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Legal Framework of PADE Inspections

Federal Food, Drug, and Cosmetic Act
(FDCA)
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‘ Title 21 of the Code of Federal Regulations
(CFR)

REGULATION

‘ FDA's Current Thinking

GUIDANCE

Scientific Literature Reports

Determine:
f the firm reviews scientific literature and the frequency of the review.

f the applicant or non-applicant is submitting expedited ICSRs for adverse
experiences obtained from the published scientific and medical literature that are
poth serious and unexpected.

f the applicant or non-applicant is submitting a copy of the published article as an
CSR attachment for each expedited ICSR of an adverse experience obtained from
the published scientific and medical literature. Foreign language articles should be
accompanied by an English translation of the abstract.
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FOREIGN POSTMARKETING ADVERSE EXPERIENCE REPORTING

Determine:

»If written procedures address the surveillance, receipt, evaluation, and
reporting of adverse experiences from affiliates, subsidiaries, contractors,
and business partners outside the United States.

»If serious and unlabeled (i.e., unexpected) adverse experiences from
foreign sources have been submitted to FDA within 15 calendar day.
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SOLICITED SAFETY DATA

Determine:

»How the firm identifies and monitors all sources of solicited safety information
including, but not limited to, postmarketing studies, nonapplicant-sponsored clinical
data obtained by the firm, and patient engagement programs, to ensure that the
firm’s pharmacovigilance personnel receive all potential adverse experiences. The
identification and monitoring of solicited safety data should be addressed in the

firm’s written procedures.

»If the firm is monitoring its firm-sponsored internet and social media sites, and the
frequency of the monitoring.

»If solicited safety data has been assessed for seriousness, unexpectedness, and
causality.

f solicited safety data that has been assessed as serious, unexpected, and possibly
related to the suspect product has been submitted to FDA within 15 days of receipt

of the information

uring inspection, auditor may select several Annual Reports and confirm that the
status of the firm’s postmarketing studies is included in the reports.

Aggregate Safety Reports

The reporting interval is quarterly for the first three years following the approval of
the application or license, and annually thereafter, unless FDA instructs the firm

otherwise.
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Determine:

f the PADER or PAER contains all the required content as described in 21

CFR 314.80(c)(2) or 21 CFR 600.80(c)(2), respectively.

»Iftqe PADER or PAER has been submitted within the required regulatory
timelines.

»Several Annual Reports may be selected to confirm that the status of the
firm’s postmarketing studies is included in the reports, as required by 21 CFR
314.81.

»AII reports must be submitted in electronic format, as described in 21 CFR
314.80(g) and 21 CFR 600.80(h).

Contractor Oversight

»Oversight of outsourced services may include a broad range of activities to
ensure that all outsourced services and activities associated with
postmarketing safety are performed according to applicable FDA
regulations.

»Identify the name, business location, and contact information for any
contractor involved in the surveillance, receipt, evaluation, or reporting of
adverse experiences to FDA, including all domestic and foreign locations
where safety information is processed.

»If the applicant or non-applicant has written procedures for obtaining and
processing safety information from its contractors.

»Assess how the applicant or non-applicant ensures that its contractors
develop written procedures.

»Determine the contractor’s specific responsibilities. Determine how the
applicant or non-applicant ensures that its contractors fulfill their
responsibilities. Applicants or non-applicants may outsource some or all of
their postmarketing safety obligations, but remain responsible for complete,
accurate, and timely reporting to FDA.
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»Determine how the contractor documents its receipt date for obtaining
the minimum dataset for a valid ICSR and how it communicates this
information to the applicant or non-applicant. The clock for expedited
reporting starts as soon as the minimum information for a valid ICSR
has been received by the contractor or its representatives.

Electronic Submissions

Determine if safety report submissions are in an electronic format that FDA
can process, review, and archive, as required.

Review system-generated delivery confirmation notices from either the
Electronic Submission Gateway (ESG) or the Safety Reporting Portal (SRP)
and determine if the firm has a procedure for correcting and resubmitting
any submission for which the message delivery notice (MDN) indicated that
the submission was not accepted.

Determine if the firm has a corrective action for each late submission to the
Agency, according to the MDN.

v Determine it MDNSs are being retained.

Waivers and Record Keeping

»A copy of the waiver for any regulatory requirement pertaining to postmarketing
safety, may be requested to determine compliance with the terms of the waiver.

»For approved drugs or biologics, if all records containing information relating
postmarketing safety reports (whether or not submitted to FDA) have been
maintained for a period of 10 years, or for combination products, the longest
retention period applicable.
Anyone marketing a prescription drug for human use without an approved new
drug application or abbreviated new drug application must comply with the
recordkeeping and reporting requirements of 21 CFR 310.305.
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»Good practice guide on recording, coding, reporting and assessment of medication
errors. 23 October 2015, EMA/762563/2014, Pharmacovigilance Risk Assessment
Committee (PRACQ).

ood practice guide on risk minimization and prevention of medication errors: 18
November 2015, EMA/606103/2014, Pharmacovigilance Risk Assessment
Committee (PRAC)

lobal burden of preventable medication-related harm in health care - A systematic
review: WHO (World Health Organization)

edDRA Coding of Medication Errors - General Principles

roduct images taken from -Medication Errors: A CDER Perspective- Yelena Maslov,
Pharm.D. (Team Leader), Division of Medication Error Prevention and Analysis
Office of Medication Error Prevention and Risk Management Office of Surveillance
and Epidemiology, June 25, 2015

ational Coordinating Council for Medication Error Reporting and Prevention.
Available at: www.nccmerp.org.

»\Nww.fda.com and www.ema.europa.eu
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Director and President,
Operations Management, CSPV
Soterius, Inc.

Dr. Sumit Verma is a medical graduate with specialization
in anesthesiology and has more than 15 years of
experience in the pharmaceutical industry, clinical

medlicine, clinical research, and pharmacovigilance. He
has built teams that have consistently delivered and
exceeded customer expectations across
pharmacovigilance domains such as case processing,
signal management, risk management, aggregate reports,
and clinical safety. He has co-authored two books - one
on pharmacovigilance and another on pharmacology.

Our Services

Soterius offers full suite of Pharmacovigilance, Medical Affairs and Regulatory

services.

»Clinical Safety Services

»>Case Processing, DSUR Authoring, Medical Monitoring, Medical Reviews, CSR
Narratives Authoring, etc

»>Post-marketed Pharmacovigilance Services

»>Case Processing, Aggregate Report Authoring, Risk Management Plan (RMP) &
Risk Minimization, Global and Local Literature, etc

»>Medical Affairs and Medical Writing

»>Innovation & Technology Solutions in Pharmacovigilance and Medical Affairs
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Like This Blog?

@ Share on LinkedIn 0 Share on Facebook

0 Share on Twitter/X @ Share on Email

Disclaimer

The scenario described in this post is entirely hypothetical. It is not based
on real-world patient data or individual case safety reports. All
pharmacological mechanisms and regulatory references are cited to
support discussion only. This post is intended to facilitate dialogue on
sighal detection and does not imply new safety findings, labeling
recommendations, clinical guidance or clinical relevance.

Soterius logo are trademarks or registered trademarks of Soterius in all
jurisdictions. Other marks may be trademarks or registered trademarks of their
respective owners. The information you see, hear or read on the pages within
this presentation, as well as the presentation’s form and substance, are subject
to copyright protection. In no event, may you use, distribute, copy, reproduce,
modify, distort, or transmit the information or any of its elements, such as text,
Images or concepts, without the prior written permission of Soterius. No license
or right pertaining to any of these trademarks shall be granted without the
written permission of Soterius (and any of its global offices and/or affiliates).
Soterius reserves the right to legally enforce any infringement of its intellectual
property, copyright and trademark rights.

Any content presented herewith should only be considered for general
informational purposes and should not be considered as specific to the
requirements of any particular organisation or for any specific purpose.
Soterius, including its authors, presenters, and any affiliated individuals, does
not make any representations or warranties about the completeness, reliability,
appropriateness, relevance, or accuracy of the content presented here.

Please consult your physician/Health Care Provider for any matters related to
health. No one should act on this information without specific professional

advise.
WWW.soterius.com

connect@soterius.com
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