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Inspection Findings for Site
Notifications for SUSARs

Tanvi Chaturvedi - Associate Director,
PV Operations & Technology

US-FDA (United States Food and Drug Administration)

The sponsor must notify all participating investigators (i.e., all investigators to whom
the sponsor is providing drug under its INDs or under any investigator's IND) in an
IND safety report of potential serious risks, from clinical trials or any other source,
as soon as possible, but in no case later than 15 calendar days after the sponsor
determines that the information qualifies for reporting as follows:

e (c)(1)(i): Serious and unexpected suspected adverse reaction.

e (c)(1)(ii): Findings from other studies (other than those reported under
paragraph (c)(1)(i) whether or not conducted under an IND, and whether or not
conducted by the sponsor, that suggest a significant risk in humans exposed to
the drug

e (c)(1)(iii): Findings from animal or in vitro testing: that suggest a significant risk
in humans exposed to the drug, such as reports of mutagenicity, teratogenicity,
or carcinogenicity, or reports of significant organ toxicity at or near the expected
human exposure

e (c)(1)(iv): Increased rate of occurrence of serious suspected adverse reactions.

HEALTH CANADA

e Sponsors should refer to ICH Guidance Documents E6: Guideline for Good
Clinical Practice and E2A: Clinical Safety Data Management for safety reporting
requirements to Qualified Investigator(s) and their Research Ethics Board(s).
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e The reporting of SUSARs to investigator(s)/institutions(s) and to the IRB(s)/IEC(s)
should be undertaken in a manner that reflects the urgency of action required
and should take into consideration the evolving knowledge of the safety profile of
the product. Reporting of SUSARs to the investigators/institutions should be
made in accordance with regulatory requirements.

e Urgent safety issues requiring immediate attention or action should be reported
to the IRB/IEC and/or regulatory authority/(ies) and investigators without undue
delay and as specified in regulatory requirements.

e Investigator Responsibility: Specifying that the investigator/institution should
promptly report to the IRB/IEC:

eviations from the protocol to eliminate immediate hazards to the trial
participants

hanges increasing the risk to participants and/or significantly affecting the
conduct of the trial

»all suspected unexpected serious adverse reactions (SUSARs) in line with

applicable regulatory requirements;

ew information that may affect adversely the safety of the participants or
the conduct of the trial.
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European Medicines Agency

e Article 17(1)(d) of Directive 2001/20/EC provides that ‘the sponsor shall also
inform all investigators. The information should be concise and practical.
Therefore, whenever practicable the information on SUSARs should be
aggregated in a line listing of SUSARs in periods as warranted by the nature of
the research project/clinical development project and the volume of SUSARs
generated. This line listing should be accompanied by a concise summary of the
evolving safety profile of the IMP.

e Sponsor responsibilities: Reporting of suspected unexpected serious adverse
reactions (SUSARS) to the Ethics Committee.

e The purpose of the reporting obligation towards the Ethics Committee is to make
the Ethics Committee aware of SUSARs that have occurred in the territory of the
Member State concerned

Medicines & Healthcare products Regulatory Agency

S
ethics committee Fatal or Life Threatening SUSARs within 7 days N\
and any other SUSARs within 15 days of first awareness of the E
reaction.

2. A sponsor shall ensure that, in relation to each clinical trial in the REL
United Kingdom for which he is the sponsor, the investigators I I
responsible for the conduct of a trial are informed of any
suspected unexpected serious adverse reaction which occurs in .GE
relation to an investigational medicinal product used in that trial, RMANY

whether that reaction occurs during the course of that trial or

1. SUSAR 7/15 Day Reports Sponsor should report to the relevant F RA

another trial for which the sponsor is responsible. AI
3.Annual list of suspected serious adverse reactions and - S P

safety report As soon as practicable after the end of the ]

reporting year, a sponsor shall, in relation to each investigational :: :‘UK

medicinal product tested in clinical trials in the United Kingdom —

for which he is the sponsor furnish the licensing authority and
the relevant ethics committees with a list of all the suspected
serious adverse reactions which have occurred during that year
and a report on the safety of the subjects of those trials.
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Inspection Findings - USFDA

Program Area: Bioresearch Monitoring
e 2022: Failure to provide all participating investigators with a written IND safety
report
e 2017: Failure to provide FDA and all participating investigators with an adequate
written IND safety report

Challenges in Manual process of SUSAR Notifications

e Excel-based tracking prone to data integrity issues

e Maintenance of contact information on Excel prone to error

e |nstitutional policies block email delivery notifications

e Multiple emails for 1 SUSAR in case of multiple studies at a Site.
e Super busy Sites and Investigators do not respond.

e lack of regulatory-compliant audit trails.

Selected References

1.21CFR312.32 Investigational New Drug Application

2.1CH Guidance Documents E6: Guideline for Good Clinical Practice
3.E2A: Clinical Safety Data Management

4.EU CT-3(2011/C172/01)

5.REGULATION (EU) No 536/2014

6.The Medicines for Human Use (Clinical Trials) Regulations, 2004

Copyright @ 2025 | Soterius, Inc. www.soterius.com Page 4 of 6
All rights reserved



(C{\?JJ SOteriusm Automation Solution - UNITYdx

ACCELERATING INNOVATION & COMPLIANCE

Author

Tanvi Chaturvedi

Associate Director,
PV Operations & Technology

12+ Years of Pharmacovigilance Experience
Pharma and Clinical Research professional
Managed PV Teams across ICSR and SAE
Processing, Literature Management, EV
Systems, Regulatory Reporting

Current focus on Client Engagement, Product
Development, Validation and Deployment

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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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 signal 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.

@connect@soterius.com www.soterius.com
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