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Commissioner’s Report

| am pleased to present to Congress the Food and Drug Administration’s (FDA’s or Agency’s)
fiscal year (FY) 2021 Prescription Drug User Fee Act (PDUFA) performance report. This report
marks the 29t year of PDUFA and the fourth year of PDUFA VI (which covers FY 2018 through
FY 2022).

This report presents updated data on FDA’s progress in meeting FY 2020 performance goals,
preliminary data on FDA’s progress in meeting FY 2021 review performance goals, and data on
other commitments under PDUFA VI as of September 30, 2021.

FY 2021 turned out to be another unique year, with additional unforeseen challenges and
obstacles due to the continuing COVID-19 pandemic. In FY 2021, despite the sustained high
workload, the increased use of expedited programs, the development and review of new
therapeutics and vaccines to address the public health emergency, and the challenges of
managing a remote workforce, FDA rose to the challenge and maintained its high level of
performance in meeting PDUFA goals and initiatives.

FDA continues its longstanding commitment to meeting all PDUF A performance goals related to
human drug review. In FY 2021, the Agency continued to engage in increased efforts to recruit
and hire new talent for the human drug review program to better enable FDA to meet increasing
demands on the program. Moving forward into FY 2022, FDA will continue to enhance the
program’s staffing and strengthen efforts to improve the program’s performance while
maintaining a focus on ensuring that safe, effective, and high-quality new drugs and biological
products are reviewed in an efficient and predictable time frame.

Janet Woodcock, M.D.
Acting Commissioner of Food and Drugs

FY 2021 PDUFA Performance Report



Acronyms

ADaM — Analysis Data Model

ARIA - Active Risk Identification and Analysis

BEST - Biologics Effectiveness and Safety Initiative
BLA — Biologics License Application

BQP — Biomarkers Qualification Program

BT — Breakthrough Therapy

CBER - Center for Biologics Evaluation and Research
CDER - Center for Drug Evaluation and Research
CDISC - Clinical Data Interchange Standards Consortium
CDRH - Center for Devices and Radiological Health
CID — Complex Innovative Design

COA — Clinical Outcome Assessment

DDT — Drug Development Tool

EHR — Electronic Health Record

EOP — End of Phase

ESG - Electronic Submissions Gateway

ETASU - Elements to Assure Safe Use

FDA — Food and Drug Administration

FD&C Act — Federal Food, Drug, and Cosmetic Act
FDARA - FDA Reauthorization Act of 2017

FTE - Full-Time Equivalent

FY — Fiscal Year (October 1 to September 30)
IMEDS - Innovation in Medical Evidence Development and Surveillance
IND — Investigational New Drug

ISTAND - Innovative Science and Technology Approaches for New Drugs
IT — Information Technology

LIST - Lifecycle Safety Tool

MAPP — Manual of Policies and Procedures

MIDD — Model-Informed Drug Development

NDA — New Drug Application

NISS — Newly Identified Safety Signal
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NME — New Molecular Entity

OC - Office of the Commissioner

OND - Office of New Drugs

ORA - Office of Regulatory Affairs

PDUFA — Prescription Drug User Fee Act
PFDD - Patient-focused Drug Development
RDT — Rare Diseases Team

REMS - Risk Evaluation and Mitigation Strategy
RMAT - Regenerative Medicine Advanced Therapies
RWD — Real-World Data

RWE — Real-World Evidence
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Executive Summary

The Prescription Drug User Fee Act (PDUFA) was enacted in 1992 and authorized the Food
and Drug Administration (FDA or Agency) to collect user fees from pharmaceutical and
biotechnology companies for the review of certain human drug and biological products. In
return, FDA committed to certain review performance goals, procedural and processing goals,
and other commitments that are part of the Agency’s agreement with the regulated industry.

PDUFA has been reauthorized by Congress every 5 years. The fifth reauthorization (known as
PDUFAVI) occurred on August 18, 2017, when the President signed into law the FDA
Reauthorization Act of 2017. As directed by Congress, FDA developed proposed
enhancements for PDUFA VI in consultation with drug industry representatives, patient and
consumer advocates, health care professionals, and other public stakeholders. These
discussions led to the current set of performance goals for the fiscal year (FY) 2018 to FY 2022
period, detailed in a document commonly known as the PDUFA VI Commitment Letter."

This report summarizes FDA’s performance results in meeting PDUFA goals and commitments
for FY 2020 and FY 2021. Specifically, this report updates performance data for submissions
received in FY 2020 (initially reported in the FY 2020 PDUFA Performance Report)? and
presents preliminary dataon FDA’s progress in meeting FY 2021 goals. Updates on FDA'’s
accomplishments related to additional PDUFA VI commitments for FY 2021 and historical
review trend data are also included. Appendices include details of review cycle data on all
original new drug applications and biologics license applications (BLAs) approved during FY
2021, the number and characteristics of applications filed by review division, and definitions of
key terms used in this report. In addition, descriptions of the various submission types are
included on page 4 of this report.

The estimated? median approval times for priority NDAs and BLAs received in FY 2020
remained the same compared to the estimated median approval times for priority NDAs and
BLAs received in FY 2019. The preliminary data show that the percentage of priority and
standard applications filed in FY 2020 and approved during the first review cycle were 81
percent and 53 percent, respectively.

Achievementsin FY 2021

In March 2020, FDA experienced the unexpected onset of a public health emergency, the
impact of which continued throughout the following fiscal year. The COVID-19 pandemic
resulted in a shift to 100 percent virtual work for the majority of the Agency’s staff, and this shift
continued throughout FY 2021.

" www.fda.gov/media/99140/download.

2 www.fda.gov/about-fda/user-fee-p erforman ce-reports/p dufa-p erformance-reports.

3 The median approval timeis estimated because an application can receive an approval after multiple review cycles,
thus impacting the median approval time for all applicationsin agiven receiptcohort. Some applications may be
approved several years after their original receipt.
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In FY 2021, the Agency continued to appropriately shift its limited resources to prioritize work
focused on addressing the pandemic. In fact, the increased workload the Agency experienced
in FY 2020 was sustained throughout FY 2021. However,in FY 2021, FDA not only met most
of the review performance goals but also exceeded some goals. For example, 100 percent of
current performance goals were achieved for Original Priority new medical entities (NMEs) and
BLAs and Original Standard NMEs and BLAs.

Review Performance Results

The FY 2020 cohort had a workload of 3,429 goal closing actions. FDA met or exceeded the 90
percent performance level for 10 of the 12 review performance goals for FY 2020.

For the FY 2021 cohort, FDA had completed 2,055 actions as of September 30, 2021. FDAis
currently meeting or exceeding 9 of the 12 review performance goals for FY 2021. With 1,466
submissions under review and still within the PDUFA goal date, FDA has the potential to meet
or exceed 10 of the 12 review performance goals for FY 2021.

Procedural and Processing Performance Results

For the FY 2020 cohort, FDA’s workload for activities related to procedural and processing
goals and commitments (i.e., meeting management, procedural responses, and procedural
notifications) totaled 11,920 actions. FDA met or exceeded the performance level for 8 of the
20 procedural and processing goals for FY 2020.

For the FY 2021 cohort, FDA is currently meeting or exceeding 9 of the 20 procedural and
processing goals. With 1,269 submissions under review and still within the PDUFA goal date,
FDA has the potential to meet or exceed 9 of the 20 procedural and processing goal
commitments for FY 2021.

Additional PDUFA VI Commitments

During FY 2021, FDA made significant progress implementing other important PDUFA VI
commitments, including enhancing patient input and benefit-risk assessments in regulatory
decision-making, enhancing regulatory science, exploring the use of real-world evidence,
enhancing regulatory decision tools to support drug developmentand review, enhancing and
modernizing FDA’s drug safety system, and improving the efficiency of human drug review
through the required electronic submission and standardization of electronic drug application
data. These achievements, as well as information about FDA'’s information technology
accomplishments, are included in this report.

To highlight just a few of these achievements, there were a number of important PDUFA
commitments completed in FY 2021, including the following:
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o The PDUFAVI IND Communications Assessment and its associated public workshop
were completed, and best practices identified by the assessment were applied as
relevant.

e FDA'srare disease programs engaged in numerous internal and external educational
and collaborative activities to advance the development of medical products for rare
diseases.

e Guidance documents were published on the use of real-world data and benefit-risk
assessments for new drug review.

e Workshops or public meetings were held on Model Informed Drug Development, the use
of Sentinel (FDA’s medical product safety surveillance system), and financial
transparency and efficiency.
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Introduction

On August 18, 2017, the President signed the FDA Reauthorization Act of 2017 (FDARA) into
law, which included the fifth reauthorization of the Prescription Drug User Fee Act (PDUFA) for
fiscal year (FY) 2018 through FY 2022, known as PDUFA VI. PDUFA VI continues to provide
the Food and Drug Administration (FDA or Agency) with a consistent source of funding to help
maintain a predictable and efficientreview process for human drugs and biological products. In
commitments tied to this funding, FDA agreed to certain review performance goals, such as
reviewing and acting on new drug application (NDA) and biologics license application (BLA)
submissions within predictable time frames.

Since the enactment of PDUFA in 1992, FDA has used PDUFA resources to significantly
reduce the time needed to evaluate new drugs and biological products without compromising its
rigorous standards for ademonstration of safety, efficacy, and quality of these products before
approval. The efficiency gains under PDUFA have revolutionized the drug review process in the
United States and enabled FDA to ensure more timely access to innovative and important new
therapies for patients.

More information on the history of PDUFA is available on FDA’s website.*

Information Presented in This Report

This report presents PDUFA performance and workload information for two different types of
goals: (1) the review of applications and other submissions pertaining to human drugs and
biological products and (2) meeting management and other procedural goals related to
responses and notifications in the human drug review process. PDUFA workload information
for these goals is included in the tables that follow. Significant components of the PDUFA
workload (such as reviews of investigational new drug (IND) applications, labeling supplements,
and annual reports, as well as the ongoing monitoring of drug safety in the postmarket setting)
are not captured by PDUFA goals and are therefore not presented in this report.

PDUFA performance information related to achieving these two types of goals includes reviews
of submissions pending from the previous fiscal year as well as reviews of submissions received
during the current fiscal year. This report presents the final performance results for the FY 2020
cohort of submissions based on actions completed in FY 2020 and FY 2021. In addition, this
report includes the preliminary performance results forthe FY 2021 cohort of submissions that
had actions completed or due for completion in FY 2021. Final performance for the FY 2021
cohort will be presented in the FY 2022 PDUFA Performance Report and will include actions for
submissions still pending within the PDUF A goal date as of September 30, 2021.

The following information refers to FDA’s performance presented in this report.

4 www.fda.gov/about-fda/user-fee-performance-reports/pdufa-performance-reports.
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e The following terminology is used throughout this document:

- Application means a new, original marketing application.

- Supplement means a request to approve achange in an application that has
been approved.

- Resubmission means a resubmitted application or supplement in response to a
complete response, approvable, not approvable, or tentative approval letter.

- New molecular entities (NMEs) refer only to NMEs that are submitted for
approval under NDAs (not BLAS).

- Submission applies to all of the above.

- Action refers to an FDA decision on any of the above, including an approval, a
tentative approval, a complete response, or withdrawal of the submission by the
sponsor.

e Under PDUFAVI, the preliminary counts of NMEs in workload tables for the current
fiscal year may not reflect the final determination of NME status for that fiscal year. FDA
often receives multiple submissions for the same NME (e.g., different dosage forms). All
such submissions are initially designated as NMEs, and once FDA approves the first of
the multiple submissions, the other submissions will be designated as non-NMEs, and
workload numbers will be appropriately updated in later years.

e The data presented in this report do not include biosimilar INDs or biosimilar BLAs.
These data are presented in the annual Biosimilar User Fee Act (BsUFA) Performance
Reports located on FDA’s website.5

o FDAfiles applications only that are sufficiently complete to permit a substantive review.
The Agency makes a filing decision within 60 days of an original application’s receipt by
FDA. FDA’s review of an application begins once the application is received. For NME
NDAs and original BLAs reviewed under the program (see the PDUFA VI Commitment
Letter® for more information), the PDUFA clock begins after the conclusion of the 60-day
filing period. Forall other submissions, the PDUFA clock begins upon FDA'’s receipt of
the application.

e FDA annually reports PDUFA performance data for each fiscal year receipt cohort
(defined as submissions filed from October 1 to September 30 of the following year). In
each fiscal year, FDA receives submissions that will have associated goals due in the
following fiscal year. For these submissions, FDA’s performance data will be reported in
subsequent fiscal years, either after the Agency takes an action or when the goal
becomes overdue, whichever comes first.

e Submission types (e.g., responses to clinical holds) with shorter (e.g., 30-day) review
time goals tend to have a larger percentage of reviews completed by the end of the fisca

Swww.fda.gov/abo ut-fd a/user-fee-performance-reports/bsufa-p erforman ce-reports.
Swww.fda.gov/media/99140/download.
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year, and these submission types’ preliminary performance data are a more reliable
indicator of their final performance results. However, submissiontypes (e.g., standard
NME NDA/BLA) with longer (e.g., within 10 months of the 60-day filing date) review time
goals tend to have a smaller percentage of reviews completed within the reporting
period, and these submission types’ preliminary performance data are a less reliable
indicator of their final performance results.

e Final performance results for FY 2020 submissions are shown as the percentage of
submissions that were reviewed within the specified goal timeline. Submission types
with 90 percent or more submissions reviewed by the goal date are shown as having
met the goal.

e Preliminary performance results for FY 2021 submissions are shown as the percentage
of submissions reviewed on time as of September 30, 2021, excluding actions pending
within the PDUFA goal date. Submission types with a current performance result of 90
percent or more reviewed by the goal date are shown as currently meeting the goal.
The highest possible percent of reviews that may be completed on time (i.e., the highest
possible performance results)if all non-overdue pending reviews are completed within
the goal is also shown.

e Filed applications and supplements include submissions that have been filed or are in
pending filing status. Data do not include submissions that are unacceptable for filing
because of nonpayment of user fees, have been withdrawn within 60 days of receipt, or
have been refused to file.

e FY 2021 workload and performance figures include applications that are identified as
undesignated, which means they are still within the 60-day filing date and have not yet
had a review designation, standard or priority, made.

e Forresubmitted applications, the applicable performance goal is determined by the fisca
year in which the resubmission is received, rather than the year in which the original
application was submitted.

e Unless otherwise noted, all performance data are as of September 30, 2021.

¢ Definitions of key terms used throughout this report can be found in Appendix E.
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Submission Types Included in This Report

¢ NDA - When the sponsor of anew drug believes that enough evidence on
the drug's safety and effectiveness has been obtained to meet FDA's
requirements for marketing approval, the sponsor submits to FDA an NDA.
The application must contain data from specific technical viewpoints for
review, including chemical, pharmacological, medical, biopharmaceutical, and
statistical. If the NDA is approved, the product may be marketed in the United
States.

e NME - An NME is an active ingredient that contains no active moiety that has
been previously approved by FDA in an application submitted under section
505 of the Federal Food, Drug, and Cosmetic Act (FD&C Act) or has been
previously marketed as a drug in the United States.

e BLA- ABLAIis a submission that contains specific information on the
manufacturing processes, chemistry, pharmacology, clinical pharmacology,
and the clinical effects of a biological product. If the information provided
meets FDA requirements, the application is approved and alicense is issued
allowing the firm to market the product.

e Resubmission— Aresubmitted original application or supplementis a
complete response to an FDA action letter that addresses all identified
deficiencies.

e Supplement — A supplement is an application to allow a company to make
changes in a product that already has an approved NDA or to seek FDA
approval for new uses of an approved drug. The Center for Drug Evaluation
and Research (CDER) must approve all major NDA changes (in packaging or
ingredients, for instance) to ensure the conditions originally set for the product
are still being met.

e Source: www.fda.gov/drugs/drug-approvals-and-databases/drugsfda-
glossary-terms
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PDUFA Review Goals

Review Workload: FY 2016to FY 2021

In the table below, preliminary workload numbers from FY 2021 are compared to the previous 5-
year averages for original NDAs and BLAs, resubmissions, and supplements, and the workload
numbers for the previous 5 years are presented. FDA saw an increase between FY 2020 and
FY 2021 in the number of original priority NMEs and BLAs, original priority non-NME NDA
submissions, original standard non-NME NDAs, and NDA and BLA manufacturing supplements
requiring prior approval.

Definitions of Class 1 and Class 2 resubmissions and other terms are found in Appendix E. The
data presented in this section represent receipts by FDA of the submission types listed in the
table.

Workload for Applications and Submissions

FY 16 to FY 21
Submission Type FY16 | FY17 | FY18 | FY19 | Fy20* | Fy 21 5': T(ez:r Eg?%a;:rd
Average Average

Original Priority NMEs and 23 31 48 44 54 55%* 40 38%
BLAs °
Original Standard NMEs and 24 29 29 35 29 28 26 8
BLAs °
Original Priority Non-NME NDAs 12 24 16 16 14 25™* 16 56%
Original Standard Non-NME 72 81 69 68 59 68 70 3%
NDAs °
Class 1 Resubmitted NDAs
and BLAs 5 8 9 8 5 5 7 -29%
Class 2 Resubmitted NDAs 31 49 50 41 57 53 46 159
and BLAs °
Priority NDA and BLA Efficacy 54 78 97 81 112 100** 84 19%
Supplements
Standard NDAand BLA Efficacy | 445 173 177 197 195 158 177 1%
Supplements
Class 1 Resubmitted NDA and o
BLA Efficacy Supplements 3 3 3 4 3 3 3 0%
Class 2 Resubmitted NDA and

11 11 11 2 2 1 11 -99
BLA Efficacy Supplements 0 0 9%
NDA and BLA Manufacturing
Supplements Requiring Prior 842 968 992 973 1,168 1,319 989 33%
Approval
NDA and BLA Manufacturing
Supplements Not Requiring 1,475 1,540 1,610 1,450 1,717 1,697 1,558 9%
Prior Approval

* FY 2020 numbers were changed to reflect updates to the datapresented in the FY 2020 PDUFA Performance Report.

** Some applications have notyet received a review priority designation. There were fourundesignated NMEs and BLAs counted as
Priority NMEs and BLAs, six undesignated non-NME NDAs counted as Priority non-NME NDAs, and 17 undesignated efficacy
supplements counted as Priority NDA and BLA Efficacy Supplements in the table above. Performance results in all categories may
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change once designations are made forthese applications, and thetable willthen be updated accordingly, as appropriate, in the FY
2022 PDUFA Performance Report.

Final FY 2020 Review Goal Performance Results

The final FY 2020 review goal performance results are presented in the table below. The final
performance results for submission types that met or exceeded the goal (i.e., 90 percent or
more actions were completed by the goal date) are shown in bold text. FDA met or exceeded
the 90 percent performance level for 10 of the 12 review performance goals in FY 2020.

Goal: Acton 90

Submission Type Percent Within Total FY 2020 Performance
. L 6 months .
Original Priority NMEs and BLAs of fiing date 49 of 53 on time 92%
Original Standard NMEs and BLAs 10 months 23 0f 27 on time 85%
of filing date

Original Priority Non-NME NDAs 6 months 14 of 14 on time 100%
Original Standard Non-NME NDAs 10 months 55 of 58 on time 95%
Class 1 Resubmitted NDAs and BLAs 2 months 5of5 ontime 100%
Class 2 Resubmitted NDAs and BLAs 6 months 51 of 57 on time 89%
Priority NDA and BLA Efficacy Supplements 6 months 111 ?lfnlem on 99%
Standard NDA and BLA Efficacy Supplements 10 months 181 ‘t’lfnie% on 93%
Class 1 Resubmitted NDA and BLA Efficacy Supplements 2 months 3 of3 ontime 100%
Class 2 Resubmitted NDA and BLA Efficacy Supplements 6 months 19 of 20 on time 95%
NDA and BLA Manufacturing Supplements Requiring Prior 4 months 1,133 o'f1,168 97%
Approval on time

NDA and BLA Manufacturing Supplements Not Requiring 6 months 1,686 o_f1,717 98%
Prior Approval on time

Final FY 2020 Review Goal Performance Details

The following tables detail the final performance data for the FY 2020 cohort of submissions.
These data include the number of submissions reviewed on time (i.e., acted on by the PDUFA
goal date) or overdue (i.e., acted on past the goal date or pending past the goal date) and the
final percent on time (i.e., final performance with no actions pending within the PDUFA goal
date). The performance data presented here have been updated from the preliminary
performance information reported in the FY 2020 PDUFA Performance Report.
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Original Applications

Original Goal: Acton
Applicast]ion Type 90 Percent Filed On Time Overdue E:':If:i?n":
Within
L 6 months of oL *
Priority NMEs & BLAs fiing date 54 49 4 92%
10 months of +
Standard NMEs & BLAs fiing date 29 23 4 85%
Priority Non-NME NDAs 6 months 14 14 0 100%
Standard Non-NME NDAs 10 months 59 55 3 95%**

* One priority NME is pending within goal as of September 30, 2021. Regardless of the action, thefinal
performance result will remain above 90 percent.

"Two standard NMEs and BLAs are pending within goal as of September 30, 2021. Regardless of the action,
the final performance result will remain below 90 percent.

** One standard non-NME NDA is pending within goal as of September 30, 2021. Regardless of the action, the
final performance result will remain above 90 percent.

Resubmitted Original Applications

Resubmitted Goal: Acton 90 Received On Time Overdue Percenton
Application Type Percent Within Time
Class 1 2 months 5 5 0 100%
Class 2 6 months 57 51 6 89%

Efficacy Supplements

Goal: Acto . . Percenton
Percent Within Filed On Time Overdue Time

Efficacy
Supplement Type
Priority 6 months 112 111 1 99%
Standard 10 months 195 181 14 93%

Resubmitted Efficacy Supplements

Resubmitted Efficacy Goal: Acton 90 Received On Time Overdue Percent on
Supplement Type Percent Within Time
Class 1 2 months 3 3 0 100%
Class 2 6 months 20 19 1 95%
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Manufacturing Supplements

Manufacturing Goal: Acton 90 . . Percent on
Supplement Type Percent Within e ‘ i crlele Time
Prior Approval
Required 4 months 1,168 1,133 35 97%
Prior Approval

. 6 months 1,717 1,686 31 98%
Not Required

Preliminary FY 2021 Review Goal Performance Results

The preliminary FY 2021 review goal performance results are presented in the table below.

The progress (i.e., the number of reviews completed) and the total number of
submissions received for each submission type are shown in the second column.
Current performance includes submissions reviewed on time (i.e., acted on by the
PDUFA goal date) or overdue (i.e., acted on past the goal date or pending past the goal
date). The current performance results for submission types with a greater proportion of
reviews completed will be more representative of the final performance results. The
highest possible final performance is the best potential final performance result, which
accounts for actions pending within the PDUFA goal date.

The current performance results for submission types that are meeting the performance
goal (i.e., 90 percent or more reviews were completed by the goal date) as of September
30, 2021, are shown in bold text. FDA is currently meeting or exceedingthe 90 percent
performance level for9 of the 12 performance goals.

If all non-overdue pending submissions are reviewed on time, FDA will achieve the
performance results presentedin the Highest Possible Final Performance column. FDA
has the potential to meet or exceed the 90 percent performance level for 10 of the 12
review performance goals.

i Goal: Acton 90 FY 2021 Current Highest Possible
Submission Type HEE e H PercentWithin Performance Final Performance
21 of 51 hs of fili
Original Priority NMEs and BLAs com(:JI:te 6 mongast;’ fing 100% 100%
Original Standard NMEs and BLAs 10f28 10 months of filing 100% 100%
complete date
Original Priority Non-NME NDAs 90f19 6 months 78% 89%
9 Y complete ° °
- 13 0f68
Original Standard Non-NME NDAs complete 10 months 92% 99%
Class 1 Resubmitted NDAs and 50f5 2 months 80% 80%
BLAs complete
Class 2 Resubmitted NDAs and 19 0f 53 6 months 95% 98%
BLAs complete
Priority NDA and BLA Efficacy 610f83 6 months 87% 90%
Supplements complete
Standard NDA and BLA Efficacy 41 0f 158
Supplements complete 10 months 100% 100%
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Goal: Acton 90
Percent Within

FY 2021 Current
Performance

HighestPossible

Submission Type Final Performance

‘ Progress* H

Class 1 Resubmitted NDA and BLA 30f3 2 months 100% 100%
Efficacy Supplements complete
Clgss 2 Resubmitted NDA and BLA 80f10 6 months 100% 100%
Efficacy Supplements complete
NDA and BLA Manufacturing 8300f 1,319 4 months 97% 98%
Supplements Requiring Prior Approval complete
NDA and BLA Manufacturing 1,044 of
Supplements Not Requiring Prior 1,697 6 months 98% 99%
Approval complete

* This column does not include undesignated applications in the total. Undesignated applications have only pending status.

Preliminary FY 2021 Review Goal Performance Details

The following detailed performance information for the FY 2021 cohort submissions includes the
number of submissions filed, reviewed on time (i.e., acted on by the PDUFA goal date), and
overdue (i.e., acted on past the goal date or pending past the goal date). The number of
submissions not yet acted on but still pending within the PDUF A goal date (pending within goal)
is also provided, along with the highest possible percent of reviews that may be completed on
time (highest possible percent on time).

Original Applications

Original Goal: Acton Pending Current Pnghfabslt
Application Type 90 Percent Filed On Time | Overdue Within Percent Pc:esrilen(ta
Within Goal on Time .
on Time
Priority NMEs & BLAs 6 months of 51 21 0 30 100% 100%
y filing date o o
Standard NMEs & BLAs 10 months of 28 1 0 27 100% 100%
filing date
Priority Non-NME NDAs 6 months 19 7 2 10 78% 89%
Standard Non-NME NDAs 10 months 68 12 1 55 92% 99%
Review Priority Undesignated* N/A 10 - - 10 - -
Total 176 41 3 132 - -

* These applications have not yet received a review priority designation. There were fourundesignated NMEs and BLAs and six

undesignated non-NME NDAs.

Resubmitted Original Applications

Resubmitted Goal: Acton Pending | Current | Highest
A ?.su t'ml 1? 90 Percent  Received | On Time | Overdue  Within Percent | Possible
pplication Type Within Goal on Time | Percent
on Time
Class 1 2 months 5 4 1 0 80% 80%
Class 2 6 months 53 18 1 34 95% 98%
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Efficacy Supplements

Goal: Acton Pending | Current | Highest
Efficacy 90 Percent Filed OnTime | Overdue  Within Percent | Possible
Supplement Type Within Goal | onTime | Percent
on Time
Priority 6 months 83 53 8 22 87% 90%
Standard 10 months 158 41 0 117 100% 100%
Review Priority Undesignated* N/A 17 - - 17 - -

* These applications have not yet received a review priority designation.

Resubmitted Efficacy Supplements

Goal: Acton

Pending

Current

Highest

Resubmitted Efficacy 90 Percent  Received | OnTime | Overdue  Within Percent Pposs'blf
Supplement Type Within Goal On Time ercen

On Time
Class 1 2 months 3 3 0 0 100% 100%
Class 2 6 months 10 8 0 2 100% 100%

Manufacturing Supplements

. Highest
- Goal: Acton Pending Current q
AEIHECAT T 90 Percent Filed On Time Overdue Within Percent resle
Supplement Type Within Goal on Time Percent
on Time
Frior Approval 4 months 1,319 809 21 489 97% 98%
equired
Prior Approval 6 months 1,697 1,023 21 653 98% 99%
Not Required
Review Priority Undesignated* N/A 0 - - 0 - -

* These applications have not yet received a review priority designation.
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PDUFA Procedural and Processing Goals and Commitments

Procedural and Processing Workload: FY 2016 to FY 2021

The FY 2021 procedural and processing workload, which includes activities related to meeting
management, procedural responses, and procedural notifications, is compared to the previous
5-year averages in the table below. The upward trend of meeting management workload
continued into FY 2021.

A new category of Type B meeting, Type B End of Phase (EOP), was created under PDUFA VI,
therefore, when comparing PDUFA VI (i.e., FY 2020 and FY 2021) data to previous years’ data,
it is important to combine both Type B meeting categories. This new category also included a
new meeting metric, Preliminary Response for Type B(EOP) Meetings. Meeting type definitions
and other terms can be found in Appendix E. The table shows updated final FY 2020
performance and presents new reporting required under PDUFA VI.

Beginning in FY 2020, FDA committed to establish timelines for the review and comment on
protocols for Human Factors studies of combination drug-device and biologic-device products.
This additional goal is reflected in the number of procedural and processing goals reported.

Meeting Management, Procedural Responses, and Procedural Notifications Workload
FY 2016

FY 2021
Submission/R tT FY FY FY FY FY Compared
ubmission/Request Type 2016 2018 2019 | 2020* | 2021 to 5-Year
Average
Average
Type A Meeting Requests 135 175 146 153 182 255** 158 61%
Type B Meeting Requests 1,738 1,850 1,609 1,725 2,438 2,290 1,872 22%
Type B(EOP) Meeting Requests - - 343 343 350 339 - -
Type C Meeting Requests 1,372 1,391 1,403 1,550 1,716 1,674 1,486 13%
Type A Meetings Scheduled 123 159 127 130 147 222** 137 62%
Type B Meetings Scheduled 1,183 1,293 945 936 869 785 1,045 -25%
Type B(EOP)Meetings 394 395 392 285 _t t
Scheduled
Type C Meetings Scheduled 596 660 640 732 699 653 665 2%
Type A Written Response - - 6 6 13 13 -t -t
Type B Written Response 469 482 578 719 1,430 1,382 736 88%
Type B(EOP) Written Response - - 14 11 23 42 - -
Type C Written Response 658 652 686 728 905 891 726 23%
Preliminary Response for Type _ _ ot ot
B(EOP) Meetings 303 305 309 271
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FY 2016

to FY 2021
.. FY FY Compared
Submission/Request Type 2018 2019 F5YY2020 to 5-Year
HCETF Average
Average
Meeting Minutes 1,500 1,679 1,541 1,638 1,515 1,383 1,675 -12%
Responses to Clinical Holds 232 193 199 197 261 274 216 27%
Major Dispute Resolutions 17 20 23 28 35 13 25 -48%
Special Protocol Assessments 215 173 160 158 148 152 171 11%
Review of Proprietary Names
Submitted During IND Phase 158 176 159 212 224 214 186 15%
Review of Proprietary Names
Submitted During NDA/BLA 202 255 228 230 255 226 234 -3%
Phase
Human Factors Protocol - - . 70 79 76 _t _t
Submissions

* FY 2020 numbers were changed to reflect updates to the datapresented in the FY 2020 PDUFA Performance Report.

" Some meeting requests and the subsequent scheduling of meetings are forrequests where the type cannot be initially
determined. There were 80 undesignated meetings counted as Type A meeting requests and scheduled in the table above.
Performance in all categories will change once designations are made forthese requests and scheduling and will be updated in
the FY 2022 PDUFA Performance Report.

" Because of changing reporting requirements, no past average s presented for this area.

Final FY 2020 Procedural and Processing Performance Results

The table below presents the final performance results for FY 2020 submissions in meeting
goals related to meeting management, procedural responses, and procedural notifications. The
final performance results for submission types that met or exceeded the goal (e.g., 90 percent
or more reviews were completed by the goal date) are shown in bold text. FDA exceeded the
performance level for 8 of the 20 procedural and processing goals in FY 2020.

feai FY 2020
R T .
Submission/Request Type Goal: 90 Percent Performance

Type A Meeting Requests Respond within 14 166 o_f 182 0n 91%
days time

Type B Meeting Requests Respond within 21 | 2,237 qf2,438 on 929
days time

Type B(EOP)Meeting Requests ResPog‘;;‘gthi” 141 289 ?Ifnfef’o on 83%

Type C Meeting Requests Resporc;(;;\;ithin 21 [ 1,519 %1;11'3,716 on 89%

Type A Meetings Scheduled SChedLé':yV:thm 30 1 ct)ifn127 on 76%

Type B Meetings Scheduled SChedLéEyV:thm 60 652 ?ifn?eeg on 75%

Type B(EOP) Meetings Scheduled SChed‘é':y";"th'” 0] 258 ‘t’lfnfezz on 80%

Type C Meetings Scheduled Sched:l:yv:thln s 542 ct)ifn?jg on 78%

Type A Written Response Respor&g}\:\gthln 30 10 of 13 on time 7%

12
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Submission/Request Type

Goal: 90 Percent

Total

FY 2020

Performance
Type B Written Response Respond within 60 | 1,173 qf 1,430 on 82%
days time
Type B(EOP) Written Response Resporc;(;;\;ithin 70 19 of 23 on time 83%
Type C Written Response Respond within 75 7150f905 on 79%
days time
Issue no laterthan
Preliminary Response for Type B(EOP) Meetings 5 days prior to 252 ?309 on 82%
meeting date ime
Issue within 30
Meeting Minutes days aftermeeting 1,408 (t)i];11é515 on 93%
date
Responses to Clinical Holds Respond within 30 248 of261 on 95%
days time
Major Dispute Resolutions Respor;ci;\gthln 30 31 of 35 0n time 89%
Special Protocol Assessments Respond within 45 143 O.f 148 0n 97%
days time
Review and
Proprietary Name Submitted During IND Phase respond within 180 | 216 9f2240n 96%
days
Review and 249 0f 255
Proprietary Name Submitted During NDA/BLA Phase respond within 90 ?ime on 98%
days

Submission/Request Type

Goal: 70 Percent

FY 2020
Performance

Human Factors Protocol Submissions

Respond within 60
days

68 of 79 on time

86%

FY 2021 PDUF A Performance Report
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Final FY 2020 Procedural and Processing Goal Performance Details

The following tables detail the final performance data for the FY 2020 cohort of submissions.
These data include the number of submissions reviewed on time (i.e., acted on by the PDUFA
goal date) or overdue (i.e., acted on past the goal date or pending past the goal date) and the
final percent on time (i.e., final performance with no actions pending within the PDUFA goal
date). The performance data presented here have been updated from the preliminary
performance information reported in the FY 2020 PDUFA Performance Report.

Meeting Management

X . " . Percent
Goal: 90 Percent Received ‘ On Time ‘ Overdue ‘ on Time

Type A Meeting Requests ReSpog‘;;VS“hi” 14 182 166 16 91%
Type B Meeting Requests Resporéi;sgthln 21 2,438 2,237 201 92%
Type B(EOP) Meeting Requests Resm’;‘;xth'” 14 350 289 61 83%
Type C Meeting Requests ReSpogixth'” 21 1,716 1,519 197 89%
Type A Meetings Scheduled SChedLé':;/’;ithin 30 147 111 36 76%
Type B Meetings Scheduled SChed‘g;‘g‘th'” 60 869 652 217 75%
Type BEOP) Meetings Scheduled SChed‘g:}‘/’;'th'” 70 322 258 64 80%
Type C Meetings Scheduled SChedLg:;’;'th'” 75 699 542 157 78%
Type A Written Response ReSpog‘;;VS"hi” 30 13 10 3 77%
Type B Written Response Resm’;‘;xth'” 60 1,430 1,173 257 82%
Type B(EOP) Written Response ReSpogixth'” 70 23 19 4 83%
Type C Written Response ReSp°Z‘;xth'” 75 905 715 190 79%
Prelimi R for T Issue no laterthan

reliminary response for type 5 days prior to 309 252 57 82%
B(EOP)Meetings ;

meeting date
Issue within 30
Meeting Minutes days after meeting 1,515 1,408 107 93%
date

* Not all meeting requests are granted; therefore, the number of meetings scheduled may differ from the number of meeting
requests received. Not all scheduled meetings are held; therefore, the number of meeting minutes may differ from the

number of meetings scheduled.
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Responses to Clinical Holds

Goal Received On Time Overdue Percenton Time

Respond to 90 percent within 30 days 261 248 13 95%

Major Dispute Resolutions

Goal Responses* On Time Overdue Percenton Time

Respond to 90 percent within 30 days 4 89%

* This figure represents the number of FDA-generated 30-day responses to requests forreview that have been received. This
figure is not representative of the number of unique appeals received that have been reviewed as there may be more than one
response to an original appeal.

Special Protocol Assessments

‘ Received i Overdue Percenton Time

Respond to 90 percent within 45 days 148 143 5 97%

Special Protocol Assessment Resubmissions

SPAs with Applications with | Applications with || Applications with Applications with Total
Resubmissions 1 Resubmission | 2Resubmissions | 3 Resubmissions 4 Resubmissions | Resubmissions

Drug/Biological Product Proprietary Names

Submission Type Goal: 90 Percent Received On Time Overdue Per_lg_ent on
ime

Proprietary Name Submitted Review and respond o
During IND Phase within 180 days 224 216 8 96%
Proprietary Name Submitted Review and respond o
During NDA/BLA Phase within 90 days 255 249 6 98%

Human Factors Protocol Submissions

Percenton
Time

Submission Type Goal: 70 Percent Received On Time ‘ Overdue

Human Factors Protocol

Submissions Respond within 60 days 79 68 11 86%
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Preliminary FY 2021 Procedural and Processing Performance Results

The table below presents preliminary performance results for FY 2021 submissions in achieving

goals related to meeting management, procedural responses, and procedural notifications as
outlined under PDUFAVI.

e The progress (i.e., the number of review activities completed or pending overdue) and
the total number of submissions received for each submission type are shown in the
second column. Current performance includes the number of submissions reviewed on
time (i.e., acted on by the PDUFA goal date) or overdue (i.e., acted on past the goal date
or pending past the goal date). Highest possible final performance is the best potential
final performance result, which accounts for actions pending within the PDUFA goal
date.

e The current performance results for submission types that are meeting the performance
goal as of September 30, 2021, are shown in bold text. FDA is currently meetingor
exceeding the performance level for 9 of the 20 procedural and processing goals. If all
pending submissions are reviewed on time, FDA has the potential to meet 9 of the 20
goals, as seen in the Highest Possible Final Performance column.

FY 2021 Current | HighestPossible

Submission/Request Type ‘ Progress ‘ Goal: 90 Percent AT e Final Performance
Type A Meeting Requests 1;?&;? Res;)gr;g;\;ithin 91% 94%
Type B Meeting Requests z’zct?n%fét’ggo Resg;:)r&g;\gthin 90% 90%
Type B(EOP) Meeting Requests 3c%1m%f|2t19 Res?gg‘;xthi” 85% 86%
Type C Meeting Requests 1 ’GCt?n%ﬂ;t’SM Resg;)r;g;\;ithin 91% 91%
Type A Meetings Scheduled 1ct1mc;))flgt2e2 Schggtélg)\//;ithin 77% 86%
Type B Meetings Scheduled 75;)‘:“ %‘];395 SChgg‘g‘:}‘/’!thi” 77% 79%
Type B(EOP)Meetings Scheduled 2;5[““’)‘];895 SCh‘;g‘g‘:y";‘thi” 81% 82%
Type C Meetings Scheduled GC:’;ch:)flgfeB Sm?gﬂ:)\/’!thin 81% 82%
Type A Written Response c102mc;JfI;t?a Resggr&c;;\;ithin 83% 85%
Type B Written Response 1 ’ZC%?T]%]CI;{Z’BZ Resggrég;\;ithin 71% 75%
Type B(EOP) Written Response cs;?n?)ﬁ:tze Res;)gr&c;;\éithin 49% 57%
Type C Written Response 7;2);%233; Res;;gr&c;;\;ithin 76% 80%
“Pﬂr:gmgzry Response for Type BEOP) | 22 1m<:)fI 271 th':f]used’.‘aoyf;fi;r 829% 85%
to meeting date
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Submission/Request Type Progress Goal: 90 Percent Fﬁfﬂi:ﬁ;ﬁﬁ"t F?:\grl]?’setrlfoo‘:';s;?\fe

Issue within 30
Meeting Minutes 1,012 Ofl 1t’383 days after 93% 95%
complete meeting date
Responses to Clinical Holds 253 of 274 Respond within 93% 93%
complete 30 days
Major Dispute Resolutions 120f13 Respond within 92% 92%
complete 30 days
Special Protocol Assessments 133 0f 152 Respond within 95% 95%
complete 45 days
. . . Review and
Proprietary Name Submitted During 129 of 214 respond within 95% 97%
IND Phase complete
180 days
. . . Review and
Proprietary Name Submitted During 170 of 226 o o o
NDA/BLA Phase complete respond within 90 96% 97%
days
Human Factors Protocol Submissions 650f76 Respond within 32% 42%
complete 60 days
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Preliminary FY 2021 Procedural and Processing Goal Performance
Details

The following detailed performance information for FY 2021 cohort submissions includes the
number of submissions received, reviewed on time (i.e., acted on by the PDUFA goal date), and
overdue (i.e., acted on past the goal date or pending past the goal date). The number of
submissions not yet acted on but still pending within the PDUF A goal date (Pending Within
Goal) is also provided, along with the highest possible percent of reviews that may be
completed on time (Highest Possible Percent On Time).

Meeting Management

Goal: 90 Pending Current PH;gQ?;L
’ Received* | On Time | Overdue Within Percent
Percent Goal Ti Percent
oa onTime | ‘w0
. Respond
Type A Meeting Requests' within $4 days 255 163 16 76 91% 94%
. Respond
Type B Meeting Requests within 51 days 2,290 2,011 234 45 90% 90%
Type B(EOP)Meeting .R.espond 339 282 49 8 85% 86%
Requests within 14 days
. Respond
Type C Meeting Requests within 21 days 1,674 1,499 150 25 91% 91%
Type A Meetings Scheduled! Schedule 222 109 32 81 77% 86%
ype eetings Schedule within 30 days o o
Type B Meetings Scheduled Schedule 785 566 168 51 77% 79%
ype eetings Schedule within 60 days o o
Type B(EOP)Meetings Schedule
Scheduled within 70 days 285 223 52 10 81% 82%
. Schedule o o
Type C Meetings Scheduled within 75 days 653 515 117 21 81% 82%
. Respond o o,
Type A Written Response within 30 days 13 10 2 1 83% 85%
. Respond 0 0
Type B Written Response within 60 days 1,382 858 348 176 1% 75%
Type B(EOP) Written _Respond 42 17 18 7 49% 57%
Response within 70 days
. Respond o o
Type C Written Response within 75 days 891 557 180 154 76% 80%
Issue no later
Preliminary Response for Type than 5 days o o
B(EOP)Meetings prior to 271 181 40 50 82% 85%
meeting date
Issue within
Meeting Minutes 30 days after 1,383 942 70 371 93% 95%
meeting date

* Not all meeting requests are granted; therefore, the number of meetings scheduled may differ from the number of meeting
requests received. Not all scheduled meetings are held; therefore, the number of meeting minutes may differ from the number of
meetings scheduled.

TSome meeting requests and subsequent scheduling of meetings are for requests where the type cannot be initially determined.
There were 80 undesignated meetings counted as Type A meeting requests and scheduledin the table above. Performancein
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all categories willchange once designations are made fortheserequests and schedulingand willbe updatedin the FY 2022
PDUFA Performance Report.

Responses to Clinical Holds

Highest
Possible
Percenton
Time

Current
Percenton
Time

Pending

Received On Time Overdue | within Goal

Respond to 90 percent

0, 0,
within 30 days 274 235 18 21 93% 93%

Major Dispute Resolutions

Current Highest

Pending Possible

Responses* On Time Overdue e Percenton
P Within Goal Time Percenton

Time

Respond to 90 percent o 0
within 30 days 13 1 1 1 92% 92%

B This figure represents the number of FDA-generated 30-day responses to requests forreview that have been received. This
figure is not representative of the number of unique appeals received that have been reviewed as there may be more than one
response to an original appeal.

Special Protocol Assessments

Current Highest

Possible
Within Goal Percenton Percenton

Time 4
Time

Pending

Received On Time Overdue

Respond to 90 percent

0, 0,
within 45 days 152 126 7 19 95% 95%

Special Protocol Assessment Resubmissions

SPAs with Applications with | Applications with | Applications with Applications with Total
Resubmissions 1 Resubmission 2 Resubmissions | 3 Resubmissions 4 Resubmissions Resubmissions

19 16 2 1 0 23

Drug/Biological Product Proprietary Names

Pending | Current Highest

Submission Type %Z:L:eag Received | On Time | Overdue Within Percent Possible
Goal onTime Percent
on Time
= ietarv N Submitted Review and
roprietary Name submitte respond within 214 123 6 85 95% 97%
During IND Phase
180 days
. . Review and
Proprietary Name Submitted i 0 0
During NDA/BLA Phase resg(())ndda\;v;thln 226 163 7 56 96% 97%
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Submission Type

Human Factors Protocol Submissions

Goal: 90

Percent Received | On Time Overdue

Pending
Within
Goal

Current
Percent
on Time

Highest
Possible
Percent
on Time

Human Eactors Protocol Respond within 76 21 44 11 329 42%
Submissions 60 days
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PDUFA Trend Graphs

The number of NDAs and BLAs filed from FY 2012 to FY 2021 is presented in the graph below.
The total number of all original applications (NDAs and BLAs) filed in FY 2021 increased from
the number filed in FY 2020, and the total number of priority applications filed reached a new
high in FY 2021.

Total NDAs and BLAs Filed
200 - Standard ®Priority
180
160 -
140 -
120
100 -

96
103 91 103 88

116

93

Number of Applications Filed

FY12 FY 13 FY 14 FY 15 FY 16 FY 17 FY 18 FY 19 FY 20* FY 21

Fiscal Year of Receipt

* FY 2020 numbers were changed to reflect updates to the datapresented in the FY 2020 PDUFA Performance Report.
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The median total times to approval for priority and standard applications received from FY 2011
through FY 2020 are presented in the graph below.” The datarepresented in the graph are
updated based on the approvals reported in Appendix A. FY 2021 data are too preliminary to
estimate the median approval time.

Median Time to Application Approval for all Filed NDAs and
BLAs (Months)

14.0 -
© 12.0 12.0
11.6
3 120 109 1.3 10
5 10.1 100 102 10.0
& 100 -
8
w 8.0 - — _— — _ _
£ e 7.9 80 ™ 80 15 78
é 6.0 | 8.1 ' 79 71 ' '
6.0
S 40 - 6.0
| S
g —#— Priority Standard
g 20-
=]
z OO 1 1 1 1 1 1 1 1 1 )

FY11 FY12 FY13 FY14 FY15 FY16 FY 17 FY 18* FY 19* FY 20*

Fiscal Year of Application Receiptf

* The median approval times forthe 3 most recent years are estimated.
T The data represented in this graph are based on the approvals reportedin Appendix A.

" The total time for applications thatare approved in thefirstcycleincludes only FDA's response times. Applications
approved after multiple review cycles include both FDA’'s and sponsor’s response times. The median total approval
time is the median of all applicationtimes for a given cohort, including applications with multiple review cycles.
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The graph below depicts the percentages of priority and standard NDAs and BLAs approved in
the first review cycle for the receipt cohorts from FY 2011 to FY 2020. These percentages are
based on the approvals reported in Appendix A. The percentage of standard applications in
first-cycle approvals decreased in FY 2020. For the FY 2020 cohort, which s still preliminary,
53 percent of standard applications were approved on the first cycle. First-cycle approvals for
approved priority applications increased in FY 2020, with 81 percent of approved priority
applications being approved on the first cycle. The FY 2021 data are too preliminary to estimate
the percent of first-cycle approvals.

Percent of NDAs and BLAs Approved on the First Cyclet
89%

100% + 91%
90% -

80% -

70% -
60% - 9 67%
’ 62% 63% 0% 63% g0 63% °

50 % 7 56(% 54%, 537
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&= Priority Standard

20% -

10% -

0% T T T T T T T T T
FY 11 Fy12 FY13 FY14 FY15 FY16 FY17 FY18 FY 19 FY 20"

Fiscal Year of Application Receipt**

* First-cycle approvals are still possible for FY 2020 standard applications, so the data are preliminary.
" The data were changed to reflect updates to the data presentedin the FY 2020 PDUFA Performance Report.
** The data representedin this graph are based on the approvals reportedin Appendix A.

FY 2021 PDUF A Performance Report 23



24

(This page left blank intentionally.)

FY 2021 PDUFA Performance Report



Additional PDUFA VI Commitments

Under Section VI of the PDUFA VI Commitment Letter, FDA committed to report its progresson
the specific commitments identified in the following sections of the Commitment Letter:8

e Section |.I: Enhancing Regulatory Science and Expediting Drug Development,

e Section |.J: Enhancing Regulatory Decision Tools to Support Drug Development and
Review,

e Section |.K: Enhancement and Modernization of the FDA Drug Safety System,
e Sectionll: Enhancing Management of User Fee Resources,
e Section lll: Improving FDA Hiring and Retention of Review Staff, and

e Section IV: Information Technology Goals

Further, section 736B(a) of the FD&C Act, as amended by section 103 of FDARA, requires FDA
to report on the Agency’s performance under PDUFA VI.

FDA and industry designed these enhancements to improve the efficiency of drug development
and the human drug review process. The progress reports in this section detail the work FDA
performed in FY 2021 on commitments in Sections I.I-K of the Commitment Letter. In addition,
this report includes updates on FDA’s accomplishments under Section |l: Enhancing
Management of User Fee Resources, Section Ill: Improving FDA Hiring and Retention of
Review Staff, and Section IV: Information Technology Goals. The Section Il progress reports
are duplicated in the FY 2021 PDUFA VI Financial Report. Each accomplishmentincludes a
reference to a specific section of the Commitment Letter. External references are also provided
to published guidances, meeting summaries, and other pertinent public information.

FDA is dedicated to the goals outlined in these sections of the Commitment Letter. When
applicable, for each section, additional information is included on other activities FDA has
conducted that are not specifically required but further the goals outlined in the Commitment
Letter.

8 www.fda.gov/media/99140/download.
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Section l.l: Enhancing Regulatory Science and Expediting Drug
Development

Commitment Title FY 2021 Accomplishments

I.I.1 Promoting Innovation Through e The PDUFA VI IND Communications Assessment

Enhanced Communication Between FDA (www.fda.gov/media/138379/download) and associated public
and Sponsors During Drug Development workshopwere completed in FY 2020. Best practices identified

by the assessmentare applied as relevant(l.I.1a and L.1.1b).

1.1.2 Ensuring Sustained Success of e Underthe Breakthrough Therapy (BT) Program,® FDA:
Breakthrough Therapy Program o Received 112 BT Designation Requests (CDER: 103
and the Center for Biologics Evaluation and Research
(CBER): 9),
o Granted 52 BT Designation Requests (CDER: 48 and
CBER: 4),

o Approved 22 original (CDER: 18, CBER: 4) and 14
supplemental (CDER: 14) marketing applicationsfor
BT-Designated products. '©

e Underthe Regenerative Medicine Advanced Therapies (RMAT)
Program, ' CBER:

o Received 24 RMAT Designation Requests,

o Granted 6 RMAT Designation Requests,

o Granted 2 Original approvals for RMAT-Designated
products.

I.1.3 Early Consultationon the Use of New e ForPDUFA VI Type C surrogate endpoint meetings, FDA:

Surrogate Endpoints o Received 10 requests

o Completed 7 meetings

o Cancelled 1 meeting that was determined notto be a
Type C surrogate endpointmeeting

o Denied 2 meeting requests (i.e., for 1 meeting that
was deemed premature but an Advisory Committee
was held on thetopic and for 1 meeting in which the
sponsor didntaddress previous recommendations)

I.1.4 Advancing Drug Development of e In FY 2021, FDA’s Rare Diseases Team (RDT) continued to

Drugs for Rare Diseases consulton or contribute to the approval ofrare disease drug
applications across thereview divisionsin FDA’s Office of New
Drugs (OND) regardingissues and workshops related to the
trial design, endpointselection, and labeling of rare disease
products. As partof this effort,the RDT worked closely with
other FDA offices within CDER to provide expertise for therare
disease pediatric voucher program.

e The RDT continued to meetwith offices within CBER to
coordinate their efforts in documenting FDA’s progress in
advancingthe development ofdrug and biologics treatments for
rare diseases through application review, training, and
stakeholder engagement.

*www.fda.gov/Regulatorylnformation/LawsEnforced by FDA/SignificantAmendmentstotheF DCAct/FDASIA/ucm329491
.htm.

0 BT-Designated productapprovals are tracked and posted on FDA’s website (www.fda.gov) by calendar year.
However, the BT approval numbers included in this PDUFAreportare reflective of FY 2021.

"' The RMAT Program expedites the developmentand review of designated regenerative medicine PDUFA products
and is often used in lieu of requesting BT Designation in CBER’s Office of Tissues and Advanced Therapies.
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The RDT continued to collaborate with FDA's Office of Orphan
Products Developmentin activities to advance the development
of drugs and biological products for rare diseases, such as
contributingto FDARare Disease Day 2021, a public meeting
held on March 5, 2021.

As part ofthe RDT's training efforts, in September 2021, RDT
held a 2-day annual training eventtitled “Partnering to Make a
Differencein Rare Diseases.” This training focused on
collaborations across FDA’s Centers and Offices (i.e., the
Office ofthe Commissioner (OC), CDER, CBER, and the
Center for Devices and Radiological Health (CDRH)), which
have impacted the developmentofmedical products for rare
diseases. Therewere 351 attendees on the firstday of the
training, and 404 attendees on the second day.

As part of furthering collaboration (specifically with other
regulatory agencies), the RDT continued to lead the
International Rare Diseases Cluster for FDA. In addition to
FDA, this clusterincluded the European Medicines Agency and
Health Canada.

The RDT collaborated with external stakeholders—including
the National Organizationfor Rare Disorders, the National
Institutes of Health, the National Center for Advancing
Translational Sciences, and the Office of Rare Diseases
Research—to advance rare disease drug development.

In 2021, FDA's Office of Rare Diseases, Pediatrics, Urologic
and Reproductive Medicine, in conjunction with RDT, launched
the Rare Disease Drug Development Council, which is an
internal FDA council composed ofrare disease experts, to
provide aforumfor OND divisions to discuss cross-cutting
issues and applications pertinentto their rare disease drug
developmentprograms and review.

FDA's Rare Disease Program, as a Rare Disease Coordinating
Committee meeting activity, continued the series of case study
presentations on flexibility in the review of biological products.
FDA continued to track rare disease-related stakeholder
engagementactivities. In FY 2021, FDA staff participated in a
minimum of 166 outreach activities intended to supportthe
developmentofbiological products forrare diseases. These
activities included presentations (51%), publications (38%), and
posters/abstracts (11%).

FDA’s Centers continued to collaborate in activities to advance
the developmentofdrugs and biological products for rare
diseases, such as by contributing to the annual rare disease
training heldin September 2021; by contributing to the quarterly
rare disease seminar series for FDA review staff; by planning
and contributingto FDA Rare Disease Day 2021; by holdinga
public meeting on March 5, 2021; and by composing and
distributing an internal newsletter for FDA staff on rare disease
activities. Also,in FY 2021, FDA review staff prepared and
gave presentations atsix ofthe eightInternational Rare
Diseases Cluster meetings held with the European Medicines
Agency and Health Canada.

I.I.5 Advancing Development of Drug-
Device and Biologic-Device Combination
Products Regulated by CBER and CDER

In FY 2021, there were no commitments due and no new
activities to report.

I.1.6 Enhancing Use of Real World
Evidence for Use in Regulatory Decision-
Making

FDA satisfied the commitmentto complete a public workshop in
September 2017 and continued to engage key stakeholders
annually. Forexample,in FY 2021 (from February 16-17,
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2021), FDA hosted a2-day meeting titled “Evaluating RWE
from Observational studies in Regulatory Decision-Making:
Lessons Learned from Trial Replication Analyses” (see
healthpolicy.duke.edu/events/evaluating-rwe-observational-
studies-requlatory-decision-making-lessons-learned-trial)
(PL1.6.a).

FDA satisfied the commitmentto initiate real-world evidence
(RWE) activitiesin FY 2017 and continued to oversee ongoing
CBER- and CDER-supported demonstration projects. Activifies
in FY 2021 included utilization of FDACBER'’s Biologics
Effectiveness and Safety (BEST) System to generate RWE that
informs regulatory decision-making for COVID-19 vaccines and
continuation of an inter-Agency agreementwith the Centers for
Medicare & Medicaid Services thatuses real-world data (RWD)
to investigate the safety and effectiveness of vaccines as well
as the natural history of COVID-19 disease. Alsoin FY 2021,
and to further address evolving considerationsfor the use of
RWE in regulatory decision-making, CDER established an
inter-Agency agreementwith the U.S. Department of Veterans
Affairs both to support RWD/RWE investigations thatare
relevantto the safety and effectiveness of FDA-regulated
medical products and to promote alearning health care system
and improve public health (PI.1.6.b).

FDA satisfied the commitmentto publish adraftguidanceon
how RWE can contribute to the assessment of safety and
effectiveness in regulatory submissions by publishing, in
September 2021, the draft guidance forindustry “Real-World
Data: Assessing Electronic Health Records and Medical
Claims Data To SupportRegulatory Decision-Making for Drug
and Biological Products” (see www.fda.gov/regulatory-
information/search-fda-quidance-documents/real-world-d ata-
assessing-electronic-health-records-and-medical-claims-data-
support-

regulatory?utm medium=email&utm source=govdelivery). For
further related RWE guidances, please see
www.fda.gov/science-research/science-and-research-special-
topics/real-world-evidence (PI.1.6.c).
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Sectionl.J: Enhancing Regulatory Decision Tools to Support Drug
Development and Review

Commitment Title FY 2021 Accomplishments

I.J.1 Enhancing the Incomoration ofthe e FDA continued to strengthen staff capacity to facilitate the
Patient’s Voice in Drug Developmentand developmentand use of patient-focused methods to inform
Decision-Making drug developmentand regulatory decisions. These staff, who

are integrated across review divisions, increasinglyinteracted
with patient stakeholders and provided consultations to
sponsors developing clinical outcome assessments (COAs)
that will be used to collectpatientand caregiverinput. These
interactions included conducting three FDA-led patient-focused
drug developmentmeetings, over 15 patientlistening sessions,
and multiple informal meetings between patientgroups and
review divisions, as well as participatingin 14 externally-led
patient-focused drug development (PFDD) meetings (I.J.1.a).

e FDA continued the Standard Core Clinical Outcomes and
Endpoints GrantProgramthat (1) funds the developmentof
coreoutcome sets in a variety ofclinical divisions, including
funding an additional two grants in FY 2021 and (2) increases
the familiarity and understanding ofthe developmentof COAs
within review divisions and other areas (1.J.1.a).

e FDA continued to progress towards completion of the PFDD
guidancedocumentseries. Thoughthe commitmentdue date
forthe Guidance 4 document (titled “Patient-Focused Drug
Development: Incorporating Clinical Outcome Assessments
into Endpointsfor Regulatory Decision Making”) was missed in
FY 2021 due largely to a shiftin priorities created by the
Agency’s COVID-19 response, the Agency is actively working
on and remaining committed to issuing the Guidance 4
documentas soon as possible (1.J.1.b.v).

e FDA maintained and enhancedits repository of publicly
available tools and resources for stakeholders (1.J.1.c).

e FDA continued to hold held monthly cross-disciplinary
meetings to discuss reviews, guidance documents, and
process changes. Also, staff provided presentations atseveral
internal meetings and public meetings with ahigh attendance
by FDA staff. Further, FDA offered a semester-long courseto
increase reviewer proficiency with psychometric techniques
used to analyze the properties and datafrom COAs. In
addition, FDA staff and reviewers participated in multiple
internal trainings to increase their familiarity and understanding
of therole of patient preference studies in drug development
(1.J.1.d).

e FDA finalized aguidance documenton enhancing the diversity
of clinicaltrial populations, whichincluded asection on
considerations to make trial participation less burdensome for
participants and asection onenhancing enrollmentand
retention practices fo fosterinclusiveness (see
www.fda.gov/media/127712/download). This guidance
documentwas informed by the public workshop on patient
engagementin clinicaltrials (1.J.1.e).

I.J.2 Enhancing the Benefit-Risk e FDA published adraftguidance entitled “Benefit-Risk
Assessmentin Regulatory Decision- Assessmentfor New Drug Review” (see
Making www.fda.gov/regulatory-information/search-fda-guidan ce-
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documents/benéefit-risk-assessment-new-drug-and-biological-
products) and opened a Federal Register public comment
period. Also,FDAdeveloped a Guidance SnapshotPilotto
supplementthedissemination ofimportant guidance topics
(see www.fda.gov/drugs/quidances-drugs/quidance-snapshot-
pilot) (1.J.2.c).

FDA continued inits work with athird-party contractor to
conductan evaluation oftheimplementation of the Benefit-Risk
Framework into new drug review processes. Workin FY 2021
focused on evaluation design and theinitiation ofinternaldata
collection (1.J.2.d).

FDA continued to implementthe Benefit-Risk Framework into
review processes, templates, and trainings as partofthe
phased rollout ofthe new Integrated Assessmentprocess and
Integrated Review document. Also, FDA initiated an overview
training, which was available to all CDER staff, on the benefit-
risk assessmentand decision science. Further, FDA continued
to provide benefit-risk training to reviewers (1.J.2.e).

FDA staff presented at conferences on relevanttopics
regarding benefit-risk assessments inregulatory decision-
making and continued their participationin multi-stakeholder
workgroups, such as the Council for International Organizations
of Medical Sciences, thatseek to leverage the Benefit-Risk
Framework and International Council for Harmonisation
guidelines ME4(R2). FDA conducted quantitative benefit-risk
assessments to inform some of its complex regulatory
decisions, such as regarding BLAs and emergency use
authorizations of COVID-19 vaccines.

I.J.3 Advancing Model-Informed Drug
Development

The Office of Biostatistics and Epidemiology in CBER invited
representatives from Certara, a biotech software company, to
provide staff with a foundational understanding ofthe model-
informed drug development (MIDD) approaches developed by
the company (l.J.3.a).

The Office of Clinical Pharmacology in CDER hosted an MIDD
education series seminar titled “Decision Making in Drug
Development: An Opportunity for Model-based Knowledge
Integration and Scenario Evaluation” by Dr. Marc Gastonguay,
Metrum Research Group, on April 26,2021, which had 150
attendees (1.J.3.a).

FDA staff organized the MCBIOS 2021 Breakout Session:
Model-Informed Drug Discovery and Development:
Opportunities and Challenges Workshop (April 26, 2021)
(1.J.3.b).

FDA held the Model-Informed Drug Development Approaches
for Immunogenicity Assessment Public Workshopon June9,
2021, which had 520 attendees (1.J.3.b.4).

The Office of Clinical Pharmacology planned for the Model
Informed Drug Development: Best Practices for Development
and Applications of Disease Progression Models Workshop
held on November 19, 2021. A meeting proceedingswill be
developed postworkshop (1.J.3.b.3).

FDA selected proposals on a quarterly basis for which MIDD
would be needed to assess uncertainties regarding dosing,
duration, and patient selection to help inform decision-making.
The Office of Clinical Pharmacology granted 10 MIDD requests.
The Office of Biostatistics and Epidemiology in CBER granted
one MIDD requestof two CBER-specific sponsor submissions
(1.J.3.c).
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The Office of Clinical Pharmacology conducted nine industry
meetings from October 2020 to September 2021 related to nine
applications (I.J.3.c.ii).

The Office of Clinical Pharmacology developed a Population
Pharmacokinetics Standard Operating Procedure that was
implemented into thereview process of MIDD applications
(1.J.3.e).

I.J.4 Enhancing Capacity to Review
Complex Innovative Designs

In FY 2021, FDA continued to develop staff capacity to enable
processes to facilitate the appropriate use of complex adaptive,
Bayesian, and other novel clinical trial designs(I.J.4.a) through
the following activities:

o FDA's Office of Biostatistics in CDER initiated a
Bayesian training series and conducted seven
Bayesian lectures.

o FDA’s Office of Biostatistics conducted two lectures
under the continuing education-accredited Complex
Innovative Design (CID) seminar series

o Staff participated in internaland external trainings on
simulations.

Underthe CID Pilot Meeting Program (1.J.4.b),

o FDA completed apaired meeting series forone
proposed CID.

o FDA denied two CID meeting requests due to the
inappropriateness ofthe proposed designs forthe CID
Pilot Meeting Program.

o Underthe disclosure agreement, FDA presented trial
designs developed as partofthe programas case
studies at five professional meetings.

o FDA staff collaborated with the University of Maryland
Center for Excellencein Regulatory Science and
Innovation on a public workshop entitled “Advancing
the Developmentof Pediatric Therapeutics Complex
Innovative Designs” in September 2021 (see
www.fda.gov/drugs/news-events-human-drugs/fda-m-
cersi-advancing-development-pediatric-therapeutics-
complex-innovative-trial-design-public).

FDA published thefinal guidance forindustry entitled
“Interacting with the FDA on Complex Innovative Trial Designs
for Drugs and Biological Products” (see
www.fda.gov/media/130897/download).

I.J.5 Enhancing Capacity to Support
Analysis Data Standards for Product
Developmentand Review

Completed the Clinical Data Interchange Standards Consortum
(CDISC) Analysis Data Model (ADaM) training video series and
posted the training on FDA’s internal website (1.J.5.a).

Drafted the Technical Specifications for Clinical Outcomes
Assessments (COAs) Utilizing Item Response Theory (IRT)
document, which, oncefinalized, will provide specifications for
the submission of CDISC SDTM and ADaM data sets in COAs
that implementIRT (1.J.5.B).

The Office of Biostatistics collaborated with external
stakeholders/groupson projects intended to supportnotonly
the collaborative developmentand application of data
standards butalso a shared understanding of statistical
reviews. Also, the Office of Biostatistics staffhelped plan for
and presented at various external conferences related to
analysis datastandards (1.J.5.d).

I.J.6 Enhancing Drug Development Tools
Qualification Pathway for Biomarkers

FDA administered three qualification programs (i.e., the
biomarkers qualification program (BQP), COAs, and animal
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models for use underthe animal rule) and one pilotprogram
(i.e., the Innovative Science and Technology Approaches for
New Drugs (ISTAND) pilot). These four programs work
togetherin the developmentofinter-related process,
communications, and policy.

The BQP experienced continued interestand growth, with 87
projects under development. In FY 2021, the program
reviewed 12 submissions (six Letters of Intent and six
Qualification Plans).

Overall, the Drug Development Tool (DDT) qualification
programhad over 147 projects under development. In thefirst
halfof FY 2021, the programreviewed 19 submissions (14
Letters of Intent, four Qualification Plans, and onefinal
qualification package).

The BQP continued its extensive public engagement with key
stakeholder groups (i.e., the FNIH Biomarkers Consortium, the
Critical Path Institute, and the Innovative Medicines Initiative).
FDA staff were invited to speak atover 15 scientific
conferences (l.J.6.a).

FDA's ISTAND PilotProgram, which is designed to expand
DDT types by encouragingthe developmentof potentially
beneficial DDTs thatare out of scope for existing DDT
qualification programs, received 14 submissions in FY 2021.
These DDT submissions included tools proposed to enable
remote or decentralized trials, advance FDA’s understanding of
drug safety and metabolismusing in vitro systems, and utilize
digital health technologies (1.J.6.a).

FDA’s Biomarker Working Group planned to sponsor avirtual
public workshop titled “Multi-component Biomarkers Workshop”
on March 23-24, 2022.

FDA worked to develop an evidentiary framework guidance
documentand a biomarker qualification analyticsguidance
document(l.J.6.d), both of which will continue toundergo
clearancein FY 2022. FDA also worked to develop the draft
guidanceforindustry titled “Considerationsfor Surrogate
Endpoints Intended as Primary Efficacy Endpoints for Drugs
and Biologics Approvals.”

FDA renewed the DDT RO1 grantprogramto assistDDT
programs thathad already been accepted into the FDA DDT
qualification programatthe LOI stage. FDA reviewed 10 grant
requests and awarded 6 projects with an FDA DDT grant.

FDA carried outa public postingofa Comprehensive Surrogate
Endpoint Table for CDER- and CBER-regulated products.

Section |.K: Enhancement and Modernization of FDA’s Drug Safety

System

Commitment Title

FY 2021 Accomplishments

I.K.1 Advancing Postmarketing Drug
Safety Evaluation Through Expansion of
the Sentinel System, and Integration into
FDA Pharmacovigilance Activities

Expanded sources ofdataand enhanced core capabilities
(I.K.1.a). FDA completed the following actions:
o FDA updated the Sentinel Common Data Model to
version 8.0.0. This updateallowed forincreased data
capture, improved data precision, and the opening of
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this model to broader use (even internationally) of
RWD.

o FDA developed new analytic capabilities in the Active
Risk Identificationand Anaysis (ARIA) system,
distributed tools to conductdescriptive analyses on
drug dosage, and expanded cohort attrition table
information. Also, FDAimplemented made major
enhancements to the ARIA local reportingtoolsto
consolidate disparate local reporting tools, enhance
visualization capabilities, and develop comprehensive
documentation for public use.

o FDA conducted analyses in new electronic health
record (EHR)-based data sources, including the
National Patient-Centered Clinical Research Network
(PCORnet) and TriNetX, to improve understanding of
these resources.

o Thelnnovation Centerinitiated seven projects and
continued two projects to advance a strategic goal of
developing anew EHR-based distributed data
network.

CBER’s componentofthe Sentinel Initiative is called the BEST
Initiative. The BEST Initiative has access to the following data
sources: administrative claims data ofthe four largesthealth
insurance companies in the United States coveringover 200
million patients; U.S. Medicare administrative claims data
covering over 100 million patients; partial Medicaid
administrative claims data covering over 54 million patients;
EHR data covering approximately 120 million patients; and
three linked claims-EHR data sources coveringover 30 million
patients.

FDA enhanced communication with sponsors and the public on
methodologies for Sentinel queries (1.K.1.b). FDA completed
the following actions:

o Continued to postall analytic packages and query
results on the Sentinel website.

o Continued notification of sponsors of Sentinel
analyses and results according to the policies and
processes outlined in the Manual of Policies and
Procedures (MAPP) 6701.4 (see
www.fda.gov/media/141216/download) (1.K.1.e).

o Made publicly available on the Sentinel website
upgrades to distributed and local reporting tools used
for ARIA analyses, including analytic programming
codeand comprehensive documentation.

o Conducted apublic trainingon November 2, 2020, on
maternal health and pregnancy. Thetrainingcovered
how Sentinel tools are used to assess medical product
use during pregnancyand to conductpregnancy-
related safety analyses using linked mother and infant
data.

FDA facilitated public and sponsor access to Sentinel (I.K.1.c).
FDA completed the following actions:

o Thelnnovation inMedical Evidence Developmentand
Surveillance (IMEDS) is a programrun by the
Reagan-Udall Foundation for the FDA that provides
the private sector with access to a subset of FDA’s
Sentinel Network to conductassessments of medical
product safety and effectiveness. IMEDS benefits
from Sentinel’s curated data and routine analytic
toolset. In FY 2021, the Sentinel Operations Center
supported five IMEDS queries.
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o Redesigned the Sentinel website, which serves as a
central hub forcommunicationsrelated to Sentinel.
The new website provides for better navigation and
improved searching capabilities (see
www.sentinelinitiative.org).

o Initiated a public quarterly newsletterto informthe
Sentinel community ofthe work being done by
Sentinel,upcoming events, and new publications.

FDA analyzed and reported on its use of Sentinel for regulatory
purposes (I.K.1.h). FDA completed the following actions:

o As partofthe Sentinel website redesign, FDA created
a downloadable table of drug assessments that
provides asingle view of analytic packages, results,
and regulatory impacts of Sentinel analyses (see
sentinelinitiative.org/assessments/drugs).

o Made updates to eightdrug assessments pages on
the Sentinel website, describing ongoing queries,
completed queries, and regulatory impacts.

o Made ongoingupdates to the “Assessing ARIA’s
Ability to Evaluate a Safety Concern” webpage
containing ARIA sufficiency memos (see
sentinelinitiative.org/assessments/drugs/assessing-
arias-ability-evaluate-safety-concern).

o Published a summary of how FDA's Sentinel System
has contributed to FDA’s COVID-19 pandemic
response, includinglessonslearned aboutthe use of
RWD to address urgentpublic health questions. This
summer is titled “A COVID-19-ready Public Health
Surveillance System: The Food and Drug
Administration's Sentinel System” (see
onlinelibrary.wiley.com/d0i/10.1002/pds.5240).

The BEST Initiative has set up an on-demand ad-hoc computer
programming capability for interrogating all data sources;
therefore, the system can run a variety of studies in a timely
manner to answer differentregulatory questions. Acadre of
multi-disciplinary scientists and cliniciansfrom CBER,
academia, and other organizations worked together to perform
studies and evaluate regulatory questions.

CBER used the BEST program, which is fully integrated into
the life cycle of biologics (including pre-market reviews and
evaluations and post-market active surveillances and
pharmacovigilance activities), to monitor and evaluate the
safety of differentbiologics. BEST conducted multiple studies
to evaluate the safety of all COVID-19 vaccines thathave
received Emergency Use Authorization orapproval from FDA.
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I.LK.2 Timely and Effective Evaluation and e Based onongoing user feedback, FDA continued to improve
Communication of Postmarketing Safety the Lifecycle Safety Tool (LiST)in CDER’s Nexus (powered by
Findings Related to Human Drugs Appian) through quarterly enhancements (1.K.2.a).

e FDA continued to engage with its internal stakeholders to
address questionsand concerns, and the Newly Identified
Safety Signal Implementation Team worked to operationalize
MAPP 4121.3 (titled “Collaborative Identification, Evaluation,
and Resolution ofa Newly Identified Safety Signal (NISS)”) and
the LiST within the team members’ offices (1.K.2.a).

e FDA developed and implemented new datafields in its
electronic systemfor managing regulatory reviews, known as
the Regulatory Management System — Biologics Licensed
Applications. The newfields track review memorandums on
postmarket safety issues, allowing staffto more easily locate
and access post-market safety related information (1.K.2.a).

o FDA contracted with athird party to assess how “data systems
and processes, as described in MAPPs and [Standard
Operating Policies and Procedures], supportreview, oversight,
and communication of postmarketing drug safety issues” in
CDER and CBER. This assessmentwill be completed by
September 2022 and produce an internal reportand public
summary outliningresults (1.K.2.c).

Sectionll: Enhancing the Management of User Fee Resources

Commitment Title FY 2021 Accomplishments
IILA Resource Capacity Planning and e In FY 2021, there were no commitments due and no new
Modernized Time Reporting activities to report.

II.B Financial Transparency and Efficiency | ¢  FDA published the FY 2021 PDUFA Five-Year Financial Plan
Updatein March 2021 (see www.fda.gov/about-fda/user-fee-
reports/user-fee-five-year-financial-plans) (11.B.2).

e FDA held apublic meeting on June 28, 2021, regarding this
plan (see FDA's “Financial Transparency and Efficiency ofthe
Prescription Drug User Fee Act, Biosimilar User Fee Act, and
Generic Drug User Fee Amendments” web page at
www.fda.gov/drugs/news-events-human-drugs/financial-
transparency-and-efficiency-prescription-drug-user-fee-act-
biosimilar-user-fee-act-and) (11.B.3).
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Sectionlll: Improving FDA’s Hiring and Retention of Review Staff

Commitment Title FY 2021 Accomplishments

LA Completion of Modernization of the
Hiring System Infrastructure and
Augmentation of System Capacity

FDA has entered over 11,000 position descriptions within the
classificationtoolthatallows standardized position
descriptions to be used and provides easy access to position
descriptions to reduce the administrative burden.

The Applicant Tracking Lifecycle Analysis Systemwas
deployed as apilotin 2018 to track each step in the hiring
process of FDA’s nine hiring authorities. In FY 2021, FDA
made enhancements to the system, and the system will be
fully deployed in FY2022. This system provides real-time
tracking ofhiring actionsand has increased transparency,
performance, and accountability.

Il1.B Augmentation of Hiring Staff
Capacity and Capability

In FY 2021, there were no commitments due and no new
activities to report.

III.C Complete Establishmentofa
Dedicated Function to Ensure Needed
Scientific Staffing for Human Drug Review
Program

The Scientific Staffing Office has established over 30 new
strategic partnerships to promote careers at FDA with
academic, government, or professional associations in order fo
increase scientific staffing outreach.

IIl.D Set Clear Goals for Human Drug
Review Program Hiring

FDA's FY 2021 hiring goalwas for 18 full-time equivalents
(FTEs), and 15 FTEs were onboarded (which was 83 percent
of the FY 2021 hiring goal) (l11.D.2).

FDA’s hiringprogressagainstthis goal and the goalsfrom
previous years were posted on FDA’s website (see
www.fda.gov/industry/prescription-drug-user-fee-
amendments/food-and-drug-administration-reauthorization-
act-2017-fdara-hiring-data) (l11.D.2).

IIl.LE Comprehensive and Continuous
Assessmentof Hiring and Retention

FDA published ahuman resources interimreporton June5,
2020, and held a public meeting on July 30, 2020 (see
www.fda.gov/industry/prescription-drug-user-fee-
amendments/fda-interim-hiring-and-retention-assessment-
report) (11l.LE.2).

FDA engaged an independent contractorto performthefinal
human resources assessment, which will be published by
December 31, 2021, and a public meeting held by March 30,
2022.
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SectionIV: Information Technology Goals

Goal ‘ FY 2021 Accomplishments

IV.B Improve the Predictability and e The Electronic Submissions Gateway’s (ESG’s) operational status,
Consistencyof PDUFA Electronic along with submission target time frames, continued to be published
Submission Processes on FDA’s public website.

e Therejection process for electronic submissions was published and
updated periodically (see www.fda.gov/industry/prescription-drug-
user-fee-amendments/pdufa-vi-information-technology-goals-and-
progress).

e The softwareversions ofeCTD validation tools were posted.

e Industry wasinvolved, as needed, to provide feedback or participate
in user acceptance testing.

IV.C Enhance Transparencyand e Quarterly meetings with industry were conducted with afocus on

Accountability of FDA Electronic ESG; the identification of medicinal products standards; technical

Submission and Data Standards rejections; pharmaceutical quality/chemistry, manufacturing, and

Activities controls datastandards; and IND safety reporting systems and
processes.

e A collaboration meeting was held in June 2021, which focused on
implementation ofthe identification of medicinal products.

¢ CDER’s and CBER’s Data Standards Action Plan continued to be
updated quarterly and posted on FDA’s public website.

e The FDA Data Standards Catalog was updated, as needed, and
posted on FDA’s public website (see www.fda.gov/industry/fda-
resources-data-standards).

Additional PDUFA VI Review Program Reporting

Hiring and Placement of New PDUFA VI Staff at FDA

The hiring and placement of new staff at FDA under PDUFA VI are reported on a quarterly basis
and posted on the FDARA hiring performance web page.'? FDA reportsits progress in hiring
new staff to support new initiatives in the annual PDUFA Financial Report, as per the PDUFA VI
Commitment Letter.

Rationale for PDUFA Program Changes

FDARA amended the FD&C Act to require the reporting of certain information relating to
PDUFA program changes in the annual performance report starting with FY 2020.

Specifically, section 903(a) of FDARA added section 736(b)(4) to the FD&C Act, which requires
the annual PDUFA performance reportto include the following:

12 \www.fda.gov/Forlndustry/UserFees/PrescriptionDrugUserF ee/ucm604305.htm.
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(A) data, analysis, and discussion of the changes in the number of FTEs hired as
agreed upon in the letters described insection 101(b) of the Prescription Drug User
Fee Amendments of 2017 and the number of FTEs funded by budget authority at
FDA by each division within CDER, CBER, the Office of Regulatory Affairs (ORA),
and OC;

(B) data, analysis, and discussion of the changes in the fee revenue amounts and
costs for the process for the review of human drugs, including identifying
drivers of such changes; and

(C) foreach of the CDER, CBER, ORA, and OC, the number of employees for whom
time reporting is required and the number of employees for whom time reporting is
not required.

The information below fulffills these reporting requirements.

A. Changes in the number of FTEs hired as agreed in the PDUFA VI
Commitment Letter and the number of FTEs funded by budget authority at
FDA by division within CDER, CBER, ORA, and OC

This section addresses the requirement to provide data, an analysis, and a discussion of the
changes in the number of FTEs hired as agreed upon in the letters described insection 101(b)
of the Prescription Drug User Fee Amendments of 2017 and the number of FTEs funded by
budget authority at the FDA by each division within CDER, CBER, ORA, and OC.

Changes in the number of FTEs hired as agreed upon in the PDUFA VI
Commitment Letter

FDA is committed to hiring 230 FTEs fromFY 2018 to FY 2022 as agreed upon in the PDUFA
VI Commitment Letter. FDA has successfully hired 212 FTEs of the 230 FTEs (92 percent) as
of September 30, 2021. The datain the following table show the total number of FTEs hired
towards the FY 2020 and FY 2021 hiring targets as agreed upon in the PDUFA VI Commitment
Letter and the change in the number of FTE hires from FY 2020 to FY 2021.

The hiring of FTEs decreased from FY 2020 to FY 2021 due to the hiring goal targets
decreasing from58 FTEs in FY 2020 to 18 FTEs in FY 2021. FDA has successfully fulfilled 93
percent of its hiring target for FY 2020 and 83 percent of its hiring target for FY 2021 as of
September 30, 2021. With atotal of 18 FTEs remaining to hire through FY 2022, FDA will
continue hiring new FTEs to meet its commitments as agreed upon in the PDUFA VI
Commitment Letter.
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Number of FTEs Hired as Agreed in the PDUFA VI Commitment Letter

Center FY 2020 Hires* FY 2021 Hires* Change in
Number of FTE
Hires

CDER 41 14 -27

CBER 7 1 -6

ORA 0 0 0

OC/Other 6 0 -6

* A hire is defined as someone who has been confirmed as on board by the dateindicated in a full-
time position at the noted Center. Althoughsome hires are recruited from outside the Center/FDA, a
hire can also be a current Center/FDA employee who is changing positions within the Agency.

Number of FTEs funded by budget authority at FDA by division within
CDER, CDRH, CBER, ORA, and OC

The data in the table below show the change from FY 2020 to FY 2021 in the number of FTEs
funded by budget authority at FDA by each division within CDER, CDRH, CBER, ORA, and OC.
This table reflects the number of FTEs funded by budget authority for the PDUFA VI program.
For this table, budget authority refers to FDA's non-user fee annual appropriations. To address
the requirement that information on the number of FTEs funded by budget authority be
presented “by each division,” the information in this table is broken down to the office level for
the Centers, ORA, and OC. FDA uses a 2080-hourworkload to equate to one FTE, and this
calculation is reflectedin the table below. Datafor FY 2021 and the previous year, FY 2020,
are presented and compared to show the change in the number of FTEs over the last 2 fiscal
years committed to PDUFA work. The number of FTEs funded by budget authority for FY 2020
are those FTEs as of September 30, 2020. The number of FTEs funded by budget authority for
FY 2021 are those FTEs as of September 30, 2021.

FDA reported adecrease in budget authority-funded FTEs in FY 2021 compared to FY 2020.
The decrease in reported FTEs was attributable to the impacts of COVID-19-related efforts.

Center and Office Number of PDUFA Program FTEs | Change in Number

Funded by Budget Authority* of PDUFA Program
FTEs Funded by

FY 2020 FY 2021 Budget Authority

CDER

Office of 0.4 3.1 2.7

Communications

Office of Compliance 28.5 21.3 -7.2

Office ofthe Center 0.8 0.8 0.0

Director

Office of Executive 0.4 7.5 71

Programs

Office of Generic Drugs 3.3 4.5 1.2

Office of Medical Policy 10.1 5.1 -5.0
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Office of Management 1.3 1.6 0.3
Office of New Drugs 157.3 137.6 -19.7
Office of 68.2 734 5.2
Pharmaceutical Quality
Office of Regulatory 6.5 9.5 3.0
Policy
Office of Surveillance 5.0 20.9 15.9
and Epidemiology
Office of Strategic 4.4 4.8 04
Planning
Office of Information 0.1 0.1 0.0
Management and
Technology
Office of Translational 55.4 33.7 -21.7
Sciences
Other Offices 2.7 34 0.7
Working Capital Fund 43.2 55.5 12.3
(WCF)
CDRH
Office of Product 1.6 71 5.5
Evaluation and Quality
Office of Management 0.1 1.2 1.1
Office of Science and 0.3 0.6 0.3
Engineering
Laboratories
WCF 0.8 0.9 0.1
CBER
Office of Biostatistics 17.9 13.7 -4.2
and Epidemiology
Office of Blood 4.6 4.9 0.3
Research and Review
Office of Compliance 19.4 22.8 3.4
and Biologics Quality
Office of Tissues and 571 59.5 24
Advanced Therapies
Office of Vaccines 84.8 96.4 11.6
Research and Review
Office of 11.1 11.9 0.8
Communication
Outreach and
Development
Office ofthe Center 17.3 20.3 3.0
Director
Office of Management 19.2 17.5 -1.7
Other Offices 1.8 2.0 0.2
WCF 33.1 34.0 0.9
ocC
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OC Immediate Office 4.4 2.3 -2.1

Office ofthe Chief 14.9 6.4 -8.5
Counsel

Office ofthe Chief 9.9 4.6 -5.3
Scientist

Office of Clinical Policy 22.0 9.9 -12.1
and Programs

Office of External 5.0 2.6 24
Affairs

Office of Health 1.7 0.6 -1.1
Informatics

Office of International 0.1 0.0 -0.1
Programs

Office of Operations 8.8 8.7 -0.1
Office of Policy 11.5 4.6 -6.9

Legislation and
International Affairs

Office of Special 0.2 0.0 -0.2
Medical Programs

WCF 171 13.0 -4.1
ORA

Office of 89.9 91.0 1.1
Pharmaceutical Quality

Operations

WCF 8.6 8.4 -0.2

* This table includes PDUFA program FTE calculated through WCF assessments for certain centrally administered services
provided to CDER, CDRH, CBER, ORA, and OC. Because many employees under OC and WCF do not report time, an average
cost perOC and WCF FTE was applied to derive the number of PDUFA program FTEs funded by budget authority.
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B. Changes in the fee revenue amounts and costs for the review process

Section 903(a) of FDARA amended the FD&C Act to require FDA to provide data, an analysis,
and a discussion of the changes in the fee revenue amounts and costs for the process forthe
review of human drugs, including identifying drivers of such changes. Accordingly, the table
below provides data for the PDUFA fee revenue amounts and process costs for FY 2020 and
FY 2021, as well as the changes in these amounts from FY 2020 to FY 2021. Relevant
information about the data provided is as follows:

e [ee Revenue Amounts represent FDA'’s net collection of human drug user fees.
e Review Process Costs represent FDA’s total expenditure of the PDUFA program.

e Numbers are provided for both the most recent fiscal year (FY 2021) and the prior fiscal
year (FY 2020). Although FDARA does not explicitly require this data, they do provide
relevant context necessary to interpret the required information.

In FY 2021, FDA had net collections of $1.153 billion in prescription drug user fees, spent
$1.109 billion in user fees for the human drug review process, and carried a cumulative balance
of $245 million forward for future fiscal years. Detailed financial information for the PDUFA user
fee program can be found in the FY 2021 PDUFA Financial Report.

The process for setting the annual target revenue is set forth in the statute. ForFY 2021, the
base revenue amountis $1,065,707,676. The FY 2021 base revenue amount is adjusted for
inflation and for the resource capacity needs for the process for the review of human drug
applications (the capacity planning adjustment). An additional dollar amount specified in the
statute (see section 736(b)(1)(F) of the FD&C Act) is then added to provide for additional FTE
positions to support PDUFA Vl initiatives. The FY 2021 revenue amount may be adjusted
further, if necessary, to provide for sufficient operating reserves of carryover userfees. Finally,
the amount is adjusted to provide for additional direct costs yielding a total adjusted fee revenue
amount of $1,107,199,000 (rounded to the nearest thousand dollars), which funds PDUFA VI
initiatives.

In FY 2021, PDUFA costs increased just under two percent above the prior fiscal year, an
amount close to the inflationary pressures on the program.

Changes in the Fee Revenue Amounts and Review Process Costs

Fiscal Year FY 2020 FY 2021 Change from
FY 2020 to
FY 2021
Net Fiscal Year $1,020,229,037 | $1,152,538,861 13%
Collections
Review Process | $1,471,144,928 | $1,499,064,056 2%
Costs
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C. Number of Employees for Whom Time Reporting Is Required

Section 903(a) of FDARA amended the FD&C Act to require FDA to provide—for CDER, CBER,
ORA, and OC—the number of employees for whom time reporting is required and the number of
employees for whom time reporting is not required. Accordingly, the table below provides the
number of employees within CDER, CBER, ORA, and OC who are required to report their time
and those who are not required to reporttheir time as of September 30, 2021.

These data reflect time reporting across all employees in each entity, rather than only those
engaged in PDUF A program activities.

Time Reporting Requirements for FY 2021
FTEs for Whom Time | FTEs for Whom Time

Reporting Is Reporting Is Not
Required Required
CDER 5,315 45
CBER 1,194 18
ORA 3,111 1,804
ocC 41 2,609
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Appendices

Appendix A: List of Approved Applications

This appendix includes detailed review histories of the NDA and BLA submissions approved
under PDUFA VIin FY 2021. Approvals are grouped by priority designation and submission
year and listed in order of total approval time. Approval time is presented in months and
includes each review cycle’s time with FDA, time with the sponsor, and the total time on that
application.

Review histories of the NDA and BLA submissions approved prior to FY 2021 can be found in
the appendices of the earlier PDUF A performance reports.3

When determining total time, FDA calculates the number of months and rounds to the nearest
tenth. Therefore, when cycle times are added, rounding discrepancies may occur.

Because months consist of varying numbers of days, FDA uses the average number of days in
a month to calculate review time in months. Therefore, a submission may appear overdue even
though it was approved on the goal date. For example, the submission ZOKINVY on page A-4
was received on March 20, 2020, and had an 8-month review goal date of November 20, 2020,
as it was reviewed under the program and had priority review. FDA approved the submission
on the goal date, but because FDA uses the average number of days in a month to calculate
months, the time taken to review the submission is reported as 8.1 months, and the review
appears overdue.

Terms and Coding Used in Tables in This Appendix

Action Codes:

AE = Approvable

AP = Approved

CR = Complete Response
NA = Not Approvable

TA = Tentative Approval
WD = Withdrawn

A Denotes Class 1 Resubmission (2-month review-time goal)

A Denotes Class 2 Resubmission (6-month review-time goal)

¢ Expedited review and TA of an NDA by FDA for fixed dose combinations and co-packaged
antiretroviral medications as part of the President’s Emergency Plan for AIDS Relief

¢ Application reviewed under the program with review goals starting from the 60-day filing date,
rather than the submission date

13 www.fd a.gov/about-fda/user-fee-performan ce-reports/pdufa-performance-reports.
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# Major amendment was received, which extended the action goal date by 3 months 4

FY 2021 Priority NDA and BLA Approvals (by Fiscal Year of Receipt)

Proprietary Name . NME Review

(Established Name) Applicant

Submitted in FY 2021

COMIRNATY (COVID-19 BioNTech Manufacturing Y First 3.2 | AP 3.2 [ Ye

Vaccine, mRNA) GmbH

LUMAKRAS (sotorasib) Amgen Inc. Y First 54 | AP 54 (Ye

EPCLUSA (sofosbuvirand | Gilead Sciences Inc. N First 58 | AP 581|Y

velpatisvir)

RYBREVANT Janssen Biotech Inc. Y First 59 | AP 59| Ye

(amivantamab-vmjw)

MAVYRET (glecaprevir Abbvie Inc. N First 6.0 | AP 6.0 |Y

and pibrentasvir)

WEGOVY (semaglutide) Novo Nordisk Inc. N First 6.0 | AP 601]Y

EXKIVITY (mobocertinib) Takeda Pharmaceuticals Y First 6.6 | AP 6.6 [ Yo
USA Inc.

WELIREG (belzutifan) Merck Sharp and Dohme Y First 6.9 | AP 6.9 | Ye
Corp.a Sub of Merck and
Co. Inc.

TIVDAK (tisotumab Seagen Inc. Y First 7.3 | AP 7.3 [ Ye

vedotin-tftv)

TEMBEXA (brincidofovir) Chimerix Inc. N First 79 | AP 79| Y#

TEMBEXA (brincidofovir) Chimerix Inc. N First 7.9 | AP 79| Y#

TICOVAC (Tick-Borne Pfizer Ireland Y First 79 | AP 79| Ye

Encephalitis Vaccine) Pharmaceuticals

BREXAFEMME Scynexis Inc. Y First 8.0 | AP 8.0 | Ye

(ibrexafungerp)

BYLVAY (odevixibat) Albireo AB Y First 8.0 | AP 8.0 | Ye

JEMPERLI (dostarlimab- Glaxosmithkline LLC N First 8.0 | AP 8.0 | Ye

gxly) (GSK)

KORSUVA (difelikefalin) Cara Therapeutics Inc. Y First 8.0 | AP 8.0 | Ye

KERENDIA (finerenone) Bayer Healthcare Y First 8.0 | AP 8.0 | Ye
Pharamceuticals Inc.

LIVMARLI (maralixibat) Mirum Pharamceuticals Y First 8.0 | AP 8.0 | Ye
Inc.

4 Under PDUFA VI, a major amendmentcan be received any time during the review cycle and extend the goal date
by 3 months. If the review cycle occurred priorto FY 2013, the major amendment must have been received within 3
months ofthe action due date to extend the action goal date by 3 months.
5 This non-NME NDA was reviewed under the PDUFA NME Program. At the time of receipt, the active ingredient

(dostarlimab-gxly) had never been approved in the United States, which allowed for an NME designation; however, at
the time of approval, (dostarlimab-gxly) had already been approved for marketing in another application, causing this

applicationto loseits NME designation.
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Proprietary Name

(Established Name) aeplieant

PREVNAR 20 (20-valent Wyeth Pharmaceuticals First 8.0 | AP 8.0 [ Ye

Pneumococcal Conjugate | LLC

Vaccine)

QULIPTA (atogepant) Abbvie Inc. First 8.0 | AP 8.0 [ Ye

VAXNEUVANCE Merck Sharp and Dohme First 8.0 | AP 8.0 [ Ye

(Pneumococcal 15-valent Corp.

Conjugate Vaccine)

OPZELURA (ruxolitinib) Incyte Corp. First 9.0 | AP 9.0 | Y#

Submitted in FY 2020

VEKLURY (remdesivir) Gilead Sciences Inc. First 25 | AP 25| Ye

MYRBETRIQ GRANULES | Astellas Pharma Global First 59 | AP 591Y

(mirabegron) Developmentinc.

dolutegravir Mylan Laboratories Ltd. First 6.0 | TA 6.0 [ YO

HETLIOZ LQ (tasimelteon) | Vanda Pharmaceuticals First 6.0 | AP 601]Y
Inc.

EBANGA (ansuvimab-zykl) | Ridgeback Biotherapeutics First 6.8 | AP 6.8 [ Ye
LP.

ZYNLONTA ADC Therapeutics SA First 7.0 | AP 7.0 [ Ye

(loncastuximab tesirine-

lpyl)

TEPMETKO (tepotinib) EMD Serono Inc. First 7.2 | AP 72| Ye

INMAZEB (atoltivimab, Regeneron First 76 | AP 76| Ye

maftivimab, and Pharmaceuticals Inc.

odesivimab-ebgn)

OXLUMO (lumasiran) Alnylam Pharmaceuticals First 7.7 | AP 77| Ye
Inc.

UKONIQ (umbralisib) TG Therapeutics Inc. First 7.7 | AP 77 [ Ye

DANYELZA (naxitamab- Y-Mabs Therapeutics Inc. First 79 | AP 791 Ye

9agk)

PEPAXTO (melphalan Oncopeptides AB First 7.9 | AP 79| Ye

flufenamide)

PYLARIFY (piflufolastatf- Progenics First 79 | AP 79| Ye

18) Pharmaceuticals Inc.

TRUSELTIQ (infigratinib) QED Therapeutics Inc. First 7.9 | AP 79| Ye

ABECMA (idecabtagene Celgene Corporation, a First 8.0 | AP 8.0 | Ye

vicleucel) Bristol-Myers Squibb
Company

COSELA (trilaciclib) G1 Therapeutics Inc. First 8.0 | AP 8.0 | Ye

EMPAVELI Apellis Pharmaceuticals First 8.0 | AP 8.0 [ Ye

(pegcetacoplan) Inc.

IMCIVREE (setmelanotide) | Rhythm Pharmaceuticals First 8.0 | AP 8.0 [ Ye
Inc.

NULIBRY (fosdenopterin) | Origin Biosciences Inc. First 8.0 | AP 8.0 | Ye

ORGOVYX (relugolix) Myovant Sciences GmbH First 8.0 | AP 8.0 [ Ye
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Proprietary Name

(Established Name) aeplieant
VERQUVO (vericiguat) Merck Sharp and Dohme Y First 8.0 | AP 8.0 | Ye
Corp.
AMONDYS 45 Sarepta TherapeuticsInc. | Y First 8.1 | AP 8.1 Ye
(casimersen)
EVKEEZA (evinacumab- Regeneron Y First 8.1 | AP 8.1 [ Ye
dgnb) Pharmaceuticals Inc.
LUPKYNIS (voclosporin) Aurinia Pharmaceuticals Y First 8.1 | AP 8.1 Ye
Inc.
ZOKINVY (lonafarnib) Eiger Biopharmaceuticals | Y First 8.1 | AP 8.1 Ye
Inc.
dolutegravir Macleods N First 9.0 | TA 9.0 | Y#0
Pharmaceuticals Ltd.
PRADAXA (dabigatran Boehringer Ingelheim N First 9.0 | AP 9.0 | Y#
etexilate mesylate) Pharmaceuticals Inc.
REZUROCK (belumosudil) | Kadmon Pharmaceuticals | Y First 9.5 | AP 9.5 | Ye
LLC
NEXVIAZYME Genzyme Corp. Y First 10.6 | AP 10.6 | Yo
(avalglucosidase alfa-ngpf)
ADUHELM (aducanumab- | Biogen Inc. Y First 11.0 | AP 11.0 | Yo
avwa)
STRATAGRAFT Stratatech Corporation Y First 12.3 | AP 12.3 | Ne
(Allogeneic cultured
keratinocytes and dermal
fibroblasts in murine
collagen - dsat)
BREYANZI (lisocabtagene | Juno Therapeutics,Inc.a Y First 13.6 | AP 13.6 | Ne
maraleucel) Bristol-Myers Squibb
Company
JEMPERLI (dostarlimab- Glaxosmithkline LLC Y First 16.1 | AP 16.1 | Ne
gxly) (GSK)
fexinidazole Sanofi Aventis US LLC Y First 8.1 [ CR 8.1 [ Ye
Sponsor 6.1 14.2
Second 19 [ AP 161 | YA
Submitted in FY 2019
CABENUVA (cabotegravir | Viiv Healthcare Co. Y First 7.7 | CR 7.7 | Ye
gx_tended release . Sponsor 7.3 15.0
injectable suspension;
rilpivirine extended release Second 5.8 | AP 208 | YA
injectable suspension)
VOCABRIA (cabotegravir) | Viiv Healthcare Co. N 16 First 77 | CR 7.7 | Ye
Sponsor 7.3 15.0
Second 5.8 | AP 208 | YA
vancomycin Xellia Pharmaceuticals N First 6.0 [ CR 60[Y
APS Sponsor 11.3 17.3

8 The applicant submitted two NDAs for the same new moiety (cabotegravir), but one ofthe NDAs is in combination
with a currently marketed drug (rilpivirine). Only one NDA retains the NME designationuponapproval;in this case,
the NDA for cabotegravir and rilpivirine retained the NME designation.
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(Etablished Name) Applicant Roult
Second 6.0 | AP 233 | YA
ZYNRELEF (bupivacaine Heron Therapeutics Inc. N First 6.0 | CR 601]Y
and meloxicam) Sponsor 29 109
Second 9.0 | CR 19.9 [ Y#A
Sponsor 4.6 24.5
Third 6.0 | AP 305 | YA
Submitted in FY 2017
RYPLAZIM (plasminogen, | ProMetic BioTherapeutics, | Y First 78 | CR 7.8 | Yo
human-tvmh) Inc. Sponsor | 288 36.6
Second 9.0 | AP 456 | YA

FY 2021 Standard NDA and BLA Approvals (by Fiscal Year of Receipt)

Proprietary Name

(Established Name) aRRlicant

Submitted in FY 2021

RYLAZE (asparaginase Jazz Pharmaceuticals Ireland First 2.0 | AP 2.0 [ Yo

erwiniachrysanthemi Ltd.

(recombinant)-rywn)

bortezomib Intas Pharmaceuticals Ltd. First 9.7 | TA 9.7 (Y

TWYNEO (tretinoin and Sol-Gel Technologies Ltd. First 9.8 | AP 98 1Y

benzoyl peroxide)

LOREEV XR (lorazepam) | Almatica Pharma LLC First 9.9 | AP 99 1Y

TRUDHESA Impel Neuropharma First 9.9 | AP 99 (Y

(dihydroergotamine

mesylate)

Sitagliptin Zydus Worldwide DMCC First 10.0 | TA 100 (Y

succinylcholine chloride Hikma Pharmaceuticals USA First 10.0 | AP 1001[Y
Inc.

Submitted in FY 2020

sodiumphenylacetateand | Maia Pharmaceuticals Inc. First 9.6 | AP 96 | Y

sodium benzoate

ASTEPRO ALLERGY Bayer Healthcare LLC First 9.9 | AP 99 |Y

AND CHILDREN’S

ASTEPRO ALLERGY

(azelastine hcl)

CAMCEVI (leuprolide) Foresee Pharmaceuticals Co. First 9.9 | AP 99 1|Y
Ltd.

REZIPRES (ephedrine Eton Pharmaceuticals Inc. First 9.9 | AP 99 1|Y

hydrochloride)

VERKAZIA (cyclosporine) | Santen Inc. First 9.9 | AP 99 1|Y

dolutegravir, emtricitabine, | Laurus Labs Ltd. First 10.0 | TA 10.0 | YO

and tenofovir alafenamide
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Total

Proprietary Name . Cycle .
(Established Name) eeBlicant Result (T“',Irgs)
dolutegravir, lamivudine, Shanghai Desano Bio- N First 10.0 | TA 10.0 | YO
and tenofovir disoproxil Pharmaceuticals Co. Ltd.
fumarate
ephedrine sulfate Endo Ventures Ltd. N First 10.0 | AP 100[Y
esomeprazole Dexcel Pharma Technologies | N First 10.0 | AP 100 [Y
Ltd.
KIMYRSA (oritavancin) Melinta Therapeutics LLC N First 10.0 | AP 100 (Y
labetalol hydrochloridein Hikma Pharmaceuticals N First 10.0 | AP 100[Y
dextrose International Ltd.
levothyroxine Custopharminc. N First 10.0 | AP 1001[Y
norepinephrine bitartrate in | Baxter Healthcare Corp. N First 10.0 | AP 100 1]Y
5% dextrose
NOXAFIL (posaconazole) | Merck Sharp and Dohme N First 10.0 | AP 1001[Y
Corp.a Sub of Merck and Co.
Inc.
pemetrexed Sandozinc. N First 10.0 | TA 1001[Y
THYQUIDITY VistapharmInc. N First 10.0 | AP 100 1]Y
(levothyroxine sodium)
UPTRAVI (selexipag) Actelion Pharmaceuticals US N First 10.0 | AP 100 (Y
Inc.
XOFLUZA (baloxavir Genentech Inc. N First 10.0 | AP 100 (Y
marboxil)
pemetrexed Hospiralnc. N First 101 | TA 101 1Y
FOTIVDA (tivozanib) Aveo Pharmaceuticals Inc. Y First 11.3 | AP 11.3 | Ye
KLISYRI (tirbanibulin) Almirall LLC Y First 115 | AP 115 [ Ye
MYFEMBREE (relugolix, Myovant Sciences GmbH N First 11.8 | AP 1M18|Y
estradiol, norethindrone
acetate)
ZEGALOGUE Zealand Pharma US Inc. Y First 11.8 | AP 11.8 | Ye
(dasiglucagon)
GEMTESA (vibegron) Urovant Sciences GmbH Y First 119 | AP 11.9 | Ye
AZSTARYS Commave Therapeutics SA Y First 12.0 | AP 12.0 | Ye
(serdexmethylphenidate
chlorideand
dexmethylphenidate
hydrochloride)
MARGENZA MacroGenics, Inc. Y First 12.0 | AP 12.0 | Ye
(margetuximab-cmkb)
NEXTSTELLIS Mayne Pharma LLC Y First 12.0 | AP 12.0 | Ye
(drospirenone and
estetrol)
ORLADEYO (berotralstat) | BiocrystPharmaceuticalsInc. | Y First 12.0 | AP 12.0 | Ye
PONVORY (ponesimod) Janssen Pharmaceuticals Inc. | Y First 12.0 | AP 12.0 | Ye
SAPHNELO (anifrolumab- | Astrazeneca AB Y First 12.0 | AP 12.0 | Ye
fnia)
midazolam Inforlife SA N First 12.8 | AP 12.8 | Y#
SKYTROFA Ascendis Pharma Y First 14.0 | AP 14.0 | Yo
(lonapegsomatropin-tcgd) | Endocrinology Division A/S
QELBREE (viloxazine) Supernus Pharmaceuticals Y First 12.0 [ CR 12.0 | Ye
Inc. Sponsor 29 14.9
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Total

PropretryName, Applcant foe, Tme
Second 1.9 | AP 16.8 [ YA
LYBALVI (olanzapineand | Alkermes Inc. Y First 12.0 [ CR 12.0 | Ye
samidorphan) Sponsor 0.6 12.6
Second 59 | AP 185 | YA
Submitted in FY 2019
PSMA-11 GA 68 University of California Los Y First 149 | AP 14.9 | Yde
Angeles
PSMA-11 GA 68 University of California San N7 First 14.9 | AP 14.9 | Yie
Francisco
SUTAB (sodium sulafate, Braintree Laboratories Inc. N First 10.0 | CR 100 |Y
reonemumeae)
Second 6.0 | AP 18.0 | YA
ROSZET (rosuvastatin Althera Pharmaceuticals LLC N First 99 | CR 99 |Y
and ezetimibe) Sponsor 3.9 13.8
Second 6.0 | AP 19.8 | YA
micafungin Par Sterile Products LLC N First 10.0 | CR 100[Y
Sponsor 71 171
Second 5.8 | AP 229 | YA
KLOXXADO (naloxone Hikma Pharmaceuticals USA N First 10.0 | CR 100 1]Y
hel) Inc. Sponsor 8.0 18.0
Second 6.0 | AP 240 [ YA
EYSUVIS (loteprednol Kala Pharmaceuticals Inc. N First 9.7 | CR 971Y
etabonate) Sponsor 8.8 18.5
Second 59 | AP 244 [ YA
SOAANZ (torsemide) Sarfez Pharmaceuticals Inc. N First 99 | CR 99 1Y
Sponsor 11.2 211
Second 6.0 | AP 2711 YA
micafungin sodium Teva Pharmaceuticals USA N First 9.2 | CR 92 |Y
Inc. Sponsor 7.0 16.2
Second 59 | TA 2211 YA
Sponsor 6.3 28.4
Third 1.8 | AP 302 | YA
dolutegravir, lamivudine Lupin Ltd. N First 10.0 | CR 10.0 | YO
?unn(:at;r;gfowr disoproxil Sponsor 154 254
Second 58 | TA 31.2 | YA

7 This non-NME NDA was reviewed under the PDUFA NME Program. At the time of receipt, the activeingredient
(PSMA-11 GA 68) had never been approved in the United States, which allowed for NME designation; however, at
the time of approval, (PSMA-11 GA 68) had already been approved for marketing in another application, causing this
applicationto loseits NME designation.
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Total

PropretayName ) Applican qoe, Tme

Submitted in FY 2018

SESQUIENT Sedor Pharmaceuticals LLC N First 10.0 [ CR 100 (Y

(fosphenytoin sodium) Sponsor 30 13.2
Second 58 | CR 19.0 [ YA
Sponsor 4.6 23.6
Third 6.0 | AP 296 | YA

paclitaxel HBT Labs Inc. N First 9.5 | CR 951|Y
Sponsor 104 19.9
Second 142 | TA 34.1 | NA

argatroban Accord Healthcare Inc. N First 10.0 | TA 100[Y
Sponsor 253 35.3
Second 2.0 [ AP 373 | YA

Submitted in FY 2017

acetaminopheninthepab | B Braun MedicalInc. N First 95 | CR 95|Y

container Sponsor 12.0 215
Second 6.0 [ CR 2751 YA
Sponsor 6.9 344
Third 6.0 | CR 404 | YA
Sponsor 4.1 445
Fourth 5.8 | AP 46.2 | YA

daptomycin Hospiralnc. N First 10.0 | CR 100 1]Y
Sponsor 33.1 431
Second 6.0 | AP 491 | YA

cyclophosphamide Auromedics Pharma LLC N First 99 | CR 99 (Y
Sponsor 29 12.8
Second 58 [ CR 186 | YA
Sponsor 2.6 21.2
Third 6.0 | CR 272 | YA
Sponsor 17.3 445
Fourth 55 | AP 50.0 | YA

Submitted in FY 2016

pemetrexed Hospiralnc. N First 9.8 | CR 98 1Y
Sponsor 36.0 45.8
Second 6.0 [ TA 518 [ YA

Submitted in FY 2015

TLANDO (testosterone Lipocinelnc. N First 10.0 | CR 100[Y

undecanoate) Sponsor | 133 233
Second 9.0 [ CR 323 | YHA
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Proprietary Name

Cycle

Total

(Established Name) eeBlicant Result (T“',Irgs)
Sponsor 12.0 443
Third 6.0 | CR 50.3 | YA
Sponsor 3.7 54.0
Fourth 9.3 | TA 63.3 | NA

Submitted in FY 2014

acetaminophen Mylan Laboratories Ltd. First 9.8 | CR 98 (Y
Sponsor 6.4 16.2
Second 6.0 [ CR 222 | YA
Sponsor 4.8 27.0
Third 6.0 | CR 33.0| YA
Sponsor 4.1 37.1
Fourth 6.0 | CR 431 | YA
Sponsor 12.0 55.1
Fifth 6.0 | CR 61.1 | YA
Sponsor 1.1 62.2
Sixth 18.2 | AP 80.4 | NA

Submitted in FY 2013

POSIMIR (bupivacaine) Durect Corp. First 10.1 | CR 101 1Y
Sponsor 64.5 74.6
Second 19.2 | AP 93.8 | NA

Submitted in FY 2012

BRONCHITOL (mannitol) | Chiesi USA Inc. First 10.0 | CR 100 (Y
Sponsor 69.1 79.1
Second 6.0 [ CR 851 YA
Sponsor 104 95.5
Third 6.0 | AP 101.5 | YA
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Appendix B: Filed Application Numbers by Review Division

The tables below and on the pages that follow show the number of applications filed in FY 2021
for various application types and review designations broken out by review division. This
reporting for PDUFA Vl is required under section 736B(a) of the FD&C Act.

Original Applications Filed in FY 2021 by Review Division/Office

Undesignated
Review Division/Office Priority NDAs SEIGELT Priority BLAs A Original
NDAs BLAs gpn
Applications

CDER Review Divisions

Division of Anesthesiology,

Addiction Medicine, and 1 3 0 0 1
Pain Medicine

Division of Anti-Infectives 7 1 0 0 0
Division of Antivirals 8 4 1 0 1
Division of Cardiology and

Nephrology 4 8 0 0 !
Division of Dermatology 3 5 0 1 2
and Dentistry

Division of Diabetes, Lipid o 1 1 0 0
Disorders, and Obesity

Division of

Gastroenterology L 2 0 0 !
Division of General

Endocrinology 1 4 0 ! 0
Division of Hematologic 1 1 0 2 0
Malignancies |

Division of Hematologic 3 7 0 1 0
Malignancies I

Division of Hepatology and 2 2 0 0 0
Nutrition

Division of Imaging and

Radiation Medicine 2 3 0 0 0
Division of Neurology | 0 5 0 1 0
Division of Neurology Il 2 5 0 0 1
Division of Non-Malignant 5 1 1 1 0
Hematology

Division of Non-Prescription

Drugs | 0 2 0 0 0
Division of Non-Prescription

Drugs I 0 0 0 0 0
Division of Oncology | 2 0 4 0 1
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Undesignated

Standard Standard

Review Division/Office Priority NDAs NDAs Priority BLAs BLAs Or_igin_al
Applications

Division of Oncology I 3 2 1 3 0
Division of Oncology Il 0 0 3 1 1
Division of Ophthalmology 0 6 2 0 0
Division of Psychiatry 2 12 0 0 0
Division of Pulmonology,
Allergy, and Critical Care 0 1 1 0 0
Division of Rare Diseases
and Medical Genetics 0 3 0 ! 0
Division of Rheumatology
and Transplant Medicine 0 1 0 0 0
Division of Urology,
Obstetrics, and Gynecology 0 5 0 0 !
CDER Totals 49 81 14 12 10
CBER Review Offices
Office of'BIood Research 0 0 0 0 0
and Review
Office of Tissues and
Advanced Therapies 0 0 2 1 0
Office of Vaccines
Research and Review 0 0 5 2 0
CBER Totals 0 0 7 3 0
FDA Totals 49 81 21 15 10

Efficacy Supplements Filed in FY 2021 by Review Division/Office

. L. Priority Efficacy Standard Efficacy Undesignated Efficacy
Review Division/Office ‘ Supplements Supplements Supplements

CDER Review Divisions

Division of Anesthesiology,

Addiction Medicine, and Pain 0 2 2
Medicine

Division of Anti-Infectives 0 4 0
Division of Antivirals 8 15 3
Division of Cardiology and 1 3 1
Nephrology

Division of Dermatology and 1 7 0
Dentistry

Division of Diabetes, Lipid 3 15 0
Disorders, and Obesity

Division of Gastroenterology 1 2 2

B-2 FY 2021 PDUFA Performance Report



Review Division/Office Priority Efficacy Standard Efficacy Undesignated Efficacy
Supplements Supplements Supplements

Division of General 0 8 0
Endocrinology
Division of Hematologic 9 1 0
Malignancies |
Division of Hematologic
Malignancies Il 2 16 0
Division of Hepatology and 1 0 0
Nutrition
Division of Imaging and Radiation 0 0 0
Medicine
Division of Neurology | 1 2 0
Division of Neurology Il 1 15 1
Division of Non-Malignant 3 3 1
Hematology
Division of Non-Prescription 0 0 0
Drugs |
Division of Non-Prescription 0 1 0
Drugs I
Division of Oncology | 23 17 1
Division of Oncology Il 4 11 0
Division of Oncology IlI 6 8 2
Division of Ophthalmology 1 3 0
Division of Psychiatry 4 6 0
Division of Pulmonology, Allergy, 5 6 0
and Critical Care
Division of Rare Diseases and 0 0 0
Medical Genetics
Division of Rheumatology and 6 2 4
Transplant Medicine
Division of Urology, Obstetrics, 1 3 0
and Gynecology
CDER Totals 81 150 17
CBER Review Offices
Office of Blood Research and

; 0 0 0
Review
Office of Tissues and Advanced 1 4 0
Therapies
Office of Vaccines Research and 1 4 0
Review
CBER Totals 2 8 0
FDA Totals 83 158 17
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Submissions with Special Designations Filed in FY 2021 by Review Division/Office

Review Division/Office ‘

CDER Review Divisions

Division of Anesthesiology,

Addiction Medicine, and Pain 0 0
Medicine

Division of Anti-Infectives 0 2
Division of Antivirals 6 1
Division of Cardiology and 6 1
Nephrology

Division of Dermatology and 1 2
Dentistry

Division of Diabetes, Lipid 0 2
Disorders, and Obesity

Division of Gastroenterology 2 0
Division of General 3 0
Endocrinology

Division of Hematologic 2 3
Malignancies |

Division of Hematologic 4 3
Malignancies I

Division of Hepatology and 3 2
Nutrition

Division of Imaging and Radiation 2 1
Medicine

Division of Neurology | 3 2
Division of Neurology Il 1 0
Division of Non-Malignant 4 3
Hematology

Division of Non-Prescription 0 0
Drugs |

Division of Non-Prescription 0 0
Drugs Il

Division of Oncology | 1 4
Division of Oncology Il 6 9
Division of Oncology IlI 4 5
Division of Ophthalmology 0 2
Division of Psychiatry 1 4
Division of Pulmonology, Allergy, 0 1
and Critical Care

FY 2021 PDUFA Performance Report
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Review Division/Office Accelerated FastTrack O_rpha_n Bre?kthr?uglzc
Approval Products Designations Designations

Division of Rare Diseases and 0 0 3 1
Medical Genetics

Division of Rheumatology and 0 0 0 0
Transplant Medicine

Division of Urology, Obstetrics, 0 0 0 0
and Gynecology

CDER Totals 9 41 52 48
CBER Review Offices

Offic_:e of Blood Research and 0 0 0 0
Review

Office of Tissues and Advanced 0 1 2 2
Therapies

Offi(_:e of Vaccines Research and 0 2 0 2
Review

CBER Totals 0 3 2 4
FDA Totals 9 44 54 52

* This column does not represent filed figures; ratherit shows the numberof BT designations granted on INDs, NDAs, and BLAs
during FY 2021. BT designationis granted basedon indication, and therefore, one submission may have more than one BT
designation granted.
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Appendix C: Analysis of Use of Funds

On August 18, 2017, FDARA was signed into law. FDARA amended the FD&C Act to revise
and extend the user fee programs for human drugs, biologics, generic drugs, medical devices,
and biosimilar biological products.

FDARA requires, in the annual performance reports of each of the human medical product user
fee programs, specified analyses of the use of funds to include information such as the
differences between aggregate numbers of applications and approvals, an analysis of
performance enhancementgoals, and the most common causes and trends affecting the ability
to meet goals. In addition, FDARA (specifically, section 904) requires the issuance of corrective
action reports.

A. Original Application Approval Cycle Summary

The following table addresses section 904(a)(1) of FDARA (section 736B(a)(5)(A) of the FD&C
Act), pertaining to PDUFA, which requires FDA to include data showing the aggregate number
of approvals that occurred during FY 2021. Datarepresent all the original NDA and BLA
approvals that occurred during FY 2021, regardless of when the application was received. Data
are presented by the type of application and performance goal, as well as whether the approval
occurred on time or was overdue on the performance goal.

This table captures not only first cycle approvals, but also multiple cycle approvals. For
applications that were approved after multiple cycles, the performance metric is counted for the
last cycle when the approval was given. Approval counts also include applications that were
given a tentative approval.

Figures providedin the table below are indicated in detail in Appendix A of this report, which
provides adetailed review history of the NDAs and BLAs approved under PDUFA during FY
2021.18

'® Performance is calculated only on the first cycle in which the application received an approval ortentative approval. Any
subsequent tentative or full approvals, after the first tentative approval action, will not affect the performance metric regardless of the
fiscal year of the first tentative approval.
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Performance

Approval Cycle Goal: Acton Approval Percent
Type 90 Percent On Time

First Cycle Priority 6 months of
NMEs & BLAS filing date 44 41 93%
First Cycle Standard 10 months of o
NMEs & BLAs filing date 13 13 100%
First Cycle Priority o
Non-NME NDAs 6 months 11 11 100%
First Cycle Standard o
Non-NME NDAs 10 months 29 29 100%
Class 1
Resubmissions 2months 2 2 100%
Class2 6 months 24 20 83%
Resubmissions
Total 123 116 -*

* Performance is not calculated on combined goals.
B. Performance Enhancement Goals

The following table addresses section 904(a)(1) of FDARA (section 736B(a)(5)(B) of the FD&C
Act), pertaining to PDUFA, which requires FDA to include relevant data to determine whether
CDER and CBER have met performance enhancement goals identified in the letters described
in section 101(b) of the Prescription Drug User Fee Amendments of 2017 for the applicable
fiscal year. A link to each performance enhancement goal completed under PDUFA VI can be
found on FDA’s website.

For purposes of this report, performance enhancement goals are defined as any non-review
performance goal described in PDUF A with a specified goal date that falls within the applicable
fiscal year.

Swww.fda.gov/industry/prescription-drug-user-fee-amend ments/completed -pd ufa-vi-deliverables.

C-2 FY 2021 PDUFA Performance Report


http://www.fda.gov/industry/prescription-drug-user-fee-amendments/completed-pdufa-vi-deliverables

Performance Enhancement Goal

Date

PDUFA FY 2020 Hiring Web Posting — [10/15/2020 |Y

The table below represents FDA’'s FY 2020 updated

TargetGoal| On Time

)

Actual

Completion

Date
10/8/2020

performance.

Comments

FDARA Hiring Data (see
www.fda.gov/industry/prescription-drug-user-
fee-amendments/food-and-drug-
administration-reauthorization-act-2017-fdara
hiring-data).

The table below represents FDA's FY 2021
Target Goal

Performance Enhancement Goal

Date

On Time
(Y/N)

performance.

Actual
Completion

Comments

Date

Evidence

CY 2020 FDA Data Standards Action [12/31/2020 [Y 10/21/2020 |Data Standards Program Action Plan, Version

Plan — Quarter4 4.3 (see
www.fda.gov/media/143280/download)

PDUFA FY 2021 Hiring Web Posting — [1/15/2021 |Y 1/14/2021 FDARA hiring data (see

Quarter 1 www.fda.gov/industry/prescription-drug-user-
fee-amendments/food-and-drug-administration;
reauthorization-act-2017-fdara-hiring-data).

CY 2021 FDA Data Standards Action [3/30/2021 |Y 1/29/2021 Data Standards Program Action Plan, Version

Plan — Quarter1 5.0 (see
www.fda.gov/media/145851/download).

Public Workshop on IND 3/31/2021 |Y 8/11/2020 Public meeting: Independent Third-Party

Communications Assessment of IND FDA-Sponsor
Communication Practices in PDUFA VI (see
www.fda.gov/drugs/news-events-human-
drugs/public-meeting-independent-third-party-
assessment-ind-fda-sponsor-communication-
practices-pdufa-vi).

2021 Annual Updateto the 5-YearPlan|3/31/2021 |Y 3/30/2021 Five-Year Financial Plan Fiscal Years 2018-
2019-2020-2021-2022, 2021 Update forthe
Prescription Drug User Fee Act Program (see
www.fda.gov/media/14706 1/download).

PDUFA FY 2021 Hiring Web Posting — 4/15/2021 |Y 4/15/2021 FDARA hiring data (see

Quarter 2 www.fda.gov/industry/prescription-drug-user-
fee-amendments/food-and-drug-administration{
reauthorization-act-2017-fdara-hiring-data).

FY 2021 Financial Public Meetings 6/30/2021 |Y 6/28/2021 Financial Transparency and Efficiency of the
Prescription Drug User Fee Act, Biosimilar
User Fee Act, and Generic Drug User Fee
Amendments (see www.fda.gov/drugs/news-
events-human-drugsffinancial-transparency-
and-efficiency-prescription-drug-user-fee-act-
biosimilar-user-fee-act-and).

CY 2021 FDA Data Standards Action |6/30/2021 [Y 5/25/2021 Data Standards Program Action Plan, Version

Plan — Quarter2 5.1 (see
www.fda.gov/media/149624/download).

PDUFA FY 2021 Hiring Web Posting — [7/15/2021 |Y 7/8/2021 FDARA hiring data (see

Quarter 3 www.fda.gov/industry/prescription-drug-user-
fee-amendments/food-and-drug-administration{
reauthorization-act-2017-fdara-hiring-data).

FY 2021 MIDD Quarterly Selections and9/30/2021  |Y 10/5/2020

Meetings — Quarter 1

FY 2021 MIDD Quarterly Selections and9/30/2021  |Y 1/8/2021

Meetings — Quarter 2

FY 2021 MIDD Quarterly Selections and9/30/2021  |Y 4/7/2021

Meetings — Quarter 3

FY 2021 MIDD Quarterly Selections and9/30/2021  |Y 7/9/2021

Meetings — Quarter4

Draft Guidance on Real World 9/30/2021 [Y 9/29/2021 Draft guidance forindustry “Real-World Data:

Assessing Electronic Health Records and
Medical Claims Data To Support Regulatory
Decision-Making for Drug and Biological

Products (see www.fda.gov/regulatory- ‘
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https://www.fda.gov/drugs/news-events-human-drugs/public-meeting-independent-third-party-assessment-ind-fda-sponsor-communication-practices-pdufa-vi
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https://www.fda.gov/media/147061/download
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https://www.fda.gov/drugs/news-events-human-drugs/financial-transparency-and-efficiency-prescription-drug-user-fee-act-biosimilar-user-fee-act-and
https://www.fda.gov/drugs/news-events-human-drugs/financial-transparency-and-efficiency-prescription-drug-user-fee-act-biosimilar-user-fee-act-and
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https://www.fda.gov/media/149624/download
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https://www.fda.gov/industry/prescription-drug-user-fee-amendments/food-and-drug-administration-reauthorization-act-2017-fdara-hiring-data
https://www.fda.gov/industry/prescription-drug-user-fee-amendments/food-and-drug-administration-reauthorization-act-2017-fdara-hiring-data
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/real-world-data-assessing-electronic-health-records-and-medical-claims-data-support-regulatory

information/search-fda-guidance-

documents/real-world-data-assessing-

electronic-health-records-and-medical-claims-

data-support-requlatory

Draft Guidance Document 9/30/2021 [N N/A On December6, 2019, FDA held a public
lon PFDD: Incorporating Clinical workshop to support guidance development
Outcome Assessments into Endpoints (see www.fda.gov/drugs/development-

for Regulatory Decision Making approval-process-drugs/public-workshop-

(Guidance 4) patient-focused-drug-development-guidance-4
incorporating-clinical-outcome).

CY 2021 FDA Data Standards Action [9/30/2021 [|Y 8/27/2021 Data Standards Program Action Plan, Version:

Plan — Quarter 3 5.2 (see
www.fda.gov/media/151833/download).

Electronic Submissions and Data 9/30/2021 |Y 11/10/2020

Standards FY2021 Meetings — Quarter

1

Electronic Submissions and Data 9/30/2021 |Y 2/23/2021

Standards FY2021 Meetings — Quarter

2

Electronic Submissions and Data 9/30/2021 [Y 6/8/2021

Standards FY2021 Meetings — Quarter

3

Electronic Submissions and Data 9/30/2021 [Y 9/14/2021

Standards FY2021 Meetings — Quarter

l4

Developing and Revising MIDD MAPPs [9/30/2021  |Y 3/30/2021

and Trainings

Innovative Trial Design Pilot Program  [9/30/2021 |Y 12/17/2020

FY 2021 Meetings — Quarter 1

Innovative Trial Design Pilot Program  [9/30/2021 |Y 2/12/2021

FY 2021 Meetings — Quarter 2

Innovative Trial Design Pilot Program  [9/30/2021 |Y 5/5/2021

FY 2021 Meetings — Quarter 3

Innovative Trial Design Pilot Program  [9/30/2021 |Y 9/30/2021 No meeting was held this quarterbecause

FY 2021 Meetings — Quarter4 there were no requests.

JAnnual ESG and Standard Metrics - 9/30/2021 |Y 11/10/2020 |ESG metrics:

Submission Statistics FY 2021 Submission Statistics (see
http://www.fda.gov/industry/about-
esg/submission-statistics).

Standards adoption and conformance:
Study Data Standards Resource (see
www.fda.gov/industry/fda-resources-data-
standards/study-data-standards-resources).

FY 2021 Annual Discussion of IT 9/30/2021 |Y 2/23/2021

Strategic Plan

JAnnual Public Meeting FY 2021 forIT [9/30/2021 |Y 4/7/2021 PDUFA Vlinformation technology (IT) public

Strategic Plan meeting — FY 2021 (see
www.fda.gov/industry/prescription-drug-user-
fee-amendments/pdufa-vi-information-
technology-goals-and-progress).

PDUFA FY 2021 Hiring Goals 9/30/2021 N N/A FDA’s FY 2021 hiring goal was for 18 FTEs,

and 15 FTEs were onboarded (83 percent of
the FY 2021 hiring goal).

FDARA hiring data (see
www.fda.gov/industry/prescription-drug-user-

fee-amendments/food-and-drug-administration

reauthorization-act-2017-fdara-hiring-data).
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http://www.fda.gov/industry/about-esg/submission-statistics
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https://www.fda.gov/industry/fda-resources-data-standards/study-data-standards-resources
https://www.fda.gov/industry/prescription-drug-user-fee-amendments/pdufa-vi-information-technology-goals-and-progress
https://www.fda.gov/industry/prescription-drug-user-fee-amendments/pdufa-vi-information-technology-goals-and-progress
https://www.fda.gov/industry/prescription-drug-user-fee-amendments/pdufa-vi-information-technology-goals-and-progress
https://www.fda.gov/industry/prescription-drug-user-fee-amendments/food-and-drug-administration-reauthorization-act-2017-fdara-hiring-data
https://www.fda.gov/industry/prescription-drug-user-fee-amendments/food-and-drug-administration-reauthorization-act-2017-fdara-hiring-data
https://www.fda.gov/industry/prescription-drug-user-fee-amendments/food-and-drug-administration-reauthorization-act-2017-fdara-hiring-data

C. Common Causes and Trends Impacting Ability to Meet Goals

The following table addresses section 904(a)(1) of FDARA (section 736B(a)(5)(C) of the FD&C
Act), pertaining to PDUFA, which requires FDA to identify the most common causes and trends
of external or other circumstances affecting the ability of FDA, including CDER, CBER, and ORA,
to meet the review time and performance enhancement goals identified in the letters described in
section 101(b) of the Prescription Drug User Fee Amendments of 2017.

Cause or Trend Impact on FDA’s Ability to Meet Goals

COVID-19 health e The continuing COVID-19 health pandemic required FDAto shiftresources towards

pandemic addressingthe health emergency, whichimpacted the goals that were eventually
missed. The volume of COVID-19-related workload, including Emergency Use
Authorizations and meeting requests, continued to impact FDA’s meeting-related
workload.*

e Theneed forexperts to prioritize COVID-19-related issues also caused a delay in
the publication ofapatientinputguidance and in meeting other review goals, such
as Human Factors protocolsubmissions.

e Furthermore, due to restrictions in place to protectthe safety and well-being of staff,
orrestrictions setforth by other national entities, otherwise required pre-approval,
in-personinspectionsmay nothave been able to be conducted within normal time

frames.
Increasein Human e In FY 2021, staffing levels for this work were reduced for extensive periods oftime
Factors protocol due to the loss of experienced employees who leftthe Agency or took on different
submissions and roles and continued prioritization of work related to the COVID-19 pandemic. Due
decrease in staff to the highly specialized nature ofthe work involved, staff could notbe easily

reassigned and there were challenges in finding suitable replacements in atimely
fashion. Furthermore, there has been an increasingtrend in Human Factor protocol
workload. Between FY 2018 and FY 2021, the Agency has seen a 30 percent
increasein submissions of Human Factor protocols withouta correlating number of
new resources to address this significantincrease. This, in conjunction with the
prioritization of staff to work on COVID-19-related issues, led to a shortagein the
number of staff available to review these submissions.

Delayed start dates for | * The federal hiring process (e.g., security and ethics clearances) delayed the

new candidates onboarding process. Additionally, several candidates either delayed their start
dates until FY 2022 or declined offers.

e In FY 2021, FDA continued to receive ahigh volume of meeting requests as
compared to the pre-pandemic number of meeting requests. Meeting requests
increased in partdueto COVID-19-related drug development activities.
Unfortunately, the Agency did notreceive a correlating number of new resources to
address this significantincrease in meeting volume.

* Additional information on FDA’s COVID-19 pandemic-related activities may be found on the Coronavirus Treatment Acceleration

Program (CTAP) website (see www.fda.gov/drugs/coronavirus-covid-19-drugs/coronavirus-treatment-acceleration-program-ctap)

and the Coronavirus Disease 2019 Emergency Use Authorization web page (see www.fda.gov/emergency-preparedness-and-
response/mcm-legal-regulatory-and-policy-framework/emergency-use-authorization).

High Volume of
Meeting Requests
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AppendixD: FY 2021 Corrective Action Report

On August 18, 2017, FDARA (Public Law 115-52) was signed into law. FDARA amended the
FD&C Act to revise and extend the user fee programs for drugs, biologics, medical devices, and
biosimilar biological products, as well as to perform other purposes. Among the provisions of
Title IX, section 904 of FDARA, FDA is required to publicly issue an analysis of its use of funds,
which includes a corrective action report that details FDA’s progressin meeting the review and
performance enhancementgoals identified in PDUFA VI for the applicable fiscal year.

If each of the review and performance enhancement goals for the applicable fiscal year have
been met, the corrective action report shall include recommendations on ways in which the
Secretary can improve and streamline the human drug application process.

For any of the review and performance enhancement goals during the applicable fiscal year that
were not met, the corrective action report shall include a justification, as applicable, for the types
of circumstances and trends that contributed to missed review goal times; and with respect to
performance enhancementgoals that were not met, a description of the efforts that FDA has put
in place to improve the ability of the Agency to meet each goal in the coming fiscal year. Such a
description of corrective efforts is not required by statute for review time goals, but FDA is
providing this information regardless in an effort to be complete.

This report satisfies this reporting requirement.

Executive Summary

FY 2020 Review Goal Performance (Updated)
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Circumstances and Trends Impacting FDA’s

% Ability to Meet Goal Dates CEluEEnE SEdEn A
Review Goals e Original Standard NMEs and BLAs: e FDA anticipates thatwhen the

o 29 submissions werereceived in FY 2020, COVID workload decreases and
a seven percentincrease over the 5-year limitations related to the Agency’s
average despite theincreased workload ability to conduct pre-approval
due to the COVID-19 pandemic inspectionsabate, FDA’s ability to

o An inability to conductforeigninspections meet the user fee review goals will
due to the COVID-19 pandemicresulted in return. Notwithstanding, FDA
two missed review goals. Had these two continues to assess ways to more
applications notbeen delayed due to effectively and efficiently review
inspection issues, the overall performance marketing applications received each
goal would have been achieved year, including exploring alternative
successfully. methods for satisfying inspection

o Staff resources were limited due to requirements.

increased workload associated with the
review of EUAs fortherapeutics for COVID-
19

e Class 2 Resubmitted NDAs and BLAs:

o 57 submissions werereceived in FY 2020,
a 36 percentincrease overthe 5-year
despitetheincreased workload due to the
COVID-19 pandemic

o Staff resources were limited due to
increased workload associated with the
review of EUAs fortherapeutics for COVID-
19.

FY 2021 Review Goal Performance

Circumstances and Trends Impacting FDA’s

Goal Type Ability to Meet Goal Dates Corrective Action Plan
Review Goals e  Original Priority non-NME NDAs: e FDA anticipates thatwhen the

o 25 submissions werereceived in FY 2021, COVID workload decreases, the
represents a 79 percentincreaseover FY Agency'’s ability to meet the user fee
2020, and a 56 percentincrease over the 5- review goals will return.
year average for this type of submission. Notwithstanding, FDA continues to

o Staff resources were limited due to assess ways to more effectively and
increased workload associated with the efficiently review marketing
review of EUAs fortherapeutics for COVID- applications received each year.
19.

e Class 1 Resubmitted NDAs and BLAs:

o Due to the small number of submissions
(i.e., five)in FY 2021, missing asingle goal
date resulted in missing the overall 90
percentperformancegoal.

e Priority NDA and BLA Efficacy Supplements:

o InFY 2021, there was a 19 percent
increasein these submissions over the 5-
year average.

o Iftheremaining reviews are completed
within the goal date, FDA will achieveits
performance goal.

o There was a sustained increased workload
due to the COVID-19 pandemicin addition
to theregular workload.

o Staff resources were limited due to
increased workload associated with the
review of EUAs fortherapeutics for COVID-
19.
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Goal Type

Circumstances and Trends Impacting FDA’s

Ability to Meet Goal Dates

Corrective Action Plan

Procedural and
Processing Goals

e Meeting Management Goals:

o

There were 4,558 meeting requests in FY
2021.

There was a continued COVID-19-related
increasein workload in additionto the
regular workload.

Staff resources were limited due to
increased workload associated with the
review of EUAs fortherapeutics for COVID-
19.

. Human Factors Protocol Submissions:

O

In FY 2021, FDA received 70 Human
Factors Protocol Submissions that were
subject to PDUFA goal dates. This number
represents a 30 percentincreasein
submissions fromFY 2018 sincethe
reauthorization covering FY 2018 through
FY2022, withouta corresponding number of
new staffing resources to address this
significantincrease.

Staffing levels for this work were temporarily
reduced for extensive periods oftimein FY
2021 because some experienced employees
left the Agency ortook on differentroles and
because ofthe continued prioritization of
work related to the COVID-19 pandemic.
Because ofthe highly specialized nature of
the work involved, staff could notbe
temporarily reassigned from other areas,
and there were challenges in finding suitable
replacements in a timely fashion.

Staffing levels were also reduced for
intermittent, limited periods oftime as
employees were deployed to support HHS
COVID-19 and Unaccompanied Children
Program missions. Dueto thetechnical and
specialized nature of the work, staff with
appropriate training and background are
needed both for short-termand long-term
replacements, and theuse ofnon-
specialized staffto supportthe work requires
alarger learning curve before such staff can
achieve the same capacity and efficiency as
a departing experienced employee.

In addition, the continuation ofthe COVID-19
pandemic required the Agency to prioritize
submissions related to COVID-19, utilizing
its limited resources to appropriately address
the public health emergency.

Meeting Management Goals:

FDA continues to assess ways to
more effectively handlethelarge
volume of formal meeting requests
received each year in addition to
completing other regulatoryand
review work.

Human Factors Protocol
Submissions Goals:

FDA will re-evaluate its resource
allocation to ensure thatadequate
resources are allotted to supportthe
increasingworkload inthe Human
Factors program.

FDA will continue to use the hiring
authority granted under the 21t
Century Cures Act to advance
hiring. Hiring managers will continue
to increase their use of innovative
recruitmenttools to identify
candidates with the specialized
training and background needed for
the technical work.

FDA anticipates thatas the response
activities forthe COVID-19 pandemic
normalize, some ofits limited
resources will be able return to the
review of protocols in amore timely
manner.
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FY 2021 Performance Enhancement Goal Performance

Goal Type

Circumstances and Trends Impacting Ability

Corrective Action Plan

Guidances

to Meet Goal Date
Oneguidancedocumentgoal date was
missed in FY 2021 due to the COVID-19
health pandemic. Theresources needed to
expeditethe developmentand clearance of
this guidance documentwere instead
directed to the pandemic and to earlier
guidancedocuments in the series that were

also delayed by the pandemic.

The draftguidance document will
be published when complete.

Human Capital/Hiring

The federal hiring process (e.g., security
and ethics clearances) delayed the
onboarding process. Additionally, several
candidates either delayed their start dates
until FY 2022 or declined offers.

By integrating recruitment
strategies linked to specific hiring
goals, FDA should be able to
source potential candidates more
quickly and reduce time frames on
the frontend ofthe hiring process.
This should leave moretime to
manage federal pre-employment
clearances and to reinitiate
vacancies after declinations.
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PDUFA Review Goals

The following section addresses section 904(a)(2)(B) of FDARA (section 736B(c)(2)(A) of the
FD&C Act), which requires FDA to provide ajustification for the determination of review goals
missed during FY 2021, and a description of the circumstances and any trends related to
missed review goals.

This section presents PDUFA performance and workload information for two differenttypes of
goals: (1) review of applications and other submissions pertaining to human drugs and
biologics and (2) meeting management and other procedural goals related to responses and
notifications in the human drug review process.

This section includes all PDUFA VI goals as they pertain to receipts/filed submissions in FY
2021.

. FY 2020 Review Performance
A. Summary of Performance

FDA missed the following review goals:

e Original Standard NMEs and BLAs
e Class 2 Resubmitted NDAs and BLAs

B. Justification

Review Goals

In FY 2020, FDA received an increased number of regulatory submissions, in part due
to the COVID-19 pandemic. The Agency appropriately prioritized COVID-19-related
work, utilizing its limited resources to address the public health emergency. The
increased workload, pandemic focus, and pandemic restrictions impacting FDA’s ability
to conduct pre-approval inspections resulted in difficulty achieving a small subset of
review performance goals (2 of 12).

C. FY 2022 Corrective Actions

FDA continues to assess ways to more effectively handle the large volume of regulatory
submissions received each year, including exploring alternative methods for satisfying
inspection requirements. FDA continues to appropriately prioritize and address the
COVID-19 pandemic; however, the Agency anticipates that as the response activities
for the pandemic normalize, its regulatory submission volume will return to pre-COVID-
19 levels, restrictions impacting inspections will abate, and FDA’s limited resources will
be able to address application review in a timely manner.
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2021 Review and Procedural and Processing Performance

A. Summary of Performance

FDA missed the following review goals:

e Original Priority non-NME NDAs
e Class 1 Resubmitted NDAs and BLAs
e Priority NDA and BLA Efficacy Supplements

FDA missed the following procedural goals:

e Meeting request response for Type B(EOP)

e Meeting schedulingfor Type A, B, B(EOP), and C

e Final written response for Type A, B, B(EOP), and C
e Meeting preliminary response for Type B(EOP)

. Justification

Review Goals

In FY 2021, FDA continued to receive an increased number of regulatory submissions,
in part due to the ongoing COVID-19 pandemic. The Agency continues to appropriately
prioritize COVID-19-related work, utilizing its limited resources to address the public
health emergency. The increased workload, ongoing pandemic focus, and limited staff
resources resulted in difficulty achieving a small subset of FDA’s review performance
goals (3 of 12).

Meeting Management Goals

In FY 2021, FDAreceived 4,558 formal PDUF A meeting requests. This continued high
volume of meeting requests reflects a21 percent increase over meeting requests
received in FY 2019, which was pre-COVID-19. Unfortunately, the Agency did not
receive a correlating number of new staff to address this significant increase in meeting
volume. In addition, the continuation of the COVID-19 pandemic (which contributed to
the increase in workload), required the Agency to continue to prioritize COVID-19-
related submissions, utilizing FDA’s limited resources to appropriately address the
public health emergency. The increased workload, pandemic focus, and limited staff
resources resulted in difficulty achieving the meeting management goals.

Human Factors Protocol Submissions

In FY 2021, FDA received 70 Human Factors Protocol Submissions that were subject to
PDUFA goal dates. This figure represents a 30 percent increase in submissions since
the reauthorization of PDUFA covering FY 2018 through FY 2022, without a
corresponding number of new staffing resources to address this significant increase.
Staffing levels for this work were temporarily reduced for extensive periods of time in FY
2021 because some experienced employees left the Agency or took on different roles
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within the Agency. Because of the highly specialized nature of the workinvolved, staff
could not be temporarily reassigned from other areas and there were challenges in
finding suitable replacements in atimely fashion. Staffing levels were also reduced for
intermittent, limited periods of time as employees were deployed to support HHS
COVID-19 and Unaccompanied Children Program missions. Due to the technical and
specialized nature of the work, staff with appropriate training and background are
needed both for short-term and long-term replacements, and the use of non-specialized
staff to support the work requires alarger learning curve before such staff can achieve
the same capacity and efficiency as a departing experienced employee. In addition, the
continuation of the COVID-19 pandemic required the Agency to prioritize submissions
related to COVID-19, utilizing FDA’s limited resources to appropriately address the
public health emergency.

C. FY 2022 Corrective Actions

Review and Meeting Management Goals

FDA continues to assess ways to more effectively handle the marketing applications,
meeting requests, and other regulatory submissions received each year.

As the Agency continues to appropriately prioritize and address the COVID-19
pandemic, FDA anticipates that as the response activities for the pandemic normalize,
the Agency’s regulatory submission and formal PDUF A meeting volume will return to
pre-COVID levels and its limited resources will be able to address application review
and meeting requests in a more timely manner.

Human Factors Protocol Submissions

FDA anticipates that as the response activities for the COVID-19 pandemic normalize,
some of its limited resources will be able to return to the review of protocols in a more
timely manner. FDA will re-evaluate its resource allocation to ensure that adequate
resources are allotted to support the increasing workload in the Human Factors
program. FDA will continue to use the hiring authority granted under the 215t Century
Cures Act to advance hiring. Hiring managers will continue to increase their use of
innovative recruitment tools to identify candidates with the specialized training and
background needed for the technical work.
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PDUFA Performance Enhancement Goals

The following section addresses section 904(a)(2) of FDARA (section 736B(c)(2) of the FD&C
Act), which requires FDA to provide a justification for missed performance enhancement goals
and a description of the efforts FDA has put in place to improve the ability of the Agency to meet
each goal in the coming fiscal year (included here under the heading “FY 2022 Corrective
Actions”).

This section presents non-review performance goals cited in the PDUFA VI Commitment Letter
with required completion dates in FY 2021. For the purposes of this report, performance
enhancement goals are defined as any non-review performance goal with a specified deadline
as named in the PDUFA Commitment Letter. Performance enhancement goals with specified
completion dates in FY 2022 will be covered in subsequent corrective action reports.

l. Guidances

A. Summary of Performance

The PDUFA goal date for the following guidance documentwas missed:

o Draft patient-focused drug development guidance on incorporating clinical
outcome assessments into endpoints for regulatory decision making.

B. Justification

The PFDD Guidance 4 document, which will be titled “Patient-Focused Drug
Development: Incorporating Clinical Outcome Assessments into Endpoints for
Regulatory Decision Making” will address methodologies, standards, and technologies
that may be used for the collection, capture, storage, and analysis of COA data. The
pandemic utilized the reviewers working on the Guidance 4 document to consult on trial
changes, to review submissions, and to help draft COVID-19 specific guidance
documents. This impacted several guidance documents in the PFDD guidance series.
The earlier documents in the series are being finalized for issuance, and work on the
PFDD Guidance 4 document continues

C. FY 2022 Corrective Actions

The PFDD Guidance 4 document, which will be titled, “Patient-Focused Drug
Development: Incorporating Clinical Outcome Assessments into Endpoints for
Regulatory Decision Making,” will be published as soon as it is complete.

Il. Human Capital/Hiring
A. Summary of Performance

FDA missed the PDUFA goal for hiring in FY 2021. Specifically, 15 out of 18
employees (83 percent) were hired.
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B. Justification

FDA’'s FY 2021 PDUFA hiring goals were not met; however, candidates were identified
and selected for all positions, and hiring managers were on track to meet the hiring
goal. The federal hiring process (e.g., security and ethics clearances) continued to
delay the onboarding process. To address this, hiring managers focused on making
selections by the end of the third quarter of FY 2021. However, hiringmanagers had to
consider the candidate’s onboarding preferences during the negotiation process and/or
restart the process when candidates declined the job offer. Candidates fortwo of the
remaining vacancies are setto onboard in FY 2022. The third remaining vacancy was
reinitiated three times due to candidate declinations late in the hiring process.

C. FY 2022 Corrective Actions

As FDA continues to use the hiring authority granted under the 215t Century Cures Act,
the Agency will continue to focus on building strategic partnerships to strengthen its
scientific talent pipeline. This focus will include exploring the integration of recruitment
strategies linked to specific PDUFA hiring goals. By doing so, FDA will be able to
connect potential candidates to the hiring managers more quickly, thereby reducing time
frames on the front end of the hiring process and providing additional time in the
process to manage federal pre-pemployment clearances and declinations.
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Appendix E: Definitions of Key Terms

A. The phrase review and act on means the issuance of a complete action letter after the
complete review of afiled complete application. The action letter, if it is not an approval, will
set forth in detail the specific deficiencies and, where appropriate, the actions necessary to
place the application in condition for approval.

B. Review Performance Goal Extensions

1. Major Amendments

a.

A major amendment to an original application, efficacy supplement, or Class 2
resubmission of any of these applications, submitted at any time during the review
cycle, may extend the goal date by 3 months. [Note: If the review cycle occurred
prior to FY 2013, the major amendment must have been received within 3 months of
the action due date to extend the action goal date by 3 months.]

A major amendment may include, for example, a major new clinical safety/efficacy
study report; major re-analysis of previously submitted study (studies); submission of
a Risk Evaluation and Mitigation Strategy (REMS) with Elements to Assure Safe Use
(ETASU) not included in the original application; or significant amendment to a
previously submitted REMS with ETASU. Generally, changes to REMS that do not
include ETASU and minor changes to REMS with ETASU will not be considered
major amendments.

A major amendment to a manufacturing supplement submitted at any time during the
review cycle may extend the goal date by 2 months. [Note: If the review cycle
occurred prior to FY 2013, the major amendment must have been received within 2
months of the action due date to extend the action goal date by 2 months.]

Only one extension can be given per review cycle.

Consistent with the underlying principles articulated in the Good Review
Management Principles and Practices for PDUFA Products guidance,® FDA’s
decision to extend the review clock should, except in rare circumstances, be limited
to occasions where review of the new information could address outstanding
deficiencies in the application and lead to approval in the current review cycle.

2. Inspection of Facilities Not Adequately Identified in an Original Application or
Supplement

a.

All original applications, including those in the “Program,” and supplements are
expected to include a comprehensive and readily located list of all manufacturing
facilities included or referenced in the application or supplement. This list provides
FDA with information needed to schedule inspections of manufacturing facilities that
may be necessary before approval of the original application or supplement.

2 www.fda.gov/media/99140/download
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b. If, during FDA’s review of an original application or supplement, the Agency identifies
a manufacturing facility that was not included in the comprehensive and readily
located list, the goal date may be extended.

i. If FDA identifies the need to inspect a manufacturing facility that is not included
as part of the comprehensive and readily located list in an original application
or efficacy supplement, the goal date may be extended by 3 months.

ii. If FDAidentifies the needto inspect a manufacturing facility that is not included
as part of the comprehensive and readily located list in a manufacturing
supplement, the goal date may be extended by 2 months.

C. A resubmitted original application is an applicant’s complete response to an action letter

D.

E.

F.

addressing all identified deficiencies.

Class 1 resubmitted applications are applications resubmitted after acomplete response
letter (or anot approvable or approvable letter) that include the following items only (or
combinations of these items):

1. Final printed labeling
2. Draftlabeling

3. Safety updates submitted in the same format, including tabulations, as the original safety
submission with new data and changes highlighted (exceptwhen large amounts of new
information, including important new adverse experiences not previously reported with
the product, are presentedin the resubmission)

Stability updates to support provisional or final dating periods
Commitments to perform postmarketing studies, including proposals for such studies
Assay validation data

Final release testing on the last 1-2 lots used to support approval

© N o g b~

A minor reanalysis of data previously submitted to the application (determined by the
Agency as fitting the Class 1 category)

9. Other minor clarifying information (determined by the Agency as fitting the Class 1
category)

10. Other specific items may be added later as the Agency gains experience with the
scheme and will be communicated via guidance documents to industry

Class 2 resubmissions are resubmissions that include any other items, including any item
that would require presentation to an advisory committee.

Meeting requests commit FDA to notify the requestor of aformal meeting in writing within
14 days of request for Type A and Type B(EOP) meetings or within 21 days of request for
Type B and Type C meetings.

G. Scheduled meetings should be made within 30 days of receipt of request for Type A

E-2

meetings, 60 days for Type B meetings, 70 days for Type B(EOP) meetings, and 75 days for
Type C meetings. If the requested date forany of these types of meetings is greater than
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30, 60, 70, or 75 days, as appropriate, from the date the request is received by FDA, the
meeting date should be within 14 days of the requested date.

H. Preliminary responses to sponsor questions contained in the background package for Type
B(EOP) meetings should be sent to the sponsor no later than 5 calendar days prior to the
meeting date.

I. Meeting minutes are to be prepared by FDA clearly outlining agreements, disagreements,
issues for further discussion, and action items. They will be available to the sponsor within
30 days of the meeting.

J. A Type A Meeting is a meeting that is necessary for an otherwise stalled drug development
program to proceed (a “critical path” meeting) or to address an important safety issue.

K. A Type B meeting includes pre-IND meetings and pre-NDA/BLA meetings, while Type
B(EOP) meetings are reserved for certain End-of-Phase 1 meetings (i.e.,for21 CFR part
312 subpart E or 21 CFR part 314 subpart H or similar products) and End-of-Phase 2/pre-
Phase 3 meetings. Meetings regarding REMS or postmarketing requirements that occur
outside the context of the review of a marketing application will also generally be considered
Type B meetings.

L. A Type C Meeting is any other type of meeting.

M. The performance goals and procedures also apply to original applications and supplements
for human drugs initially marketed on an over-the-counter (OTC) basis through an NDA or
switched from prescription to OTC status through an NDA or supplement.

N. IT-specific definitions:

1. Program refers to the organizational resources, procedures, and activities assigned to
conduct “the process for the review of human drug applications,” as defined in PDUFA.

2. Standards-base means compliant with published specifications that address terminology
or information exchange between FDA and regulated parties or external stakeholders,
as adopted by FDA or other agencies of the federal government, and often based on the
publications of national or international Standards Development Organizations.

3. FDA Standards means technical specifications that have been adopted and published by
FDA through the appropriate govemance process. FDA standards may apply to
terminology, information exchange, engineering or technology specifications, or other
technical matters related to information systems. FDA standards often are based on the
publications of other federal agencies or the publications of national or international
Standards Development Organizations.

4. Product life cycle means the sequential stages of human drug development, regulatory
review and approval, postmarket surveillance and risk management, and where
applicable, withdrawal of an approved drug from the market. In the context of the
process for the review of human drug applications, the product life cycle begins with the
earliest regulatory submissions in the IND phase, continues through the NDA or BLA
review phase, and includes postmarket surveillance and risk management activities as
covered under the process for the review of human drug applications.
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O. Special Protocol Assessments: Upon specific request by a sponsor, FDA will evaluate
certain protocols and issues to assess whether the design is adequate to meet scientific and
regulatory requirements identified by the sponsor.

P. The Application Integrity Policy focuses on the integrity of data and information in
applications submitted to FDA for review and approval. It describes FDA’s approach
regarding the review of applications that may be affected by wrongful acts that raise

significant questions regarding data reliability. More information on the policy is available at
www.fda.gov/media/71236/download.
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ADMINISTRATION

S{é 7Y U.S. FOOD & DRUG

This report was prepared by FDA's Office of Planning in collaboration with FDA’s Center for Biologics
Evaluation and Research and Centerfor Drug Evaluationand Research. Forinformation on obtaining
additional copies, contact:

Office of Planning, Evaluation, and Risk Management
Food and Drug Administration
10903 New Hampshire Avenue
Silver Spring, Maryland 20993-0002
Phone: 301-796-4850

This reportis available on the FDA home page at www.fda.gov.
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