
deficiencies.  Before submitting the CR amendment, the applicant submits an 421 
unsolicited non-delaying amendment.  FDA will defer review of the unsolicited 422 
non-delaying amendment until the applicant submits a CR amendment that 423 
responds to the deficiencies identified in the CR letter.  The CR amendment is  424 
considered the applicant’s second minor amendment and is subject to a 3-month 425 
review metric.  However, based on the unsolicited non-delaying amendment, the 426 
goal date is adjusted to 12 months calculated from the date of submission of the 427 
CR amendment, because the longest applicable goal date applies. 428 

 429 
9. How are goal dates calculated for amendments to tentatively approved 430 

applications? 431 
 432 
According to the Commitment Letter, a request for final approval is an example of an 433 
administrative amendment.31  If an applicant has made no changes to product or process since 434 
the tentative approval was granted, FDA would not need to dedicate a significant amount of 435 
resources to ensure the product is eligible for final approval and would not set a new goal date 436 

                                                                                                                                                             
30 As stated in the Commitment Letter at page 9:  FDA will review and act on 60%t of original ANDA submissions 
within 15 months from the date of submission for the year-3 cohort.  FDA will review and act on 75% of original 
ANDA submissions within 15 months from the date of submission of the year-4 cohort.  FDA will review and act on 
90% of original ANDA submissions within 10 months from the date of submission for the year-5 cohort. 
31 Commitment Letter at 10. 
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for review.  Most standard requests for final approval, in which few or no changes have been 437 
made to the application since the tentative approval, including acceptable compliance (good 438 
manufacturing practices (GMP)) status of applicable facilities, will be reviewed in approximately 439 
3 months.  However, if, in the time between tentative approval and the request for final approval, 440 
the applicant has made changes to product or process (i.e., change in validation procedures, 441 
change in manufacturing facilities), this information may warrant a more thorough review.  Thus, 442 
if an applicant with a tentatively approved application requests final approval, but includes 443 
information in the amendment that would cause the amendment to meet the definition of an 444 
unsolicited non-delaying amendment, FDA will consider the amendment to be both a request for 445 
final approval and an unsolicited non-delaying amendment, which would set a goal of 12 446 
months.  As explained in the Commitment Letter32 and question 6 of this section, the longest 447 
applicable review date will apply to amendments with multiple elements.  448 
 449 
OGD staff will review the content of the request for final approval to determine whether the 450 
submission is classified as an administrative amendment or as a Tier 2 unsolicited non-delaying 451 
amendment.  If the amendment is classified as a Tier 2 unsolicited non-delaying amendment, 452 
OGD will act upon the amendment within 12 months from receipt.    453 
 454 

Example:  An applicant was granted tentative approval to an original application 455 
submitted after October 1, 2014, and submits on August 1, 2017, a request for 456 
final approval that identifies a change in the manufacturing facility. FDA will 457 
have until July 31, 2018, to review the request for final approval. 458 
 459 
Example:  An applicant was granted tentative approval to an original application 460 
submitted after October 1, 2014, and submits on August 1, 2017, a request for 461 
final approval that includes a Tier 1 delaying amendment (e.g., RLD labeling 462 
update).  FDA will have until October 31, 2017, to review the delaying 463 
amendment and the request for final approval. 464 

 465 
10. If my application qualifies for expedited review, what is the impact of that 466 

expedited status on the GDUFA metric goals for any subsequent amendments? 467 
 468 
As stated in the Commitment Letter, certain submissions may be granted expedited review.  469 
Amendments to expedited applications are subject to GDUFA performance metric goals in the 470 
same way as amendments to nonexpedited applications.  If a submission has been granted 471 
expedited status, review may be completed before the applicable GDUFA goal date.      472 
 473 

11. Under what circumstances can FDA change the classification of an applicant’s 474 
CR amendment? 475 

 476 
The type, quantity, or complexity of data submitted in an amendment may prompt a change in 477 
classification of the amendment to ensure appropriate allocation of FDA resources for review.  478 

                                                 
32 Commitment Letter at 10. 



Contains Nonbinding Recommendations 
Draft — Not for Implementation 

 

 14 

All initial classifications and changes to classifications will be made at FDA’s discretion.  A CR 479 
letter will advise the applicant whether the CR amendment will be classified as a major or minor 480 
amendment.  However, if the applicant submits a CR amendment that contains additional 481 
information or data beyond what was identified in the CR letter as necessary to correct the 482 
deficiency or deficiencies identified in the CR letter, FDA will change the classification of the 483 
amendment from a Tier 1 solicited major or minor amendment to a Tier 2 unsolicited 484 
amendment.     485 
 486 

Example:  An applicant receives a CR letter identifying certain deficiencies in an 487 
application.  The CR letter states that the CR amendment will be considered a 488 
minor amendment with a 3-month review metric (Tier 1).  The applicant submits 489 
an amendment and identifies it as a minor CR amendment.  However, in lieu of 490 
correcting a deficiency using the strength of the drug product that is the subject of 491 
the application, the applicant elects to use a new strength.  Data supporting the 492 
new strength are included in the CR amendment.  FDA changes the classification 493 
of this amendment from Tier 1 minor amendment to a Tier 2 unsolicited 494 
amendment with a 12-month review metric. 495 

 496 
FDA’s reclassification of a minor or major CR amendment to an unsolicited amendment will not 497 
affect the amendment count that would have applied to the amendment if the sponsor had not 498 
submitted additional information.  For example, if the CR letter advises a sponsor that the 499 
responsive amendment will be classified as a minor amendment, and the sponsor submits an 500 
amendment with additional elements that FDA reclassifies as a Tier 2 unsolicited amendment, 501 
the amendment will still count toward the sponsor’s total minor amendment count.  502 
 503 

12. Under what circumstances can FDA change the classification of an applicant’s 504 
ECD response? 505 

 506 
If a response to an ECD is not provided within 10 business days from the request, FDA may 507 
reissue the ECD as a minor deficiency in the CR letter upon completion of the current review 508 
cycle.  Furthermore, if the response to an ECD was filed within 10 business days but contains 509 
information requiring more extensive review than is typically required of ECDs, the amendment 510 
will be classified as a minor amendment and the goal date adjusted accordingly. 511 
 512 

Example:  An applicant fails to submit their ECD response within 10 business 513 
days from the request.  In its discretion, FDA may defer review of the submission 514 
and add the request as a minor amendment to the next CR letter. 515 
 516 
Example:  An applicant submits a response to the ECD and that submission 517 
contains unsolicited information. FDA will change the classification of the ECD 518 
response to a Tier 2 unsolicited non-delaying amendment subject to a 12-month 519 
metric, calculated from the date of the newly classified submission. 520 
 521 
Example:  An applicant submits a response to an ECD within 10 business days 522 
from the request.  The submission directly responds to the ECD request but does 523 
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so with information requiring a more extensive review than is typically required 524 
of ECDs.  FDA may change the classification of the submission to a minor 525 
amendment and set the appropriate goal date based on the amendment count. 526 

  527 
13. If an applicant provides a minor CR amendment in response to a CR letter within 528 

10 business days, can FDA classify the submission as an ECD? 529 
 530 
As stated earlier, whether a submission is classified as a minor amendment or an ECD depends 531 
on the extensiveness of FDA resources required to review the submission.  Appendix B provides 532 
examples of deficiencies listed by discipline that would generally result in a minor amendment.  533 
The information or data necessary to correct these deficiencies require more FDA resources to 534 
review than an ECD, so the classification as a minor amendment will not change.  We also note 535 
that a solicited amendment in response to a CR letter sets a new goal date for that application.  536 
Submission of an ECD would not set or adjust the goal date for an application, and in no case 537 
can the submission of an amendment shorten the goal date. 538 
 539 

Example:  An applicant receives a CR letter noting minor deficiencies that must 540 
be addressed.  Within 10 business days of receipt of the CR letter, the applicant 541 
submits a CR amendment and requests that the submission be classified as an 542 
ECD.  Because the CR amendment was classified as a minor amendment in 543 
consideration of the FDA resources required to review the submission, FDA will 544 
not change the classification of the minor CR amendment.33    545 

 546 
14. What process will FDA use when changing the classification of amendments? 547 

 548 
The decision to change the classification of an amendment will be made by the regulatory project 549 
manager (RPM) and the ANDA review team in consultation with the appropriate division 550 
director.  Notification of a change in classification will be provided in writing as soon as is 551 
practicable after FDA determines that the change is appropriate.  Reconsideration of a decision 552 
to change the classification of an amendment may be requested using the process described in 553 
section VI of this guidance. 554 
 555 

15. How will FDA handle amendments to applications that are of overall poor quality 556 
and amendments of overall poor quality? 557 

 558 
As stated earlier, an amendment responding to multiple deficiencies that, in the aggregate, 559 
requires a substantial expenditure of FDA resources to review will be classified as a solicited 560 
major amendment.  Such classification will occur if an application is of such overall poor quality 561 
that a substantive review cannot be performed with the information or data provided — and the 562 
                                                 
33 In this guidance, FDA describes the process for requesting reconsideration of amendment classification.  
Applicants can only request reconsideration of a major amendment.  It is not possible to change the classification of 
a minor amendment to an ECD because an ECD is not part of the amendment Tier structure under GDUFA and, 
furthermore, because the review cycle has been closed by FDA by taking the action of issuing the complete response 
letter.    
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type, quantity, or complexity of the information or data required to correct the identified 563 
deficiencies will require extensive review by FDA. Similarly, if an applicant’s amendment 564 
responding to minor deficiencies is so poorly crafted that substantive review will require, in 565 
FDA’s judgment, a greater expenditure of resources than is traditionally required for review of a 566 
minor amendment, FDA will change the classification of the amendment from minor to major.   567 
 568 
FDA may, in its discretion, decide not to change the classification of a minor amendment of 569 
overall poor quality if the minor amendment causes the application to lose its goal date.   570 
 571 

Example:  An applicant receives a CR letter from FDA identifying multiple 572 
deficiencies in the application.  Although each deficiency, by itself, may not 573 
require a substantial expenditure of FDA resources to review, the application is of 574 
such overall poor quality that FDA determines that review of the CR amendment 575 
will require extensive FDA resources.  Assuming this will be the applicant’s first 576 
major amendment, FDA classifies this CR amendment as a Tier 1 solicited major 577 
amendment with a 10-month review metric. 578 

 579 
Example:  An applicant receives a CR letter from FDA indicating that the 580 
amendment should be classified as a minor amendment.  Upon review of the CR 581 
amendment, FDA finds that the submission is poorly organized, difficult to 582 
navigate, and with data not clearly presented.  FDA determines that review of this 583 
submission will require a significant expenditure of FDA resources.  FDA will 584 
change the classification of the CR amendment from minor to major and notify 585 
the applicant of the change in classification and goal date. 586 

 587 
Example:  An applicant submits the 6th minor amendment to its original ANDA. Upon 588 
review, FDA determines that the amendment is such overall poor quality, that FDA 589 
would normally change the classification to a major amendment.  FDA will not change 590 
the classification to a major amendment because the application has already lost its goal 591 
date. 592 

 593 
16. Which submission types are excepted from the amendment/Tier classification 594 

system? 595 
 596 
Because positron emission tomography (PET) applications are not subject to the fee collecting 597 
provisions of GDUFA,34 the Tier review classifications and performance metric goals do not 598 
apply to amendments submitted to PET applications.  Similarly, the performance metric goals do 599 
not apply to changes being effected (CBE) supplements, which do not require the payment of a 600 
fee under GDUFA. 601 
 602 

17. How will FDA determine if an inspection is necessary? 603 
 604 

                                                 
34 FD&C Act at section 744B(l) (21 U.S.C. 379j–42(l)).   
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If an applicant submits a Tier 1 amendment that includes information on a new facility or a 605 
facility that is being used for a new purpose, the amendment will be assigned a 10-month metric 606 
to allow time for an inspection.  If an applicant submits a Tier 2 amendment that includes 607 
information on a new facility or a facility that is being used for a new purpose, the amendment 608 
will be assigned a 12-month metric, as the longest goal date applies. 609 
 610 

Example:  An applicant submits its first minor (Tier 1) amendment in response to 611 
a CR letter (3-month goal) but the manufacturing site requires an inspection (10-612 
month goal).  The amendment will have a 10-month review metric. 613 
 614 
Example:  An applicant submits a Tier 1 solicited minor amendment.  However, 615 
in response to the CR letter, the CR amendment contains information on a facility 616 
that is being used for a new packaging line.  If the facility requires an inspection, 617 
a 10-month review metric will be assigned.  618 
 619 
Example:  An applicant submits a Tier 2 nondelaying amendment that contains 620 
information on a new manufacturing site.  The amendment will have a 12-month 621 
review metric. 622 

 623 
 624 
V. SUBMISSION OF AMENDMENTS 625 
 626 
Any amendment to an original ANDA should identify on the first page of the submission that it 627 
is an amendment.  To facilitate processing, FDA recommends that the applicant provide the 628 
following information on the first page of the submission:  629 
 630 

1. A statement indicating whether the amendment is solicited or unsolicited 631 
2. The amendment classification as identified in the CR letter or as proposed by the 632 

applicant based on the criteria provided in this guidance (major amendment, minor 633 
amendment, administrative amendment, delaying, or nondelaying) 634 

3. The Tier classification (Tier 1, Tier 2, or Tier 3) 635 
4. A statement indicating whether the amendment contains any manufacturing or 636 

facilities changes 637 
5. A list of the specific review disciplines to review the amendment (Chemistry, 638 

Labeling, DMF, Bioequivalence, Microbiology, or Clinical) and the corresponding 639 
amendment Tier (Tier 1 solicited amendment or Tier 2 unsolicited amendment) for 640 
each component 641 

6. If expedited review is requested, the statement, Expedited Review Request should be 642 
placed prominently at the top of the submission. The submission should include a 643 
basis for the expedited review request. 644 

 645 
 646 
VI. RECONSIDERATION OF AMENDMENT CLASSIFICATION 647 
 648 
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An applicant may request reconsideration of FDA’s amendment classification.  If an applicant is 649 
requesting reconsideration of a CR amendment, the applicant will submit a written request for a 650 
post-CR-letter meeting35 within 10 business days from issuance of the CR letter.  The request 651 
should be sent to the application with a copy to the RPM.  The applicant should clearly state in 652 
the meeting request that it is seeking a reconsideration.  Before the meeting, the applicant will be 653 
asked to submit meeting materials.  The materials should contain information adequate to explain 654 
the nature of the request, including the following: 655 
 656 

1. A comprehensive statement of why FDA should reconsider the classification 657 
2. A statement identifying the division or office that issued the original decision 658 
3. A list of documents previously submitted to FDA that are deemed necessary for 659 

resolution  660 
4. The name, title, and contact information (i.e., mailing address, email address, 661 

telephone number, and fax number) for the applicant contact for the request 662 
 663 

The division will issue a decision about the request for reconsideration and notify the applicant 664 
of the decision within 10 business days from the date of the meeting.  If the division grants the 665 
request for reconsideration after the amendment has been submitted and a review is pending, the 666 
change in classification will not alter the goal dates assigned to the amended application.  667 
However, the application’s amendment count will be adjusted.  If the amendment has not yet 668 
been submitted, the amendment will be assigned the revised classification and corresponding 669 
goal date.  The applicant’s CR amendment should clearly identify the new classification and 670 
state that the amendment classification was changed by the division.   671 
 672 
If an applicant wishes to request reconsideration of a change in classification that occurred 673 
after submission of the applicant’s CR amendment, the applicant should submit a request for 674 
reconsideration within 10 business days from issuance of the goal letter.  The applicant should 675 
submit a written request for reconsideration to the application and a copy to the RPM.  The 676 
request should contain information adequate to explain the nature of the dispute, as described 677 
above.  The division will review the information submitted by the applicant and determine 678 
whether the request for reconsideration will be granted or denied.  The division will notify the 679 
applicant of the decision within 10 business days from the date the request for reconsideration 680 
was received.  If rendered, a change in classification will not alter the goal dates assigned to the 681 
amended application.  However, the application’s amendment count will be adjusted. 682 
 683 
All reconsideration decisions will be made by the discipline’s division director.  If an applicant 684 
disagrees with the outcome of the reconsideration, the applicant may initiate a formal appeal.36  685 
Any applicant seeking an appeal above the division level should first seek reconsideration at the 686 
division level (21 CFR 314.103).     687 
                                                 
35 The post-CR letter meeting and any meeting held to discuss a request for reconsideration will generally be a 
teleconference.  
36 The process for appeals above the division level is outlined in the draft guidance for industry Formal Dispute 
Resolution:  Appeals Above the Division Level.  Once finalized, this guidance will represent FDA’s perspective on 
the issue.   
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APPENDIX A — EXAMPLES OF MAJOR AMENDMENTS 688 
 689 

1. Type II Drug Master File (DMF) 690 
 691 

• Identity of the active pharmaceutical ingredient (API) and/or equivalence 692 
to the reference listed drug (RLD) are not established 693 

• Starting material is inappropriate 694 
• Unqualified impurity if toxicology studies are required to qualify 695 
• New analytical methods are needed because method is not stability 696 

indicating, fails to adequately resolve analytes, or is not sensitive enough 697 
for its intended purpose, and significant method changes are necessary 698 

• Sterility assurance or adventitious agent removal studies are not provided 699 
when required (see list for 5. Microbiology) 700 

• Reference is made to a secondary DMF that is not submitted or not in 701 
active status 702 

 703 
2. Chemistry 704 
 705 

• Unqualified impurity levels if toxicology studies are required to qualify 706 
• New source of API is needed 707 
• New site of the finished dosage form (FDF) manufacture is needed 708 
• Unacceptable physical properties 709 
• Need for full-term stability to establish expiration dating because of failing 710 

accelerated and intermediate data 711 
• New packaging system is needed when system is not properly delivering 712 

the proper dose 713 
• New analytical methods are needed because method is not stability 714 

indicating or is not sensitive enough, and significant method changes are 715 
necessary 716 

• Critical quality attributes are not identified or controlled 717 
• Environmental assessment is not provided for plant-derived products 718 
• Uncorrected DMF deficiencies 719 

 720 
3. Bioequivalence 721 

 722 
• Request for additional validation data (i.e., cross-validation of accuracy and 723 

precision in the presence of different anticoagulants) 724 
• Justification for Office of Scientific Investigations (OSI) findings 725 
• Questions concerning exclusion of subjects 726 
• Request for repeating bioequivalence (BE) study(ies) 727 
• Request for reintegration of chromatograms 728 
• Request for reanalysis of samples 729 
• Request for physicochemical data for ophthalmic products, oral solutions, 730 

injections, etc. 731 
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• Request for toxicological data 732 
 733 

4. Clinical 734 
 735 

• The skin irritation, sensitization, and adhesion study for a proposed transdermal 736 
product showed that the proposed product was statistically significantly less 737 
adhesive than the reference product and/or failed to show that the proposed product 738 
is no more irritating than the RLD 739 

• The clinical endpoint BE study did not demonstrate bioequivalence of the test and 740 
reference products 741 

• The clinical endpoint BE study is unacceptable due to incorrect endpoint selection 742 
and/or study population 743 

• The clinical endpoint BE study did not demonstrate superiority of the test and 744 
reference products over placebo 745 

• There is inadequate information provided to ensure the safety of the product in 746 
normal clinical use 747 

• There is inadequate information provided to support that the safety of the proposed 748 
formulation would not differ from that of the reference product 749 

• The surrogate endpoint (or measurement scale/questionnaire) is not generally 750 
recognized as a validated measure for the indication 751 

• The study data are not acceptable due to the concern of data integrity 752 
 753 

5. Microbiology 754 
 755 

• For terminally sterilized drug products, one or more of the following were not 756 
provided or not adequate: 757 

o Validation of production terminal sterilization process 758 
o Validation of depyrogenation of product containers and closures 759 
o Validation of container closure package integrity 760 

• For aseptically filled drug products, one or more of the following were not provided 761 
or not adequate: 762 

o Validation of the sterilizing grade filters (bacterial retention studies) 763 
o Validation of the sterilization of sterile bulk drug or product contact 764 

equipment, components, containers, and closures 765 
o Validation of the depyrogenation of product containers and closures  766 
o Validation of the aseptic filling process/line/room (media fills/process 767 

simulations)  768 
o Validation of container-closure package integrity 769 

• For terminally sterilized or aseptically filled drug products 770 
o Relaxing an acceptance criterion or deleting any part of a specification 771 

 772 
773 
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APPENDIX B — EXAMPLES OF MINOR AMENDMENTS 774 
 775 

1. Type II Drug Master File (DMF) 776 
 777 

• Additional stability data needed 778 
• Additional in-process controls needed 779 
• Additional or tightened specifications needed for release or stability 780 
• Method validation or verification report needed 781 

 782 
2. Chemistry 783 

 784 
• First cycle DMF deficiencies 785 
• Modifications to a validated analytical method to improve performance 786 
• Supporting information needed for qualification of impurity levels, excluding new 787 

studies 788 
• Additional or enhanced in-process controls needed for the manufacturing 789 

process 790 
• Particle size distributions need to be established for drug substance, 791 

excipients and/or granulations 792 
• Additional clarification required for scale-up planning or demonstration of 793 

product/process understanding 794 
• Additional information regarding unexpected trends observed during 795 

stability studies not linked to formulation or container/closure systems 796 
• Modifications to the container/closure system to increase protection from 797 

light, water or oxidation not requiring the submission of additional studies 798 
 799 

3. Bioequivalence 800 
 801 

• Deficiencies that are not classified as major or ECDs will be classified as minor BE 802 
deficiencies 803 

 804 
4. Clinical 805 

 806 
• Deficiencies that are not classified as major or ECDs will be classified as minor 807 

clinical deficiencies 808 
 809 

5. Microbiology 810 
 811 

• Incomplete or missing information in an existing study that is not classified as 812 
major or ECD will be classified as minor microbiology deficiencies 813 

 814 
6.  Labeling 815 

 816 
• Deficiencies that are not classified as major or ECD will be classified as minor 817 
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labeling deficiencies 818 
819 
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APPENDIX C — EXAMPLES OF EASILY CORRECTABLE DEFICIENCIES 820 
 821 

1. Type II Drug Master File (DMF) 822 
 823 

• Missing data points that applicant is likely to have 824 
• Inconsistencies in different sections of the application 825 
• Missing some details in the analytical method 826 

 827 
2. Chemistry 828 

 829 
• Request for a postapproval commitment (e.g., submission of data acquired during 830 

manufacture of the first three commercial batches) 831 
• Missing data points that applicant is likely to have 832 
• Inconsistencies in different sections of the application 833 
• Missing some details in the analytical method 834 
 835 

3. Bioequivalence 836 
 837 

• Data given in wrong format 838 
• Missing information and data 839 

o Long-term stability studies 840 
o Potency assay 841 
o Formulations 842 
o Content uniformity  843 

• Deficiencies already identified by the office as ECDs 844 
o Clarification of data already submitted  845 
o Request for a postapproval commitment 846 
o Final resolution of technical issues such as finalization of specifications 847 

• Requests for any of the following: 848 
o Analytical and/or clinical study reports for failed or pilot studies 849 
o Analytical run data, chromatograms, etc. 850 
o Case report forms  851 
o Analytical/Clinical site information such as addresses 852 
o Fed meal description 853 
o Components and composition of certain inks, capsule shells, etc. 854 

 855 
4. Clinical 856 

 857 
• Any request for clarification (including clarification of statistical tables or 858 

assumptions) 859 
• Any missing information (clinical and statistical) that the firm would be able to 860 

collect and submit within 10 business days 861 
 862 

5. Microbiology 863 
 864 



Contains Nonbinding Recommendations 
Draft — Not for Implementation 

 

 24 

• Clarification on typos or conflicting statements or information 865 
• Misplaced information 866 
• Missing Letters of Authorization (LOAs) 867 

 868 
6. Labeling 869 

 870 
• Drug product strengths inadequately differentiated on labels and labeling 871 
• Patent/exclusivity expiring before approval of the ANDA requiring the ANDA to 872 

update labeling 873 
• Incorrect established name used in the labeling 874 

 875 
 876 

 877 
 878 

879 
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APPENDIX D — AMENDMENTS FLOW CHART 880 
 881 

Amendment 

Solicited Administrative Unsolicited

Major

Minor

or

ECD

or

10 month goal 
date

No goal date

No impact on 
goal date

Delaying

Non-Delaying

or

12 month goal 
date

No impact on 
goal date

1st Major  
(Tier 1)

≥2nd Major
(Tier 3)

1st – 3rd Minor
(Tier 1)

1st – 3rd Minor 
with 

Inspection
(Tier 1)

4th – 5th Minor
(Tier 1)

4th – 5th Minor 
with 

Inspection
(Tier 1)

≥6th Minor
(Tier 3)

3 month goal 
date

10 month goal 
date

6 month goal 
date

10 month goal 
date

No goal date

No inspection 
(Tier 1)

With 
Inspection 

(Tier 1)

3 month goal 
date

10 month goal 
date

(Tier 2)
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