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A comprehensive GMP intelligence program includes monitoring
health authority enforcement actions including:
– US FDA forms 483
– Establishment Inspection Reports
– Warning letters
– Recalls
– Import alerts
– Consent decree agreements
– MHRA annual summaries of inspection deficiencies
– EU reports of GMDP noncompliance
In addition to enforcement actions, a comprehensive program includes monitoring new or revised laws, regulations and guidance.
This article focuses on US FDA data presenting the most recent
publication of FDA GMP drug inspection data, which address drug
inspections conducted in FY2021. I examine data from FY2021
and evaluate six years’ worth of trends in drug GMP inspection enforcement. For additional data on years before 2016, please refer
to an article published last year.
The presentation of some data herein differs from data

presented on the FDA website, even though it uses the same
raw data. For example, I combine all observation listings
that cite 21 CFR 211.42(c) into a single value, rather than
identifying them in separate line items.
The data do not represent the FDA’s complete collection of inspection observations for the year. In past years,
these data represented approximately one-third of all
forms 483 issued, so conclusions must be tempered by the
incomplete nature of the data. The data include only
forms 483 issued through FDA’s electronic system; it
does not include forms 483 issued to API manufacturers because §211 is not applied to those manufacturers
or Forms 483 that are issued outside of the electronic system.
In addition to the FY2021 update and trends from previous
five years, we include a tabulation of inspection observations
other than 21 CFR 211. This includes the following data for
the past five years:
– 21 CFR 212 (PET drugs)
– 21 CFR 310 (New Drugs)
– 21 CFR 314 (Applications for FDA Approval to Market a New Drug)

COPYRIGHT REDICA SYSTEMS © 2022, ALL RIGHTS RESERVED | PUBLISHED: FEBRUARY 11, 2022

ANALYSIS OF 2021 U.S. FDA
483 GMP OBSERVATIONS

– 21CFR 329 (Nonprescription Human Drug Products Subject
to Section 760 of the Federal Food, Drug and Cosmetic Act)
– 21 CFR 361 (Prescription Drugs for Human Use Generally
Recognized as Safe and Effective and Not Misbranded:
Drugs Used in Research)
– Federal Food, Drug and Cosmetic Act, section 501,
Adulterated Drugs and Devices
– Federal Food, Drug and Cosmetic Act, other sections

TABLE 1 | TOTAL NUMBER OF FORMS 483 IN THE
SYSTEM

FDA DRUG FORM 483
INSPECTION OBSERVATIONS
The striking feature for FY2021 is the continued decrease
in the number of forms 483, which decreased to less than
30% of those issued in FY2019.
This is shown in
Table 1 and Figure 1.
FDA inspections came to a grinding halt midway through FY2020
with the travel and safety limitations caused by the COVID-19
pandemic. This limitation continues to impact the FY2021 values as the numbers of forms 483 continued to decrease. Domestic inspections resumed late in the FY but inspections outside
the US remain limited to mission critical efforts only.
Table 2 shows only the 10 most frequent inspection
observation citations for 21 CFR 211 for FY 2021. The FDA
uses the term “frequency” to represent the number of times
the agency identified a specific citation in its tabulation. Table
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2 presents those observations from the highest to lowest number for FY2021. The four most frequently cited regulations for
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third place in FY2018 to second place in FY2019 and
is in first place in FYs 2020 and 2021. It has historically
been among the most frequently cited regulations.
– §211.22(d) Procedures applicable to the quality
control unit shall be in writing and shall be followed
moved from first place in FY2019 to second place this
year. Again, this is another regulation that has been
among the top group for many years.
– §211.160(b) Lab controls should include scientifically
sound specifications was fourth place last year and third
place this year.
– §211.100(a) Production and process controls shall be

supported by written procedures is a common observation

issued to OTC manufacturers who frequently have not
conducted process validation for some or all products.
New in the top group for FY2021 is §211.68(b)
– §211.68(b) likely represents the FDA’s continued
focus on data governance and data integrity,
particularly for electronic data both in manufacturing
(e.g., electronic batch records) and laboratory instrumentation.
Based on the limitations of having far fewer forms 483
in both this fiscal year’s collection and last years diminished numbers, it’s virtually impossible to identify meaningful year over year trends. Instead, I’ve taken a cumulative approach over the past five years for the
top 10 observations from FY2021 (see Table 2), shown
in Figure 2. The three cumulative most frequently cited regulations for these five years include:
– §211.192 Investigations of discrepancies moved from third
place in FY2018 to second place in FY2019 and is in first
place in FY2020. It has historically been among the most
frequently cited regulations.
– §211.22(d) Procedures applicable to the quality unit shall
be in writing and shall be followed moved from first place
in FY2019 to second place this year. Again, this is another
regulation that has been among the top group for many years.
– §211.160(b) Lab controls should include scientifically
sound specifications was fourth place last year and third
place this year.

TABLE 2 | DRUG GMP INSPECTIONS,
§211 CITATION FREQUENCY BY FISCAL YE AR

These three citations are the same this year as they were for
FY2020 and have rotated among the top three positions for the
past five years.
The FDA’s focus on OTC manufacturers may explain
some of the reasons that having and following procedures
for the quality unit, §211.22(d), continues at or near
the top of the list. Often, these firms often either do not have a
quality unit or have one that fails to perform its responsibilities.
The FDA continues to hold the quality unit responsible for implementing an effective quality system at all pharmaceutical
firms. Also, OTC firms are often deficient in the validation of the
manufacturing process, as captured in §211.100(a).

FIGURE 2 | TOP 10 CITATIONS FROM F Y 2017
THROUGH F Y 2021 FOR 21 CFR 211

The collection of drug form 483 observations includes citations
other than § 211. We include those in Figure 3. Observations that cite the FDCA section 501 are in the number one
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will develop processes for the conduct of remote inspections or
incorporate elements of remote inspections even when it returns
to more frequent on-site inspections. The world has changed,
and while it may take a while for the FDA to develop processes
and procedures for this, we should expect that it will happen.
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FIGURE 3 | TOTAL CITATIONS FOR 21 CFR
OTHER THAN 211

position followed closely by §212 and §314. The four other citation categories, §310, §329, §361 and other FDCA sections
bring up the remainder.

CONCLUSIONS
For those who use inspection observations to benchmark and
improve their quality systems, the FDA’s annual data provide
ample resources against which firms can measure their potential vulnerabilities and gauge the probable focus areas during
upcoming GMP inspections. Identifying and monitoring trends
this year within the collection of 483 observations is difficult because of the substantial decrease in the number of inspections
and Forms 483.
§211.192 moved up to first place this year after being in second place last year. It has consistently ranked among the most
frequent citations; the industry still struggles with ensuring that
investigations, including those for out of specification events,
meet expectations. The lack of adequate written procedures and
responsibilities for the quality unit, §211.22(d), remains a very
consistent citation over the five years addressed herein. Forms
483 observations that include text such as “The quality unit is
inadequate…” often result in additional enforcement action, including warning letters.
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WANT MORE INSPECTION
FINDINGS TRENDS?

With effective vaccines available in the first half of CY2021, the
number of on-site FDA inspections effectively resumed for domestic sites. While the FDA is performing remote data reviews,
it does not appear to count these as inspections and is not issuing forms 482 or 483, though this is all subject to change as we
move forward. It would be reasonable to expect that the FDA
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FIND THE ANSWERS YOU
WANT. SCHEDULE A DEMO.
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