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https://www.fda.gov/ICECI/EnforcementActions/WarningLetters/ucm617419.htm

1.Failure of your quality unit to exercise its responsibility to ensure
the APl manufactured at your facility are in compliance with
CGMP.

Your firm performed retesting or manipulated data after obtaining
out-of-specification (OOS) or other unacceptable results. For
example, investigation 2016-C-023 stated that the system
suitability test (SST) was nonconforming and that “some data
were manipulated to meet SST specification” for the high-
performance liquid chromatography (HPLC) analysis of your raw
material (b)(4). You attributed the root cause to your firm’s “lack of
awareness of the seriousness” of CGMP deviations, and to an
“environment where test data could be easily manipulated.” Your
Investigation stated that you reanalyzed the crude sample and
concluded that it met the specification. You provided no further
details on the root causes and on the effect of using a system that
failed SST to test your raw material. 19



Kyowa Hakko Bio Co., Ltd. ({15 &/ \1+4)8/10/18
https://www.fda.gov/ICECI/EnforcementActions/WarningLetters/ucm617419.htm

Your response stated that no product in distribution was found to
be OOS, but you included no data to support this conclusion. Your
response is inadequate. You identified additional data integrity
Issues, but failed to provide details regarding the corrective
measures your firm has implemented. In response to this letter,
provide a thorough assessment of your overall system for
Investigating deviations, discrepancies, OOS results, complaints,
and other failures. In addition, provide a retrospective review of all
distributed lots within expiry to determine whether your firm
released lots not conforming to established specifications or
appropriate manufacturing standards. For more information about
handling failing, OOS, out-of-trend, or other unexpected results
and documentation of your investigations, see FDA's guidance
document, Investigating Out-of-Specification (OOS) Test Results
for Pharmaceutical Production, at

https://www.fda.gov/downloads/drugs/guidances/ucm070287.pdf.
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https://www.fda.gov/ICECI/EnforcementActions/WarningLetters/ucm617419.htm
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https://www.fda.gov/ICECI/EnforcementActions/WarningLetters/ucm617419.htm
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https://www.fda.gov/ICECI/EnforcementActions/WarningLetters/ucm617419.htm
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Kyowa Hakko Bio Co., Ltd. ({15 &/ \1+4)8/10/18

https://www.fda.gov/ICECI/EnforcementActions/WarningLetters/ucm617419.htm

2. Fallure to exercise sufficient controls over
computerized systems to prevent unauthorized
access or changes to data, and failure to have
adequate controls to prevent omission of data.
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Kyowa Hakko Bio Co., Ltd. ({15 &/ \1+4)8/10/18

https://www.fda.gov/ICECI/EnforcementActions/WarningLetters/ucm617419.htm
Data Integrity Remediation

Your quality system does not adequately ensure the accuracy and
Integrity of data to support the safety, effectiveness, and quality of
the drugs you manufacture. We acknowledge that you are using a
consultant to audit your operation and assist in meeting FDA
requirements. Each third-party consultant used by your firm must
be qualified for their specific assigned function, including data
Integrity remediation.

26
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UPDATED: New EMA Requirements On Nitrosamines — What
ALL Pharma Companies Need To Know

Note: This article has been significantly revised and expanded to
address new information issued by the EMA on Dec. 20, 2019. All
new information is indicated in italics below.

https://www.pharmaceuticalonline.com/doc/new-ema-requirements-on-nitrosamines-what-all-pharma-companies-
need-to-know-0001?vm_tld=2187779&user=37fcad61-5711-41f7-9e5b-
3823459f6e39&vm_alias=EMA%20Publishes%20Updates%20T0%201ts%20New%20Requirements%20For%20
Nitrosamines&utm_source=mkt PHARM&utm_ medium=email&utm_campaign=PHARM_01-28-
2020&utm_term=37fcad61-5711-41f7-9e5b-
3823459f6e39&utm_content=EMA%20Publishes%20Updates%20T0%20Its%20New%20Requirements%20For%
20Nitrosamines&mkt_tok=eyJpljoiTTJZNUSUUTIPVOUYTW pjdylsInQiOiJLVkIXW XNsZlgzQzRkb2pkYURNMKFn
S3JISTINIRXF2XC9CaThGV09ydWdtNONoVmliaXNIUExcL2pkUnJZcDVYWXduXC85TEFtY1IRNNDdAVTEwW3dOpl
WVIIVOJIBV]FMUO1ubFVoSG1HV2JPZzUOROhJbWd4Wk5xQWZGKO0JNk1lySGNoYyJ9

Conclusion

Every MAH and manufacturer of chemically synthesized APIs and resulting drug products should carefully read the new
EMA expectations on potential nitrosamine contamination. Those that manufacture the APIs and finished dosage forms
that are already identified with nitrosamine contamination are aware of the agencies’ concerns and have likely already
started risk assessments. The deadline for completion of the risk assessments is six months from the publication date of
Sept. 19, 20199. Effectively performing gap assessments and potentially making changes in the manufacturing and control
processes should be accomplished within three years. The sooner that firms begin the process, the more likely they are to
meet the stated deadlines.

It would be reasonable for corporate auditors, and those who consult in this area, to be aware of this requirement and
ensure that their sites, CMOs, and others are aware of these requirements.

| am sure we will be hearing more from the EMA on this topic, and the FDA may also implement additional requirements
beyond those already in place. This is a fluid situation that the industry will be dealing with for a while, anél4l anticipate
ongoing revisions and additions to these questions and answers as the knowledge and information evolves.
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