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Keeping the conversation going

Linked [T}}

®_0_60 0 Aconnected noncom
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NEW closed group
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Don’t forget REX

Assure
Quality,
Safety &
Integrity

Manage
Research
Operations
& Delivery

www.rdforum.org.uk

Sponsor & Set Up Research
Hide Categories

+ Capacity and Capabilty Assessment and Confimation

Computer Systems Validation

Confirming Research Categories

+ DataAnalysis Plans

Data Collection Tools and CRF Design

Deciding i a Project s Research, Au, Service Evaluation or Quality
Improvement

Developing a Research Idea

Finding New Studies

« Indemnity

+ Laboratory Systems

+ Monitoring Plans (Data and Safety)

+ Open Access Data Platforms

+ Pear Review Sustems

Assure Quality, Safety & Integrity

Hide Categories

+ Archiving

* Audit

* GCP and Clinical Trials Regulations

+ Information governance and the information governance toolkit
+ Managing Inspections

+ Mental Incapacity and Research Regulation

+ Monitoring

+ Regulation of Data, Tissue and Regenerative Medicine
+ Regulatory Approvals

+ Research Ethics Favourable Opinion

+ Responsible Research and Research Integrity

Manage Research Operations & Delivery
Hide Categories

- Amendments

« Close Out/End of Study Management

« Competencies and Induction for RD Management Staff
« Consent

« Contracts and Agreements

« Cost Attribution

« Costing Tools and Templates

+ Data Management and Integrity

+ Delegation of Responsibiities

= Deviations, Incidents and Serious Breach

« Excess Treatment Costs and Savings

« Financial Management

To integrate research with
care for improved patient
outcomes

To build best evidence
for better care

] Embedding
Ensuring research

knowledge innovation in a : i i
e et Health & Care Ensuring To involve patients

To make research & & shared settin patient & public & the public
evidence accessible Ensuring learning v involvement

dissemination &
transparency

System-wide
Partnerships
Influencing
Strategy

Quality Assurance
Monitoring & Creating

oversight opportunity &
Adding value to the NHS, S
Health & Care th rough innovation To lead & grow research

| activity & skills.

To assure quality, safety &  FSIAERAT
data integrity campliagnceg&
research

integrity Growin
researc

Research capalty

Management, & income

Ensuring Support &

project :
management, Leadership Improvement Developing
good practice & & Evaluation Research,

delivery improvement &

critical skills.
Delivering
Training
Financial
management
Communications
engagement &
events
Costing
To manage research contracts, .
operations & delivery HR & IP Managing R
Leadi Strategic To promote impact and the
eading Performance value of research, innovation
business q f
operations - Sponsorship & & improvement.
— systems & Facilitating quality

project management
The diagram depicts the roles and activities develurment systems
that an R&D function in the NHS might have: & setup
Outer circles: high level activities
Outer boxes: more generally linked to purpose
Inner circles: the functions that different

R&D offices might undertake

workforce

To shape & support ethical,
legal, high-quality,
patient-centered research
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Your Forum

Research Management Group
Chair Sally Humphreys

HRA Noncom Sponsors Reference Group
Chair Angela Williams

Forum newsletter
News, policy, calls, jobs, resources, events, training

Twitter: @NHSRDFORUM ceseat

Development Forum




Thank you

Forum Sponsorship Work Stream

- Heather Rogers
« Gemma Jones

- Mikayala King

« Sean Scott

« Birgit Whitman

« Heidi Nield

« Sarah Townsend
« Jess Bisset

* Angela Williams
« Jen Harrison

- Kate Greenwood
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An Academic Health Sciences Centre for London Pioneering better health for all

The Diary of a EudraCT
Results User!

Director KHP-CTO
M.

ING'S
Cuollege Guy’s and St Thomas' South London and Maudsley m
LUNI)O%{ NHS$ Foundation Trust NHS Foundation Trust




What we shall cover.........

O EudraCT & FDA Reporting Timeframes

 Challenges with EudraCT post 2014 trial results using
academic publications.

4 Tips and “Work arounds” to enable posting of these
results.

d Trials that have Clinical Trial Authorisation but were
abandoned prior to recruitment.

| L) 10 op 8 KING'S HEALTH PARTNERS



Requirements regarding trial results.....

FDAAA 801 and the Final Rule (42 CFR Part 11).

Came into force in January 2017

(J Responsible Party (sponsor) must register all
trials within scope on clintrials.gov

 Trial Results must be posted no later than 1 year
after the Primary Completion Date.

O Primary completion date defined as date final
patient examined or received intervention.

| b 10 o KING'S HEALTH PARTNERS



Requirements regarding trial results.....

EudraCT

d Non-paediatric trials results must be published <
12 months after the end of the trial.

d Paediatric trials results must be published < 6
months after the end of the trial, (exceptionally < 12
months after the end of the trial if justified and if trial not
sponsored by marketing authorisation holder for involved
product(s))

| L) 10 op 8 KING'S HEALTH PARTNERS



EudraCT Requirements for Pre & Post 2014

d Acceptable to upload end date & academic
publication for trials completing before and during
2013.

A Since 215t July 2014 mandated that the FULL trial
DATA SET is uploaded into EudraCT results system.

A Summary attachment or publication may also be
posted — this is optional.

 Additional results tables/documents can be uploaded
within the “End points” section.

| L) 10 op 8 KING'S HEALTH PARTNERS



Post 2014 key information & challenges!

d Results User must set up an account within the
EudraCT system.

1 Assignment of Trials to Results User, either by:-
protocol information or letter

It is not possible to progress through the system if :-
O Any fields are left blank
O Participant recruitment is entered as 0O

NB EudraCT take 14 days to publish trial results once
posted.

| b 10 o KING'S HEALTH PARTNERS



Challenges Posting results for post 2014 Trials

Scenario

Trial has completed and academic publication written and
accepted for publication to International Journal.

However, published data is not in the format required in
order to complete results data fields within EudraCT
database.

Challenge

Academic has no resource or desire to re-visit raw
dataset and provide sponsor with data in EudraCT
friendly form........

| L) 1o 8 KING'S HEALTH PARTNERS



Tips - Uploading Results

Trial Information

Complete all fields, remember those marked with a * are
mandatory, add in other registry numbers where
applicable plus number and ages of trial participants.

~ - Tip —Don’t be too concerned if the age
Q ranges listed do not match your trial exactly,

you can amend the age ranges further on in
the process.

| L) 10 op 8 KING'S HEALTH PARTNERS



Tips — End Points

End Points

Add as many end points as you require and indicate
whether primary or secondary.

If you are able to complete the statistical analysis within
this section - do so. However if you are taking data from
an academic publication it may not be possible to upload
In the required format.

| L) 1o 8 KING'S HEALTH PARTNERS



Tips! The Save Button

N
\g " Tip - Don’t forget to keep hitting the
save button at the top of the screen
as you move through the fields and
pages!

| L) 10 op 8 KING'S HEALTH PARTNERS



Tips — End Points & Statistical Analysis

End Points

Select the arms that the endpoints apply to and select
“‘ready for collecting values”

Click “Done — start collecting values”

S ~ Tip -in the “Charts” section upload the
g statistical data section from your
publication! Leave the “subject analysis

set” and “statistical analyses” sections
blank.

| L) 10 op 8 KING'S HEALTH PARTNERS



Tips — Adverse Events

Adverse Events

Perfect way to complete this section is to upload data via
xml file.

Not possible when working from a publication, so must be
entered individually by event and system organ class!

e Be Tip — The SAVE button does NOT
g WORK within the individual SAE event
page. Save when on the Adverse
Event main page only!!

| L) 10 op 8 KING'S HEALTH PARTNERS



Biggest Tip! — Adverse Events

Adverse Events

\
\Q -
If you have a list of 1000°s of AE’s upload this list with

the Charts on the previous “End Point” section and
leave the AE entries blank.

| L) 10 op 8 KING'S HEALTH PARTNERS



Biggest Tip! — Adverse Events

Serious Adverse Events

\
\g -

SAE’s must be entered by system organ class, per

event and by treatment.

| b 10 o KING'S HEALTH PARTNERS



Uploading Results — Validate Full Data Set

Validate Full Data Set

Use this tool to check data completion — posting is not
permitted with data validation errors.

< A Tip — Don’t forget to hit save after
g changes and before re-checking
validation

| L) 10 op 8 KING'S HEALTH PARTNERS



Tips — Validate Full Data Set

Validate Full Data Set

Warning message will appear under End Points stating
No statistical analyses have been specified.........

\é -~  Tip - Click “justification” next to warning

message and enter “see attached
chart/documents for results”

| L) 1o 8 KING'S HEALTH PARTNERS



Uploading Results — Validate Full Data Set

Validate Full Data Set

Warning message will appear under Adverse Events
stating

No non-serious adverse events recorded.........

~ -
Q Tip - Click “justification” next to warning
message and enter “see attached
chart/documents for results”

| L) 1o 8 KING'S HEALTH PARTNERS



Posting Results

Results will not be publicly accessible until they are
marked published.

Phase | trials will not be available on the public facing
system.

| L) 10 op 8 KING'S HEALTH PARTNERS



Trials with Zero Recruitment

Index

Upload a statement detailing that the trial was
abandoned/closed prior to any participant recruitment
activity taking place.

\ Tip — call this document “Cancelled Before

~ -
Q Active Statement”. This will then be seen
immediately by any results viewers.

| L) 10 op 8 KING'S HEALTH PARTNERS



Trials with Zero Recruitment

Subject Disposition
In “recruitment” field enter :-

99999 is "Not applicable"” value or 0 participants, this
trial was discontinued with no participants enrolled in

the trial

| L) 10 op 8 KING'S HEALTH PARTNERS



Trials with Zero Recruitment

Enter 99999 in the participants recruited section of
Trial Information

Enter 99999 in the Number Analysed section of End
Point values

Enter 99999 in the Subjects Exposed of Adverse Event
Section and any other section where number of
subjects MUST be entered

| L) 10 op 8 KING'S HEALTH PARTNERS



Trials with Zero Recruitment

End Points
In “end point description” field enter :-

99999 is "Not applicable"” value or 0 participants, this
trial was discontinued with no participants enrolled in

the trial

| L) 10 op 8 KING'S HEALTH PARTNERS



Trials with Zero Recruitment

Validate Full Data Set

In the warning fields Justification for End Point enter:

99999 is "Not applicable"” value or 0 participants, this
trial was discontinued with no participants. No
statistical analyses for this end point

| L) 10 op 8 KING'S HEALTH PARTNERS



Trials with Zero Recruitment

Validate Full Data Set

In the warning fields Justification for Adverse Events
enter:

No subjects were enrolled in the trial hence
results are not available

POST RESULTS!!

| L) 10 op 8 KING'S HEALTH PARTNERS



EudraCT Documentation Webpage

https://eudract.ema.europa.eu/result.html

| think that the Most Useful documents are:-

1 Details and template letter for Results User
assignment

d PDF document with details of validation rules for each
data point within the system. (45 pages).

| L) 1o 8 KING'S HEALTH PARTNERS
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Service, HRA



What is a sponsor?

An individual, company,
institution, organisation or
group of organisations that
takes on responsibility for
Initiation, management and
financing (or arranging the
financing) of the research.

NHS

Health Research
Authority

s WS Qo O
J Social Care ~ scoriano roowscee  Health Research

Authority

UK policy framework for
health and social care
research



. , NHS
What is a sponsor’s role? Health Research

Authority

* QOrganisational role
« Ongoing responsibility
* Not just a signature on the IRAS submission.
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Authority

Sponsor’s role

* Research quality

« Suitable sites and research teams

» Clear responsibilities and delegation
* Adequate insurance and indemnity




NHS

Health Research
Authority

Sponsor’s role

 Manage money and risk
* Agree start
» Qversee progress and reporting

* Monitor delivery E I
IIII i

-
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Authority

What makes a good sponsor?

Be visible O
Be proportionate
Be helpful O
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Health Research
Authority

What makes a good sponsor?

Confidence to say no to researchers or amend
research if the study is poorly designed or poor
quality or is overambitious



NHS

Health Research
Authority

Sponsoring Student Research

« Sponsor = university unless NHS wants to
* Ensure supervisors can and do fulfil their roles

« Students should not normally be Chief Investigator



NHS
Frequent feedback Health Research

Authority

Lack of
understanding

of time takes to
set up

Not appropriately
supported

Poor quality

Over ambitious applications

&

Magic fairies
make it
happen

Comes too late
in the day (site)



. NHS
Sponsoring student Health Research

Authority
research

* Train supervisors

» Understand educational objectives
 Ensure projects are achievable ¢ «¢/ = =

: i e
Be creative! / \)\



. NHS
Top three reasons for delay in Heaith research

HRA & HCRW Approval ey

1. Missing Organisation Information Document/
Costing Template or Contract

2. No response to favourable opinion with conditions
3. Lack of clarity about site activity/ site types

Sorry
for any

delay




NHS

Health Research
Authority

Thank you for listening

Contact information:
— Dr Janet Messer
— Hra.approvalprogramme@nhs.net

Follow us on Twitter @HRA _Latest
Sign up for our monthly newsletter at www.hra.nhs.uk

This presentation is designed to provide general information only. Our website terms
and conditions apply www.hra.nhs.uk







Dr Mikayala King
R&D QA Manager

NHS

University Hospital Southampton
NHS Foundation Trust




So you want to sponsor?

Why? * Feel you should

» Support local investigators

* Increase research activity

* Improve research reputation
* Increase revenue

* Other reasons?

NHS

University Hospital Southampton
NHS Foundation Tru



Responsibility of Sponsoring

The sponsor is the
iIndividual, organisation or
partnership that takes on
overall responsibility for
proportionate, effective
arrangements being in place
to set up, run and report a

research project.

NHS, i

PPN Mealth and Socksl Care th and Cate ey
{cm»;" n Noethern Ireland SCOTLAND ( Aesewch Woies  Health Research Authority

UK policy framework for health
and social care research

An individual, company,
institution, organisation or
group of organisations that
takes on responsibility for
initiation, management and
financing (or arranging the
financing) of the research.

\ NHS
University Hospital Southampton
NHS Foundation Trust



Things to Consider

Grant Applications
Template Protocols

Investigator suitability -

Training courses
Multi-site studies
Contracting

’&%

Insurance
Governance
Finance
Monitoring
Reporting

« Study Types

3
i,
.:—\Q?/
& % 5,&;/
<C )"l

=

>

I
| .

,?\i\

NHS

University Hospital Southamp‘ton
NHS Foundat



Set your Rules

What you can do What you can’t do
Cl experienced « Multicentre

Cl employed by  ATIMP
Organisation » International

Fully Funded » Under/Non Funded
Insurance « Unusual Study
Trial Management Design

Organisation Type

NHS

University Hospital Southampton
3 NHS Foundation Tru




Assess the Study

* Do you understand what
the study is about?

* Does it meet your rules?

* Formal Risk
assessment

577

| 577
' N7
- .
*IA\/W
&7 e

-y

Data Protection
Tissue

Reporting
Inspection
Monitoring

Data Management
Archiving

University Hospital Southampton
NHS Foundation Tru



Make your Decision




The End of the Story?

o 8\
®

© Can Stock Photo © Can Stock Photo

© Can Stock Photo

NHS

University Hospital Southampton
NHS Foundation Trust
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The Christie
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Benita Hall
R&D Sponsor Coordinator







Defining risk

Risk (/nsk/)

verb , .
“To exposeto a7
hazard or danger’




Sponsor Risk Assessment

Vital J

Proportionate%

Dynamic%
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Risk and Research

282 Participants

' Researchers

B The integrity of the study

Il n The organisation
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Sponsor Risk Assessment

Risk Areas

Assigning Risk

Risk management
Risk assessment tool




The Christie 9

Risk Areas

2502

Study management # T#% Research team

i’ Vendors | 7 Study design

%} Data IMP
management

Publication &
Finances & Contracts N gissemination
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Assigning Risk

Impact A Likelihood

Detectability




NNV EREREERD

Proportionate ‘ Achievable

o v easurable /C) Oversig ht

333 Accountability !!, Living Document
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Case Study

ot &

An investigator for a study spanning multiple tumour types has proposed
survival follow-up every month until patient death.

For two of the disease areas involved (Glioblastoma and colorectal cancer)
median survival is a few months. For the other disease area (pancreatic
neuroendocrine tumours) the median survival is around 2 years.

The primary end point relates to median survival.
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Research

Case Study

Impact: Patients will find the follow-up period too burdensome, leading to patients
leaving the study. Patients may also be unwilling to enter the study

A Mediu
m

Likelihood: We can reasonably expect some patients to leave the study and/or for
the study to experience recruitment difficulties due to this frequency of follow-up

A High

Detectability: It will be clear if a patient leaves the study or if recruitment is difficult,
but patients are under no obligation to tell us why they refused the study or why they

left it
A Mediu
m




The Christie @

Research

Case Study

Probability Detectability

Risk Class 1 High Risk Priority

Risk Class 2 Medium Risk Priority

Risk Class 3 Low Risk Priority

Risk Class

Severity = Impact on patient safety, product Detectability = Likelihood that the fault will be noted
qualityand data integrity (or other harm) before harm occurs

Probability = Likelihood of the fault
occurring Risk Priority = Risk Class x Detectability

Risk Class = Severity x Probability

Acknowledgment: Risk Assessment Method from GAMP 5, Appendix M3, Science Based Quality Risk Management.
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Case Study

High Risk Priority




Management plan: The Chief Investigator will consider
changing the frequency of follow up prior to submission to
regulatory bodies

v

Action is required in order to mitigate the risk to study integrity, recruitment and the
comfort of the patient

4

Survival should be able to be assessed with less frequent follow-ups and the Cl has the
requisite knowledge to make this decision

4

We know what the action is and can measure it against a target timeframe

v

Cl is name as the responsible person and they have agreed to do this prior to a specific
time-point

4

Sponsor authorisation for submission will only be given once the issue has been
addressed — this will be monitored through the risk assessment and the sponsor’s pre-
submission checks




Your Risk Assessment Tool

Risk statements

Information gathering

T

Usability “# Functionality

-
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Research

What we wish we’d known

“How important it is to revisit “That, if well designed and well
and update the risk completed, they confer the

assessment” power to predict the future!”

Deanna, R&D Sponsor Coordinator Clare, Research Integrity & Governance
Manager

“How broad the scope of
the risk assessment is and
the amount of detailed

information required”

Steven, R&D Sponsor Coordinator at the start”
Holly, R&D Sponsor Coordinator

“How much trouble and time

you can save later on by
being really, really thorough




What we wish we’d known

Be prepared

Constant vigilance

Save time




Get in touch

ChristieSponsoredResearch@Christie.nhs.uk

The Christie @

Research

Experimental Pioneering Life Changing

The Christie NHS Foundation Trust, Wilmslow Road , Manchester, M20 4BX
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A e T Liverpool University Hospitals

‘5: LIVERPOOL NHS Foundation Trust

Keep calm and carry on :

dealing with the unexpected

Lara Lavelle-Langham — University of Liverpool
Heather Rogers — Liverpool University Hospitals NHS

Foundation Trust




Chicken Licken thought that

the sky was falling down. So he

ran off to tell the King.




Pre-emptive : Gap analysis

* What are your limits?
« Have you got an SOP for it?

* Training v. competency

h‘b
—




Knowing your unknowns

* Transparency with an open an honest
learning culture

* Near miss reporting
* Trending







Fact finding

as a patient been injured? ON
as tissue integrity been lost

as there been a data protection breach?
Will it impact on scientific integrity?

Is it a near miss




&) LIVERPOOL :
Containment

Don’t forget Containment

BT » Safety first

» Have a plan

» Communication and Escalation




UNIVERSITY OF

maaed  Root Cause Analysis

There are countless tools available...

The 8D Methodology

Cause-and-Effect Diagram

5 Why'’s oo ] [ommie] [ ]

\{“‘W* \Nuw.pudm Changing schadids
Why? '\,h...,."",mm \ I\W::‘:m Form a team

Why? e e
Why? / / / Submitted Late

Why? i
Why? g e N

Define and describe the problerm

Take interim containment actions

Parsio Chart Analyze the root cause

Check Sheets Quantify Occurrences Cradit Application Dalays

Reason Tally a0 | oo | 108
LLLY
Material shortage Nt . | e - H % .
: z | mo% Formulate and select corrective actions
ualty Issue requiri
Sty lomus ronivin ][] § - %
S . = | 160%
taffing/absentesism Il i [ | i
.
Order entry error R H oy Implement and validate corrective actions

Changng cusemer |1 {1

827
requirements w/ no (3 Lin
adjustment to expected 242 L
delivery
Eoiik P =) tow Identify and implernent preventative actions
qUDmBnl ailure | Medigastere  Ineallieiant Wa prinr Currest Wo Cradit Othar
Banh Infa addreas Caslomar Histery

Reasen for Dalay

Recognize the tearm and individuals



E&d UNIVERSITY OF

&/ LIVERPOOL :
Root Cause Analysis

» Have the right investigation team — cross-functional
and multidiscipline

» Correctly Define the issue(s)
» |ldentify the causes — be open and reflect honestly

» Understand that there can be contributory factors

| FAILURE
IS NOT

THE OPPOSITE OF
SUCCESS. IT IS

OF SUCCESS,




UNIVERSITY OF

LIVERPOOL C A P A

There are important differences in types of CAPA

Corrective action — correct or address the nonconformity that
has occurred

Preventative action — Prevent the nonconformity from
occurring again

Make them achievable, agree them, plan
their implementation and successfully
deploy them.

Above all, they must address the root
causel




NHS

Liverpool University Hospitals
NHS Foundation Trust

Thank you.

For more details please contact:

SPARK

enquries@lhpspark.nhs.uk
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Research Data Sharing

Rachel Knowles & Sarah Dickson //
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Current landscape in clinical trials transparency

Increased pressure for transparency in clinical trial results and data sharing

EUROPEAN MEDICINES AGENCY mA Health Research
SCIENCE MEDICINES HEALTH Authority

Eﬁable Accessible Interoperable Reusable
99
/O % e %W

+ AllTrials

INTERNATIONAL COMMITTEE of
MEDICAL JOURNAL EDITORS




Benefits of sharing data
Key benefits identified

* Increases the impact and value from public funding

* Potential to synthesise data across trials to generate new insights
» Avoids duplication of research effort

* Supports transparency — open and accessible research

« Permits assessment of reproducibility




Challenges of sharing data

Key concerns identified

« Patient privacy and preventing re-identification of participants

» Concerns about misuse of data by other researchers

» Restrictions on disclosure in consent, e.g. to industry sponsors

* Resources required to prepare data and manage access

* Lack of credit for researchers who share data

Medical
Research
Council




Trial participants views of data sharing
Survey of 771 participants in US trials

* 93% would allow own data to be shared with university scientists
» 82% would allow own data to be shared with for-profit companies

» No variation in willingness according to purpose (except litigation)

« Main concerns:

» Sharing might discourage people from joining trials (37%)

« Data may be used in marketing (34%)

« Data may be stolen (30%)

» Misuse of data, e.g. discrimination (22%), exploited for profit (20%)

Mello et al 2018, NEJM 2018 Jun 7; 378(23):2202-2211

Medical
Research
Council




MRC’s data sharing policy

L1}

g0

Medical
Research
Council

Data arising from research we fund should be managed and shared
as widely as possible to maximise patient and public benefit.

Appropriately justified costs for preparing and/or anonymising
data can be included in grant proposals.

Sharing should be controlled/managed to safeguard against risks
to participant privacy

MRC Data Sharing Policy https://mrc.ukri.org/documents/pdf/mrc-data-sharing-policy/




What services do researchers have access to?

100

50

B0

e
(=]

Value

30

%

18]
D

(8}
o

=
o

0

Medical
Research
Council

B Data management tools
B Repository
Secure analysis platform/environment
B Anonymisation support/tools
B Support for curation
B Creation of catalogue entries/Directory or list of trial meta data
B Other 2

Survey of 174 researchers:

60% Principal or Chief Investigators

20% Clinical Scientists

11% Data Manager or Data Scientists

9% Other (PhD students, statisticians, other
researchers)



What services do researchers need?

Support for curation I

Anonymisation support/tools

Creation of catalogue...

Repository
Data management tools

Secure analysis platform

Medical
Research
Council

0%

20%

40%

60%

80%

100%
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Data Sharing

Anonymisation and Access




Managing privacy risks

Working within the law
» Data Protection — Corporate responsibility

» Common law of confidentiality — Pts reasonable expectations —
relationships with individuals

MRC | Medical Researc h Council



Personal Data Vs Confidential information

Personal Data

» Structured information

» About or relating to a living
individual

> ldentifiable:

from the data alone, or from it in
combination with other
information you have access to

Corporate responsibility

MRC | Medical Researc h Counci

Confidential Information

A\

Identifiable
Not already in public domain

Given with expectation it will be
kept confidential

Y VYV

Applies after death
Information is broader than data



|dentifiability is a continuum, the law is binary

Identifiable

Anonymous ‘

Anonymised

Content and context controlled

Weak identifiers in a controlled context
(identification ‘not reasonably likely’)

Depends on the viewer and motivation

MRC | Medical Research Council



|dentifiability is a continuum, the law is binary

Anonymous

MRC | Medical Research Council

Identifiable

0

Pseudonymised
Content controlled

Weak identifiers not in a controlled
context (identification could be likely)



|dentifiability is a continuum, the law is binary

Anonymous |dentifiable

0 0

Pseudonymised
Content controlled

w/

Anonymised
Content and context
controlled

*»

MRC | Medical Research Council



Context controls relevant for data sharing

Sharing with other Sharing within an organisation
organisations

] » No access to identifiers
” Ia_;?eaelr::tnat:harlng » 7?Safe haven / TRE?
» + some things on the right ” Emplo.yment contracts
(sanctions)

. » Local policies

lCOo » Professional standards

et Commlacar Ofce » Training

» 777?77 Are these adequate

|dentification is not reasonably

: : to render anonymous
likely by available means y

MRC | Medical Research Counci



Sharing Patient Information — Who decides?

NHS IG department

Caldicott Guardian

R&D Office

HRA and HCRW Approval (REC and assessors)
Central and regional health data providers in UK

Confidentiality Advisory Group (s251 support England &
Wales, CPI without consent) — National Data Opt-out

Public Benefit and Privacy Panel (Scotland, ISD or +1
Health Board, with and without consent)...

» What do patients understand?

YV VYV YV VYV V

A\

MRC | Medical Researcl h Counci



Sharing Patient Information — How do you decide?

Is it identifiable/confidential, is it research, consent status, security
arrangements...?

Five safes

« Safe projects - appropriate use?

- Safe people - trusted?

- Safe settings - facilities, authorisations?
- Safe data - disclosure risk?

- Safe outputs - results non-disclosive?

Scales not limits, risk proportionate
Might not need controls for all

MRC | Medical Researc h Counci



Data sharing principles

FAIR Principles

 Findable

* Accessible

* Interoperable
 Reusable

MRC | Medical Research Counci



Requlatory

Medical
Research ' Support
Council Centre

www.mrc.ukri.org/regulatorysupportcentre

MRC | Medical Research Council
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Case Study: a contested trial




Case Study: a contested trial (1)

The background

 Clinical trial results contested by a patient group

* Freedom of Information (FOI) requests to access data for a ‘re-analysis’

« FOI tribunal required release of partial dataset - as already shared with
collaborators for sub-studies

« Data released by FOl is public = increased risk of re-identification of

participants if other data released and matched up




Case Study: a contested trial (2)

The problem
How to share data and limit risk?

R.
The solution O % 30 '0

Edtblef \ccesmble nteroperable

eusable

Listing the data in a clinical trials metad

Anonymising the data

Managing access via an independent data access committee
Providing access to data only within a secure data environment

Using a data sharing agreement



ClinicalStudyDataRequest.com (CSDR)

MRC, Wellcome Trust, CRUK and Gates Foundation joined CSDR in 2017

Study metadata catalogue (not a repository)
S 1) * Increases findability of clinical trials

* Facilitates data sharing by providing a
controlled-access mechanism

e 3300+ trials sponsored by pharmaceutical
companies

e 18 trials supported by Academic Funders

"{‘ ® CANCER BILL&MELINDA
N ;'W UK (GATES feunndarion
% Medical :
Research . '
i A 5’ Jiosiom: Deippen
Council Hastellas @ U, ovartis ¢ Roche vJ 7y @ @ ru; V/"\V ()

SANOFI Hunovion L J Healthcare yoyw——s



De-personalisation and anonymisation

Preparing the data
* Removing identifiers — names, addresses, dates of birth, financial data
» Degrading identifiable data — changing dates to ages (age-bands)
« Checking data, e.g.
* Quality assessment tools (e.g. QAMyData)
« Statistical Disclosure Control (e.g. SDCMicro)

« K-anonymity




CSDR Independent Access Review Panel

Members

e Study proposals (purpose)
 Research applicant (user)

* Academic institution (signatory to data sharing agreement)

Medical
Research
Council




UK SeRP - secure access environment

UK Secure e-Research Platform (Swansea University)

Virtual remote access

* Provision of analysis tools within secure platform

Monitored use of data when required

Controlled export of results

Health Informatics Group
Swansea University Medical School

Medical
Research
Council




Case study: a contested trial (3)

Applying the Five Safes

Safe people — Independent Review Panel assesses trustworthiness of users; Data
Sharing Agreement (DSA)

Safe projects — Independent Review Panel assesses project protocol and purpose
Safe settings — SeRP platform access controls to limit unauthorised use; DSA
Safe data — reduced disclosure risk in dataset (anonymisation)

Safe output — controls on data release (SeRP)

Safe people Safe projects Safe settings Safe data Safe output




A Question for you...

In order to facilitate data sharing

* What one thing would you prioritise in your organisation?

If ideas spring to mind please raise your hand

Otherwise please write on Post-it
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Radiation
Assurance

* Open to all oncology,
rheumatology, neurology
& cardiology studies in
NHS/HSC secondary

care
« Still recruiting reviewers

NHS

Health Research
Authority

Current HRA-managed
timeline: 31 days
Current self-managed
timeline: 34 days

97 HRA-managed
studies/4 self-managed
studies




NHS

Health Research
Authority

Feedback from applicants

“The reviews have been well accepted by all UK sites
participating in our studies.”

“Streamlining the process though a central contact
and inbox, has also taken a lot of the burden away
from the research teams. Reviewers are quickly
identified, and we are always kept up date on
progress. Overall it has been a very positive
experience for our centre.”
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Take home messages - Radiation

« Speak to your CREs to register as HRA reviewers
now. Let us know any local resistance

« Speak to your radiation department and discuss
the Research Exposure Form

« Submit all eligible studies to Radiation Assurance
studies

« Get payments process sorted

« Test the process — don’t wait for it to become part
of HRA Approval




NHS

Health Research

Authority
Pharmacy Assurance
« Open to all oncology and KOVl glataSt1gt=Te[=Te
phase |l non-oncology timeline: 27 days
studies in NHS/HSC Current self-managed
secondary care in consistency review
England and Wales timeline: 4 days

« Early submission before
e-submission

15 HRA-managed

studies/2 self-managed
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Feedback from applicants

“...Impressed with the timelines in which the study
was reviewed”

“allows the information to be efficiently shared with
the sites ... making the setup process quicker”



NHS

Health Research
Authority

Take home messages - Pharmacy

« Speak to your pharmacy department — discuss the
Pharmacy Technical Review Form

« Submit all eligible studies to Pharmacy Assurance
as early as possible

« (Get payments process sorted

» Test the process — don’t wait for it to become part
of HRA Approval



NHS

Health Research
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Combined Ways of Working




NHS

Health Research
Authority

Combined Ways of Working

* Piloting a co-ordinated and more
streamlined CTIMP review process in the
UK

« MHRA & HRA in partnership with the
Devolved Administrations

* Aligns with EU Clinical Trial Regulation
536/2014



NHS

Health Research
Authority

CWoW performance

88 completed applications
Mean average 49 days (range 17 — 74 days)

70 completed substantial amendments
Mean average 33 days (range 2-84)

(as of 5.11.19)
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CWoW — general feedback

* Qverall the end to end timelines are good
* The guidance is clear and helpful

* Response to requests for further information
within 14 days can be challenging

« Some internal organisational changes required

 |ncreased communication between different
regulatory teams

* (Generic e-mails preferable rather than personal e-
mails
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CWoW - Feedback

“It's great to have a more joined up approach
from the reqgulators. The interaction and co-
ordination between the REC and the MHRA

works really well.”




NHS

Health Research
Authority

CWoW - Feedback

“Overall we have seen a significant decrease
iIn MHRA and REC approval timelines which
has been welcomed by our clients; the pilot
process was straightforward and fitted well into
our established processes.”



NHS

Health Research
Authority

Thank you for listening

Contact information:
— Dr Janet Messer
— Hra.approvalprogramme@nhs.net

Follow us on Twitter @HRA _Latest
Sign up for our monthly newsletter at www.hra.nhs.uk

This presentation is designed to provide general information only. Our website terms
and conditions apply www.hra.nhs.uk







Cambridge Biomedical Research Centre

What you need to know about the new EU
Regulations for medical devices (MDR)

Dr Tracy Assari
Research Governance Lead
Cambridge University Hospitals NHS Foundation Trust
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What is a Medical Device

Definition*: ‘Medical device’ means any instrument, apparatus, appliance, software,
implant, reagent, material or other article intended by the manufacturer to be used,
alone or in combination, for human beings

MHR A Classificat

Eg.

g ) Medical Devices In Vitro Diagnostic
dental/ surgical Medical Devices
instruments, hospltz.;\l bed, High risk - —

bandages and splints, A - : ‘

artificial hips, incubators,
insulin injectors
scanners, scalpels

Examplas: Examples:
Condoms Biood glucose seff-testing
Notified Body Lung venfilators PSA screening;

Bone fixation plate. c‘ass Iib

X i approval required
A medical device cannot be i g

Increasing risk

Examples: Examples:

marketed in Europe without
carrying a CE marking. All ek il b
but the very lowest risk Tacnstomywoes  Class lla - eplgeti
devices (eg. unmedicated
bandages) must be verified BT IIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIiIIIIIiIIIIIIIIIIIIIIIiIIIiiiiiiiiiiiiiiiic
by an independent : o mEEs T
certification body, called a Self-assessment
Notified Body, before the CE '
marking can be affixed

Low risk
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History of Medical Device Regulation:

* Late 1960s - Scientific and Technical Branch (STB)
established to improve the quality and safety of
medical equipment.

e 1980s - the STB became part of the NHS Procurement
Directorate, which was later split into the NHS Supplies
Authority and the Medical Devices Directorate (MDD).

e 1994 - The MDD in effect became the Medical Devices
Agency

e 2003 — Medical Devices Agency which then merged
with its medicines counterpart to become the MHRA.
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The Regulations

 The Medical Devices Regulations 2002 (“the
Regulations”), as amended, transpose various EC
Directives into UK law, included the Active
Implantable Medical Devices Directive (AIMDD)
and the Medical Devices Directive (MDD)

 The new Medical Device Regulation (MDR) and
the In Vitro Diagnostic Medical Device
Regulation (IVDR) entered into force on 25 May

2017




Three- and five-

ﬁ year transition 4
iods from 2017 ele0e e
Medicines & Healthcare prnducts@pe”o S @ :;;;':: MHR A

Regulatory Agency RecuiatingMedicnesand dicalOevices
20175 2018320199 120208 2028 220228 20239 720245 22025

26 May
2017

Regulations
enter into

26 May
2020 2022

MDR fully IVDR fully

b applies applies

26 May 2017 - 25 May 2020 2024 - 2025
ay — & May 25 May 2020 — 25 May 2024 SR

Certificates under Medical Device Certificates issued under the MDD before the MDR fully on market can
Directive (MDD) are valid applies will be valid for up to 4 years continue to be

made available

26 May 2017 — 25 May 2024 Sy L0at
AN Eee - : : : Devices placed on the market
Devices in conformity with the Medical Device Regulation (MDR) can be certified under the MDR and S S
placed on the market MDR

25 May 2022 — 25 May 2024 — 2025

2024
26 May 2017 — 25 May 2022 IVDR devices

Certificates issued under S
Certificates under In Vitro Diagnostic Medical Device Directive (IVDD) the IUDE before the IVDR on markEt can
are valid : i : continue to be

fully applies will be valid for made available

up to 2 years

26 May 2024

Devices placed on the market
must be certified under the
IVDR

26 May 2017 - 25 May 2024

Dewices in conformity with the In Vitro Diagnostic Medical Device Regulation (IVDR) can be certified
under the VDR and placed on the market
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Key elements of the new legislation include:

Expansion of the definition of medical devices: includes certain
products which previously did not fall under the definition of a medical
device.eg. eye contact lens solution, liposuction equipment and laser
equipment used for hair and tattoo removal (Borderline products eg.
Medicated surgical dressings are determined by the MHRA.

EUDAMED database: The Commission will establish
a centralised significantly expanded EU database for
the storage of information on medical devices
(EUDAMED) that will become a public tool

Introduction of a risk based classification system: A new system
for risk classification, in line with international guidelines, will apply
to in-vitro diagnostic medical devices. Manufacturers will need to
demonstrate that their medical device meets the requirements in
the MDR and IVDR by carrying out a conformity assessment. Each
medical device must receive a unique identification number

(UDI) in the future.

Financial compensation measures must be in

Enhanced vigilance and market
surveillance: Once devices are available
for use on the market, manufacturers
will be obliged to collect data about
their performance, and EU countries
will coordinate more closely in the field
of market surveillance.

Tighter regulatory controls: impose tighter pre-market
controls on high-risk devices. MDR will require device
manufacturers to conduct clinical performance studies and

provide evidence of safety and performance, EU cross-
border clinical trials will be subject to a single coordinated
assessment, device manufacturers will be required to
collect and retain post-market clinical data.

Post Market Surveillance System (PMSS).
manufacturers must also establish a PMSS,
which should be proportionate to the risk
class and the type of device in question.

place: The regulations require manufacturers Responsible Person (RP): Medical device manufacturers and authorised

to have measures in place to provide sufficient representatives will be required to designate at least one person with

financial coverage in respect of their potential responsi_b_ility for reg_ulatory cpmpliance; that pe_rson(s_) must _hold the _

liability. Such financial coverage must be srefequwlte academic expertise and work experience in the field of medical
evices.

proportionate to the risk class, type of device
and the size of the enterprise
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In Summary if you are manufacturing a medical device, you must meet new
obligations set out in the Regulations. You will need to ensure:

* the device has been correctly classified against the new risk classification criteria
(Annex VIl of the MDR and IVDR)

 general safety and performance requirements are met, including for labelling and
technical documentation and quality management systems (Annex | of the MDR
and IVDR)

* increased requirements for clinical evidence are met (Annex XIV of the MDR and
IVDR)

 manufacturers have a person responsible for regulatory compliance in place
(Article 15 of the MDR and IVDR)

 economic operators in the supply chain are compliant

« sufficient financial coverage is in place, in respect of a manufacturer’s potential
liability (Article 10 of the MDR and IVDR)

* the new vigilance reporting timescales are met and that an annual periodic safety
update report is created (Chapter VII, Section 1 and 2 of the MDR and IVDR)
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PIP SCANDAL - 2010

* The implants were manufactured by the
French company Poly Implant Prothese
(PIP) and in 2010 it emerged they had
been made with substandard, industrial-
grade silicone.

* The scandal affected about 300,000
women in as many as 65 countries,

including France, the UK, Germany,
Venezuela and Brazil.

* Compensation for damage caused by
defective medical devices is still on-
going.

e Astructural weakness in the system
along with inconsistent interpretation of
the directives in different countries was
recognised.

Breast implant erisis puts watchdog in spotlight

=S “==="_PIPimplant fear
*amid payout plea

With the new MDR

Users can claim compensation for damage
caused by defective devices.

In the case of non-European manufacturers, the
Authorized Representative will be held
responsible together with the manufacturer.
The new regulations will ensure vital
information is easy to find through more
stringent traceability measures.

All patients will receive an implant card with all
the essential information, and a unique device
identifier will be mandatory for every product
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DEVICE

3D printed
devices —a
case by case
assessment
will be
required to
determine a
product’s
status and
classification

Implantable devices (Article 18 of MDR)

TYPES

\“ﬁ% E | ﬁ Drug-device combination products -

B guY g
E ]‘ [- Must now include: CE certificate
‘ e
T o~ Eq - issued by a Notified Body for the
Software/Apps — classification rules (;J -’ 9 medical device component or Notified
will change with more software 4 b & ,{"“@ Body Opinion (NBO) on the

requirements

Y .

conformity of the device (Article 117).
This does not apply in the case of
combined advanced therapy

medicinal products as defined under
Devices with no medical purpose Article 2(1)(d) of Regulation (EC) No
(products falling under Annex XVI 1394/2007.
— clinical investigations of these

product types will now be

regulated by MHRA. ‘q_.h:\ Hﬁ .
| .

II"'A--..’!

Health institutions will need to provide patients with implantable devices with an implant card, which shall
bear the patient’s identity, as well as rapid access to certain information, including:

— The identification of the device, including the device name, serial number, lot number, the UDI, the
device model, and the name, address and website of the manufacturer;

— Warnings, precautions or measures to be taken by the patient or a healthcare professional;
— The expected lifetime of the device and any necessary follow-up.
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In Vitro Diagnostic Medical Devices

The MHRA provides an abridged definition of an in vitro diagnostic medical device as:

‘any medical device which is a reagent, reagent product, calibrator, control material,
kit, instrument, apparatus, piece of equipment, software or system, whether used alone
or in combination, intended by the manufacturer to be used in vitro for the examination

of specimens, including blood and tissue donations, derived from the human body.” (*
full definition can be found in Article 2(2) of the IVDR )

The new regulations are likely to cover entities such as biomarkers, regenerative

medicine, software modifications to equipment, new implantable materials such as
those for dental use and diagnostic kits.

Performance evaluation studies - There will be a few study categories that will require
MHRA approval, however this will not come into effect until May 2022.
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Medical device research in the NHS

As the subject of a ‘clinical investigation’, in a research study/trial

Under the new regulations:

* Many medical devices will be reclassified as higher risk and a new classification for
reusable surgical devices has been created. This means that many more research
studies using medical devices or involving in vitro diagnostics will fall under the
scope of regulation.

Article 15 “Clinical investigation” is replaced by twenty articles in new EU MDR,
Articles 62 through 82. New process for submitting clinical investigation applications

Studies will need to be conducted to specific standards to comply with the
requirements for the manufacture of the investigational entity which include the
General Safety and Performance Regulations (GSPR) - Annex 1 of EU 2017/745. EU
MDR now clearly establishes the requirements for GCP and risk management.
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The new EU MDR Articles 62 through 82 address all the
familiar topics related to clinical investigations:

Informed consent - Protection of vulnerable
participants. Articles 63-66 cover informed consent in

specific grounds

Studies will need to collect particular types of data and
clinical evaluation must be updated
throughout device life cycle with clinical data

Articles 62 through 82 describe “what” is required, and
should be read in conjunction with the more detailed
“how” to do of the new Annex on “Clinical
investigations”, Annex XV
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Developing an in-house medical device
Used in a health care institution to meet the needs of a specific group

Devices that are manufactured or modified and used within health institutions shall be considered as having been
put into service (Article 5 of MDR).

Under the new regulations, health institutions will have to apply for exemption for these activities or else commit to
the legal status of manufacturer and comply with the requirements of the MDR.

In order to apply for an exemption, health institutions will need to

e ensure products meet the relevant General Safety and Performance Requirements (Annex 1 of EU 2017/746 )

* have technical documentation and appropriate quality management system in place;

e devices must not be transferred to another legal entity

e ensure certain information is publicly available

e justify applying for the exemption — where the target patient group's specific needs cannot be met, or cannot be
met at the appropriate level of performance by an equivalent device available on the market

Custom-made for a specific individual

Compliance with General Safety and Performance Regulations (GSPR)

- Written prescriptions for individual patients from an authorised prescriber
- For class lll devices a notified body may be required to authorise the device
- Vigilance reporting

- Periodic safety updates

- Specific documentation Unique Device Identification does not apply.
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The role of Sponsor

For the first time, the MDR has established the formal role of a sponsor as
subject of medical device regulation (Article 73 of MDR / Article 69 of IVDR). The
sponsor is defined as any individual, company, institution or organization which
assumes responsibility for the initiation, including management and
arrangement of financing the clinical investigation

Sponsor of study to be conducted in more than one Member State (MS) can

submit a single application electronically to all MSs

e Sponsor must propose a coordinating MS

* Sponsor must appoint monitor who is independent from investigational site

e Furthermore, sponsors from outside of the EU will have to have a legal
representative who is based in the EU
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Conclusions:

* Comparing the MDD and the MDR the requirements how

to conduct a clinical investigation do hardly change (or do
not change at all).

* Provided that your current Quality System is compliant to
the MDD/AIMDD, ISO 14155:2011 and Declaration of

Helsinki, there is not much to change.

 Mainly due to centralised electronic system, the MDR

might even make everything easier for conducting clinical
investigations!

« MHRA will be updating the guidance on their website to
bring it in line with the MDR, the application process and
information requirements will not significantly change.
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BREXIT

* The EC has made it clear that in a “no deal” scenario, the EU-27 will no longer recognize UK-based

authorised representatives. This means they will not be recognised as able to carry out tasks on the
manufacturer’s behalf for the purposes of placing products on the EU market.

What this means:

* A new role —the UK Responsible Person —to act on the manufacturer's behalf, has been created
under the UK MDR 2002 (as amended by the UK MDR 2019), applicable in a no-deal Brexit.

 The UK Responsible Person must be established in the UK and acts on behalf of a manufacturer
established outside the UK, to carry out specified tasks in relation to the manufacturer’s obligations.
This includes registering with the MHRA before the device is placed on the UK market.

* Only a manufacturer /designated UK Responsible Person can legally place a device on the UK market.

* If you are a designated UK Responsible Person of a non-UK manufacturer, MHRA require
documentary evidence supporting this position. eg. letter of designation, signed contract, confirming
they are acting with the consent of the overseas manufacturer and adheres to legislation applying
for the devices being placed on the UK market.

* The registering entity must have a “registered place of business” in the UK. In case of the the
Responsible Person, they will then assume the registration obligation and will also assume the
manufacturer’s reporting obligations on device vigilance.

* In order to place devices on the EU market, manufacturers with an Authorised Representative based
in the UK will need to establish a new Authorised Representative in an EU country.
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UJEE UL READING:

https://www.ema.europa.eu/en/news/first-guidance-new-rules-certain-medical-
devices

* https://www.gov.uk/guidance/medical-devices-eu-regulations-for-mdr-and-ivdr
e http://eumdr.com/

 https://www.meddeviceonline.com/doc/key-changes-to-understand-in-the-new-
european-mdr-and-ivdr-0001

THANK YOU
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How we sponsor Al studies

“the science of
making machines
do things that

would require
intelligence if
done by people”

Al definitions discussed on page 14
Artificial Intelligence: How to get it
right. NHS X, September 2019

Helen Street
Research Governance Clinical Informatics Lead
helen.street@addenbrookes.nhs.uk
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Natural
Language
Processing

Decision
Trees

Based on —

Thinking on its own:
Al in the NHS
Harwich and Laycock
Reform, 2018

Planning

Artificial
Intelligence

Ensemble
Methods Neural
Networks

Machine
Learning

Dimension
-ality

Neural !
Networks Reduction
Deep
Learning
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Al in the NHS

: : Knowledge Public System .

* Image * Drug * Digital * Optimisation = Prediction of
Recognition Discovery epidemiology of care deterioration
£9- * Pattern * National pathways * Personalised

* Symptoms Recognition screening * Prediction treatments
Checkers v Crestor programmes of Do Not o Do hathe
and Decision knowledge Attends it
S of rare * |dentification

* Risk diseases of staffing
Stratification s Greater requirements

understanding
of casuality

; £-12
e Dr Indra Joshi and Jessica Morley — Introduction

Artificial Intelligence: How to get it right. NHS X, September 2019
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Guidance

Code of conduct for data-driven health
and care technology

Updated 18 July 2019

* Principle 1: Understand users, their needs and the context
* Principle 2: Define the outcome and how the technology will contribute to it

* Principle 3: Use data that is in line with appropriate guidelines for the purpose for
which it is being used

* Principle 4: Be fair, transparent and accountable about what data is being used
* Principle 5: Make use of open standards
* Principle 6: Be transparent about the limitations of the data used

* Principle 7: Show what type of algorithm is being developed or deployed, the ethical
examination of how the data is used, how its performance will be validated and how
it will be integrated into health and care provision

* Principle 8: Generate evidence of effectiveness for the intended use and value for
money

* Principle 9: Make security integral to the design
* Principle 10: Define the commercial strategy
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Data Access

I. You have an idea

o 0/
O ~¢

S ."/ )")
.
o\ / L33 | i
3\ % —_— = | = Data access request
) L} <= | * Data sharing Framework Contract and then Data
— sharing agreement
<
T Where to get data?
= | = Multiple organisaticns, including NHS trusts, GP pratices,
= NHS digital.
You interact with these bodies
Statutory bodies & Other
Arm’s Length bodies (ALBs) stakeholders Regulators
PR n— i Bensed, (e
Q B —r— mm= i e

Proof of concept

Ill. You do some
preliminary research

1. Assessment of
government, legal
compliance and ethics

2, Pre-clinical studios

3. Internal validation
of solutien

Il. You access data

Types of data

+ |dentifiable (e.g. medical records, staff schedules)
* Anonymous (e.g. stock of medical suppliers, national statistics)

IV. To obtain CE marking you need
to do further research

Pre-CE: Medical Devices (indl, software)

eclde n:e Intended For Clinical investigation
el 6 Stage process described in MHRA guidance

Pre-CE: Performance evaluation & clinical evidence
for in-vitro diagnostics medical devices (IVDs)

This Is dependent

on risk e

e e W

classification 6 Stage process described in MHRA guidance
of medical :
device of V. Or for non-CE marked devices
n-vits
;I.n ket [ ilation of clinical evid: hrough alternative routes

| Ongoing risk assessment |

medical device

performance, design; scientific research, etc. )

(e.g. critical assessment of scientific literature an safety

You interact with these bodies

Statutory bodies &
Arm’s Length bodies (ALBs)

NIHR | Sieera

Other
stakeholders

Regulators

Norodbosin "

RA  Eiees

Regulatory compliance

V. You go through the CE marking process

Medical devices (incl. software)

s ¥, ;
Carry out S N Wi Onc_c you get Vi .Du_doploy VIiL YDu_ are
conformity o rafiaich \ commissioned the device or responsible
assessment  geongormip, ApRhGE N you perform software & for the
dﬂ:e"‘dlmﬂl depending marking / your clinical integrate into  post-market
Ona;;:ri::e on risk class y acceptability the service surveillance
et e R _/ testin delivery
: ]
| Mechanisms |
In-\itra Diagnostic Medical Devices
b e o e, . A High-level ste
Carry out - . PS5 = Data registries
conformity e o 1 » Yellow Card Schems
certification Apply CE - Data access b =
assessment 4 PPy \ * National Reporting
2 of conformity  marking ) a request Lo test Z2 and Learning System
depending depending of VDs  / on real data Implementation ; i
on class level on vk dats / 2. Testing on = ICO investigation
of device 7 4 real data * COC inspection
¥ Service delive
V. You need to generate evidence | 4 |
for reimbursement and | Ongoing product imgrovement |
commissioning purposes
| Real world evidence |
MICE Complete NICE \
classification contextual
: a Bisstions isuwnem)

You interact with these bodies
Statutory bodies &
Arm's Length bodies (ALBs)

OEE  NICE

Digital 1=

Other .

stakeholders Regulators m

Standard bodies (INHS | General
S Qcamoum__v Medical

Notified bodies s oS T Catinel

Figure 6: current regulator journey map for data driven technologies in health and care

Eleonara Harwich and Claudia Martinez —
Mapping the regulatory journey
Artificial Intelligence: How to get it right.

NHS X, Septem

ber 2019
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e |dentifiable or anonymous data

Data a CceSS e From multiple organisations including NHS Digital, NHS

trusts and GP practices

P rO Of Of * Preliminary research and internal validation

e Pre-CE marking — possible clinical
investigation/evaluation

concept

e Go through CE marking process

Reg u I ato ry e Perform clinical acceptability testing

e Implementation and post-market surveillance

CO m p I ia n Ce e Generate evidence for reimbursement and

commissioning
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Annex VIl of the Medical Device Regulation: Section 6.3. Rule 11

Software intended to provide information which is used to take
decisions with diagnosis or therapeutic purposes is classified as class
lla, except if such decisions have an impact that may cause:

* death or an irreversible deterioration of a person's state of health,
in which case itisin class Ill; or

 aserious deterioration of a person's state of health or a surgical
intervention, in which case it is classified as class llb.

Software intended to monitor physiological processes is classified as
class lla, except if it is intended for monitoring of vital physiological
parameters, where the nature of variations of those parameters is
such that it could result in immediate danger to the patient, in which
case it is classified as class llb.

All other software is classified as class |
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It is currently unclear what regulation will look
like for the validation for Al and how it will work
for adaptive algorithms.

|NHSX |

| MHRA |
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e |dentifiable or anonymous data

Data access e From multiple organisations including NHS Digital, NHS
trusts and GP practicies

PrOOf Of conce pt  Preliminary research and internal validation

2. Select one category from the list below:
St u d y | i m ite d : CI:mlcaI ?nal of an investigational medicinal product &% =
Clinical investigation or other study of a medical device &%
. Combined trial of an investigational medicinal product and an investigational medical device &
t O W O r k I n g Other clinical trial to study a novel intervention or randomised clinical trial to compare interventi
Basic science study involving procedures with human participants &%
Study administering questionnaires/interviews for quantitative analysis, or using mixed quantita

1 o
W I t h d a ta Study involving qualitative methods only ¥

Study limited to working with human tissue samples (or other human biological samples) and d:
& Study limited to working with data (specific project only) L1
Research tissue bank ¥

m Research dalabase %

If your work does not fit any of these categories, select the option below:
Health Research

Authority Other study &
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Routinely collected data - Legal basis

 Consentis not the legal basis for processing under GDPR.
Requirement for transparency.

e Common law on confidentiality — only the care team
should have access to identifiable information unless
section 251 consent waiver is approved by CAG.

* National-opt out does not apply to anonymous data.

? :77'!' (]
Medical ‘)
Research 2

MRC Councll \ ; i I |
° (A e

General Data Protection Regulation (GDPR): Consent in
Research and Confidentiality



Cambridge Biomedical Research Centre

Robust anonymisation of data

Remove all direct identifiers

Minimise data collected

Consider anonymity of the combined data

Pay attention to rare diseases and outliers in cohort
Genetic data may not always be automatically identifiable

f | ) l ot ’

HECH HATON/
. N AUNCALNL Y
Medical ( ‘ —

Research ' oOUDPOr
MRC Council .
(At
o \ / y L y

Identifiability, anonymisation-and pseudonymisation

Guidance note
This guidance was developed with the participation of the Information
Commissioner's Office.
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Data user/sharing agreements

Appropriate safeguard to protect anonymous data
Limit use of data to protocol

Forbid attempts to identify patients or combine data
from other projects/sources

Limit onward sharing and outline how data should be
dealt with at end of study.

Outline security arrangements for storage and
processing

Intellectual property
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Commercial strategy and IP

Principle 10: Define the commercial strategy

Consider provision for IP whenever sharing data to
ensure use of NHS data returns benefit to NHS

NHSX and Office of Life Science working on data
sharing principles for NHS and commercial models

Proposed National Centre of Expertise to facilitate
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Routinely collected data — Ethics

Anonymised data studies are often exempt from NHS ethics...
* We are sending some studies for proportionate review
 We review all other data studies by committee

Consent is not required as data is anonymous, but patient wishes
should be considered from an ethical perspective, as well as to
meet the GDPR requirement for transparency

 We are reviewing the Trust generic consent forms
* We are reviewing our Trust transparency statement
 We are considering our PPI strategy and working with HDRUK.
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Public Opinion and Trust

Building and maintaining public and patient trust
is vital to the development of Al in the NHS.

Effective communication and transparency is key.

Understanding Patient Data
https://understandingpatientdata.org.uk/

Look out for forthcoming work around public attitudes to
commercial uses of patient data



using data

What is your primary purpess foe coliecting and
uing ciata In i project?

‘What are your main use cases and business
model?

Ace you making things bettar for society? How
and for whort?

Are you repacing Brother produCt of senvice as
a result of s project?

How can peopie engage with you aboot the
projoct?

Limitations in
data sources

Are Pare limitations that cocld nfluence your

project’s ouicomes?

Comsider:

> Dias in data coliection, inclusion/axchsken,
analysis, algorithms

> geps or omissions [n cats

> provenance and data qualty

> other ssues affecting deciicna, such as tsam
componition

Do people undarstand your paposs — espacially
Doapie who the data is aDO! O Who are
impactod by ks use?

How have you been communicating your
Dupose? Has thia communication been claa?

How are you snsaring more vidnerable
indhvidusts or groups understand?

Openness and
transparency

How open oan you be about this project?

Could you publsn your methodology, metadata,

datasets, code of impact measurements?

Can you ask pesrs for lsedback on the peoject?

How will you communicate It internalty?

Wi you publish your sctions and anewers 1 this
epenty?

Open Data Institute #DataEthicsCanvas

Are you going 1o be sharing data with other
omganisstiors? If 30, who?

Are you piscning 10 publish any of the data?
Uncer what conditiors?

implementation

Are you roatinaly bulding in thoughts, ideas
‘and considerations of peaple sffected in your
Project? How?

‘What infoemation ar training migit be needed to
help poophe understand data lsooes?

Are sywtoms, processes ad rasoursos mvniable
for meponding to data istues that arise i the
long-tarm?

Cambridge Biomedical Research Centre

Ethical and
legislative context

What existing et-icsl codes sppiy 10 your sector
or project? Whnat legsiation, paicies, of othar
roguiation shape how you use data? Wrat
requirements do they introduce?

Consider: the nde of law; human rights; data
protactiors IP and database rights; ant-
dacrimination laws; and data sharing, poices,
roguiation and sthics codes/Trameworks specific
10 3actors (ag health, employmaent, taxaton).

Negative effects
on people

Who could be negatively affectd by this project?
Codd the way St data bs collected, used of
shared cause harm or expese indhviduals 1o risk
of being re-identifiec? Could it be Ueed 1o targel,
profile or prejudics peopile, or undairy resircl
acoess (ng exclusive arangementsy?

How are imitations and risks communicatad to
pecpie? Consider: poapie who the data is about,
peopie impatsd by s use and organisations
wsing the data.

theodi.org/tools-resources

‘Whore did you get the data from? is it produced
by an crganisation or collected directly from
ndhvidusis?

‘Was the data collocted for tha project or for

Minimising
negative i

What stepa can you takn 10 minimise harm?

What measures could reduce limitations in your
datn sournes? How are you keeping personal and
other sensitive information secure?

How are you messuring, reporting and acting on
potential negative impacts of your project?

What benafits will thess acticra bring to your
oroject?

Your actions

What actions will you take befors mowing
forward with Bhis projact? Which should take
priority?

Who wil be responsible for Srese actiocn, and
who must be invotved?

Wit you apenly publish your actions and
arawors to this camas?

| Tha teat m icampac under 3 Crextve Comrors
Mestion ShareAdha 4.0 LK. iriemationl Licecs



Cambridge Biomedical Research Centre

References and reading

Al

Artificial Intelligence: How to get it right -Putting policy into practice for safe data-driven innovation in health
and care. October 2019. NHSX. https://www.nhsx.nhs.uk/assets/NHSX_Al report.pdf

Thinking on its own: Al in the NHS. Eleonora Harwich and Kate Laycock. January 2018, Reform Health
https://reform.uk/research/thinking-its-own-ai-nhs

Department of Health and Social Care. Code of conduct for data-driven health and care technology.GOV.UK
2019 https://www.gov.uk/government/publications/code-ofconduct-for-data-driven-health-and-care-
technology/initial-code-of-conduct-for-datadriven-health-and-care-technology

Medical Devices — Software
Guidance: Medical device stand-alone software including apps (including IVDMDs) v1.05
MHRA. June 2018. https://www.gov.uk/government/publications/medical-devices-software-applications-apps

Data regulation and ethics.

GDPR Guidance MRC Regulatory Support https://mrc.ukri.org/research/facilities-and-resources-for-
researchers/regulatory-support-centre/gdpr-resources/

Anonymisation: managing data protection risk code of practice. ICO 2012.
https://ico.org.uk/media/1061/anonymisation-code.pdf

ODI. Data Ethics Canvas User Guide.
https://docs.google.com/document/d/1MkvoAP86CwimbBD0OdxySVCO0zeVOput_bulA6kHV73M/edit.
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Newcastle Joint
Research Office

International
Research
Sponsorship in the
NHS

%Newcastle NHS

The Newcastle upon Tyne Hospitals

UniverSity NHS Foundation Trust



Background M f

Newcastle Joint
Research Office

“Lead the way in delivering world
class, cutting-edge diagnostics,
treatment, care and research”

“Io realise our capability

internationally”
) NHS
NewcaS:tle The Newcastle upon Tyne Hospitals
UanQI'Slty NHS Foundation Trust



Why Bother? m

Newcastle Joint
Research Office

Sponsorship

University
Links/NJRO

Trust Strategy

Rare Diseases

The Newcastle upon Tyne Hospitals

Neyvcas;le NHS
+ UIllVQI'Slty NHS Foundation Trust



Challenges Je
=

Newcastle J |nt
Research Office

Process Third parties,
third party
The Board

o= NHS
NewcaS:tle The Newcastle upon Tyne Hospitals
UanQI'Slty NHS Foundation Trust



Risk Mitigation - Je

Newcastle Joint
— Solo Sponsorship

Research Office
Project Management

- Territories
Central Distribution (If possible)
‘ There is RISK — Some Degree of

Fire Fighting

: NHS'
Newcas.tle The Newcastle upon Tyne Hospitals
University

NHS Foundation Trust



Future Planning m

Newcastle Joint
Research Office

QMS Updates Capacity
Inspection BREXIT
Planning Planning

Cross- : :
Vendors Relationships
Processes

The Newcastle upon Tyne Hospitals

Neyvcas;le NHS
< University L i s






How we Sponsor.....
Advanced Therapy Investigational Medicinal
Products (ATIMP) Trials

Michelle Quaye

m Regulatory Manager, Advanced Therapy Trials, UCL JRO
michelle.quaye@ucl.ac.uk
Research and NHS R&D Forum Non-Commercial Research Sponsors Symposium for Health & Care

Development Forum 19t November 2019



What are ATMPs?

Biological medicinal products based on genes and/or cells classified
as either:

Gene Therapy Cell Therapy Tissue Engineered
Medicinal Product Medicinal Product Medicinal Product

Combined ATMP: Medical Device + cells/tissue

Definitions — Annex |, Part 1V, 2.1 to Directive 2001/83/EC amended by 2009/120/EC & EC Regulation No 1934/2007 29



Product Classification

MHRA

Requlating Medicines and Medical Devices

T &

{ /52 Advanced therapy medicinal products advice form
£ O

EUROPEAN MEDICINES AGENCY

s

=

lscientific Recommendation on classification
of Advanced Therapy Medicinal Products
Request Form and Briefing Information

Article 17 - Regulation (EC) No 1394/2007

The request for scientific recommendation should be sent to AdvancedTherapies@ema.europa.eu (no fee
required).

Submission of scientific recommendation should follow the submission dates listing here.
Please send this form in Word format as it is. Do not convert it to PDF.,

Note that all the fields follc d by a red isk (*) are datory. If any of the mandatory fields is
missing, the request will not be processed.

Trial classification (fomstion o e Reqvest

Company developing the product (applicant)

Person authorised to communicate on behalf of
the applicant

Proposed product invented name or identifier!

§hort descriptor_ (or name wpen available) of

Regulatory requirements

Manufacture requirements

* Costs *

30



Regulatory Requirements

- EUROPEAN MEDICINES AGENCY No.1928
SCIENCE MEDICINES HEALTH - . :
1an Use (Clinical Trials)
I 2gulations 2006
— Gene therapy medicinal products
No.1882
- - - ca [ATNMD and Micrallananiic
| webpaglCell-therapy and tissue engineering
_G Gene ther:
Web page Relevant guidelines

Cell-therapy and
tissue * The overarching guideline for human cell- based medicinal products is the guideline

engineering on human cell-based medicinal products (EMEA/CHMP/410869/2006)
» Reflection paper on stem cell-based medicinal products (EMA/CAT/571134/2009)
» Reflection paper on in-vitro cultured chondrocyte containing products for cartilage
repair of the knee (EMA/CAT/CPWP/568181/2009)
* Guideline on xenogeneic cell-based medicinal products
(EMEA/CHMP/CPWP/83508/2009)
D * Guideline on potency testing of cell based immunotherapy medicinal products for
the treatment of cancer (CHMP/BWP/271475/06)

Te:
+ Reflection paper on clinical aspects related to tissue engineered products
_ (EMA/CAT/573420/2009)
Medlca * Guideline on safety and efficacy follow-up and risk management of advanced

D therapy medicinal products (EMEA/149995/2008)




Speak to the Regulators

MHRA regulatory advice meetings

MHRA innovation office

Pre-grant application/Pre-CTA submission

a single point of access to free and expert regulatory information, advice and
guidance

Access HRA, MHRA, HFEA, HTA, NICE o
innovationoffice@mhra.gov.uk

HTA

Advice on tissues and cells donation, procurement, testing

enquiries@hta.gov.uk .; H TA

32



Challenges

Regulatory - GCP for ATMP

e Comply with the required regulations

e Safety Reporting
- Consider ATIMP, Tissues and cells, Devices, administration procedures, Conmeds
- Alert cards

e Long-term follow-up
e Product traceability — 30+ year archiving
e Risk assessment and mitigation

Commercialisation
e Conflict of interest

e Commercial collaborations
- Data, IP

33



Challenges Continued....

Funding
e High cost trials

e Long-term follow-up
e Monitoring and auditing

Manufacturing
e Qutsource manufacturing
e Selection and oversight
e Shortage of manufacturers/QPs/slots

e Manufacture preclinical/clinical batch -
comparability

e Specifications/requirements — out of spec
e Contracting/Liability

34



Challenges Continued...

Product Logistics

Frozen product (<-80°C, liquid nitrogen)
Multiple Cold chain Shipments

Segregated storage - minimise cross
contamination

Short Shelf life

Real-time QP release
Traceability

ATIMP Management Plans

Trial Site Feasibility

GMO Risk assessments / notifications
HTA human application licences
Emergency facilities/ITU access
Pharmacy

Training

Cell-based Gene Therapy Workflow

Cell Sel ction / Enrichme l Modificatiol Expansion Harvest, Formulat
Packaging & Cry
055 0Q o[22
Shipment ggg i gg
Vamm
Shipment
Lentiviral Vector Production !
Cosephoreis ?’l . L
0 5= G
@ ﬁ Thaw and
H :. Administ

o




Where to find out more......

';‘353’;' MHRA innovationoffice@mhra.gsi.gov.uk

Good Clinical Practice Guide
‘Grey guide’ . .

EUROPEAN MEDICINES AGENCY COMMISSION
0 SCIENCE MEDICINES HEALTH
\ Brussels, 10.10.2019
‘ ) C(2019) 7140 final
‘ [ 2 ]
| E.UHLJPI;AN MF:UI(..lN}:b AGEMNCY
CIEMNCE MEDICINE 1 Tt mize: 212 [are wade seanh n
Swarch docunent library | 5
Fotow us £ B mil®
Howmwe  Firsd mvesdicinee  Hunan [« MNews & events  Pariners & networks  Abowt us Glmtu,\'i‘:
;‘ e yavE —— » Heme b Human reguistery b Aduanced therapees b Seientlic quidelmes ) o ) ) ) ] .
~d C | ——— Clldalines Dalevantiar At aTcad Faany on Good Clinical Practice specific to Advanced Therapy Medicinal Products
v medicinal products 1 et 2k et i Help [ Share
~ i | Pt autharisation
o g The turcpean Medicines Agency devalops sclentific guidelings to halp Helated EU fegislation
Whe, we publish phanmaceutical co les and Individuals re marketng-authorisstion £ - . . .
‘ ‘ ot ormon PR m;ﬁm=-m$;ﬁufa?mn e ines v spmcants | FESUSLEn (E2 50 1294907 https://ec.europa.eu/health/sites/health/files/files/e
Scankifle ochaca aoat & of the hekow livted guideines are. avadsble on the Agency's scientific guidefines pai f— -
SIS O S SR T udralex/vol-10/atmp_guidelines_en.pdf
Suppart for early » Gene therapy medicmad products ks
BEEEas. » Coll-tharagy and tssus enginesring L4 "‘"""'" Duidaines
Adaptive pathways Contact paint:
Schantific guideines: Please pote that this list is not exhaustive and Is only intended as guidance. advancedtherapies@ema eurnpa. e
Innovation Task Force Gene therapy medicinal products
Spperiy e E_m_
Faediamc medicine Gana tharapy * Tha overarching uulunlimr for human ucnu therap:
muwdicinal prochcts i = Moke for guidancs the Iirv
Garlatric medicng non-clinical and of nlcal aspects qun Warm '!!MI cinal
products (CHME/GTWE/S 716 35/ 20008]
Qrplian desianation b Questhons and answers o gene oy
(EHA/ CHMPAGTWR 212377/ 08)
e gt b Guideine on SoeRMINC reqUINAMEANEs for the emvironmental
FRafurral procedures :ﬁ:ﬂ,ﬁzﬂﬂﬂmﬂ\ therapy madicinal products
https://www.ema.europa.eu/en/human-regulatory/research-development/advanced-
therapies/guidelines-relevant-advanced-therapy-medicinal-products
Human Tissue Authority

enquiries@h ta.gov.uk

http://www.hse.gov.uk/biosafety/gmo/
https://www.hta.gov.uk/policies/regenerative-

medicine-and-regulation-advanced-therapies-
medicinal-products-atmps



Thank youl!

michelle.quaye@ucl.ac.uk






