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Slido (Word Cloud) @ clement

Q: What stops you from seeking pre-submission advice/feedback from regulator(s)?

1. Didn’t know I could
2. Didn’t know costs involved
3. Goelsewhere -such as a consultant



® clement

« “Watchdog”
* “The police”
* “The enforcers”




Sharing the same commongoal @ clement




ADMIMISTRATION

1S, FOOD & DRUG

Responsible for
protecting the public
health by ensuring

the safety, efficacy,
and security of
human and veterinary
drugs, biological
products, and
medical devices

14

Medicines & Healthcare products
Requlatory Agency

Ensure medicines,
medical devices and
blood components
for transfusion meet
applicable standards
of safety, quality and
efficacy

(effectiveness)

HI:"'RA:"x

We are committed to
excellence in health
product regulation
through science,
collaboration and
innovation

® clement

' Australian Government

‘*‘ff‘l‘;irff-' “ Department of Health and Aged Care

Therapeutic Goods Administration

Safeguards and
enhances the health
of the Australian
community through
effective and timely
regulation of
therapeutic goods



Lessons learned

MHRA - 2021

2019

2020

2021

Source:

FDA Takes Action ClinicalTrials.Gov | FDA (MPs and MDs)
IDE Application | FDA

MHRA Cl numbers (MD)

Completed
review

58

49

7

Common reason for the MHRA
objecting to a clinical investigation is
the failure of the manufacturerto
supply the necessary data within the
statutory assessment time period.

Withdrawn

by
applicants

Grounds
for
objection
raised

15

Common reasons for
objection

Insufficient evidence
provided to demonstrate
the appropriate biological
safety, clinical or
technical effectiveness of
the device or poor study
design

Insufficient evidence of
biological safety,
sterilisation and software
testing

Insufficient devices
validation and
sterilisation process
qualifications, unclear CE
marking status, missing
evidence demonstrating
the appropriate biological
safety, clinical or
technical effectiveness of
the device or poor study
design

® clement

FDA -2021

O Pre-Notices of Noncompliance
to encourage voluntary
compliance with the

ClinicalTrials.gov requirements:

- Failing to submit required clinical
trial information

- Submitting false or misleading
clinical trial information

O 30% 510k submissions not
accepted for initial review



https://www.fda.gov/news-events/press-announcements/fda-takes-action-failure-submit-required-clinical-trial-results-information-clinicaltrialsgov?utm_medium=email&utm_source=govdelivery
https://www.fda.gov/medical-devices/investigational-device-exemption-ide/ide-application
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‘Et Class llb implantable or long-term invasive, £15,627 £4,300 Up to
ul Class Ill, and active implantable devices: €6,130
E Notification

Class llb implantable or long-term invasive, £11,069 £1,900 -
Class Ill, and active implantable devices:
Notification - re-notification in the event of
an objection

//[/ A

Source:
*MHRA Fees from April 2023 - Consultation Respo
Notify the MHRA about a clinical investigation for a

GOV.UK (www.gov.uk)

HPRA fee application form for human products
BfArM fees



http://www.hpra.ie/docs/default-source/publications-forms/forms-applications/fin-f0018-fee-application-form-for-human-products-v29.xlsx?Status=Master&sfvrsn=74
https://assets.publishing.service.gov.uk/government/uploads/system/uploads/attachment_data/file/1133157/MHRA_Fees_Consultation_Response.pdf
https://www.gov.uk/guidance/notify-mhra-about-a-clinical-investigation-for-a-medical-device#mhra-guidance
https://www.bfarm.de/SharedDocs/Downloads/EN/Service/gebuehren/BKostV-MPG-en.pdf;jsessionid=38E5FBE712394A0F9B7988EDE70E46B9.intranet252?__blob=publicationFile

Pathways to engagement..

N

US FOOD & DRUG Pre-submission

® clement

ADMINISTRATION

FUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

0 EMA - pilot

,@ MHRA innovation office

Medicines & Healthcare products
Requlatory Agency

Consultation fees

U No cost

Extensive guidance documents
* Notification
Compiling submission

Guidance for clinical investigators
Statistical considerations
Biological safety assessments



https://www.fda.gov/media/93740/download
https://www.ema.europa.eu/en/events/information-session-pilot-expert-panels-scientific-advice-manufacturers-high-risk-medical-devices
https://www.gov.uk/government/groups/mhra-innovation-office
https://assets.publishing.service.gov.uk/government/uploads/system/uploads/attachment_data/file/1133157/MHRA_Fees_Consultation_Response.pdf

Effective
communication and
engagement

communication

Reduce
number of
requests for
additional
information

Reduce risk of
rejection/

objection
decisions

Reduce costs

Improve time to
market

® clement

Review submission
guidance - prepare,

Hold structured dialogue

expect lots of questions

Challenge with
credibility




Post-market surveillance @ clement

UPDATE
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Death
ferious incident

‘Vigilance
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Vigi!ance

Trend report:

o "»-;m,,§§!mi,$?}§3m pu_blic threat
Serious incident’ '

Post-marketis
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et surveillance report

Clinical / .(Classllland
performance implantables)

plan evaluation SSP

urveilance
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& Direct and indirect harm®1rend reports 2 ¢ (Class C and D)
Field safety Notice Death Sgg
Direct and indirect harm ] irend reports %>
Periodic summary reports -
Design, PMS Usability,
manufacturing performance and
and labelling (MDR/IVDR) safety
o
Is the device ...
» produced as intended?
» performing as intended?
. . Detect and
» compatible with state of the art? report trends - LEClEH

devices

Vigilance

IDENTIFICATION
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Field Safety Notices (UK)

800

700
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500

400
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Source: Medicines and Healthcare products Regulatory Agency (filecamp.com)

2020 2021

Common issues:

« Risk and actions not
clear

» Targeting /

traceability
« Poor response rates

® clement

Solution

- Effective FSCA
strategy

« Discuss draft FSN /

communication
« Follow guidance by
regulatory body

 Seek local
knowledge



https://mhra-gov.filecamp.com/s/9g5cLjjFatXruS5U/d

When non-compliant... @ clement
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* Government Medicines & Healthcare oy U.S, FOOD & DRUG
of Canada products ADMINISTRATION
Regulatory Agency
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H @ Ecosystem of regulatory support

&+ ®

//Ef Develop meaningful multi-level relationships

® Utilise pathways to feedback/advice - as early as possible

Keep abreast of best practice guidance on submissions, notifications etc

22222  Positive impact on public health

s2iiiss  outcomes
MEnane
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%Code: #medtech



