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Why is transparency important?

Transparency is critical to public trust in evidence-based decision making in health and is

a cornerstone of health technology assessment across the world

q._ \élmﬂﬂf‘i’f: wA : A multidisciplinary process that uses explicit methods to determine

the value of a health technology at different points in its lifecycle. The purpose is to
inform decision-making in order to promote an equitable, efficient, and high-quality
health system.... The process is formal, systematic and Fh ané h aP and uses state-of-

the-art methods to consider the best available evidence.!

Across the world, others involved in HTA and regulation are demanding increased levels of
transparency
NICE

1. HTAGIloassry.net. Health Technology Assessment. HtaGlossary.net | health technology assessment
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Have we moved on since Tamiflu and Edronax ...
now more than a decade ago?

© This article is more than 12 years old

® Antidepressant reboxetine no better
BM] than a placebo, study finds

BMJ 2014:348:92263 doi: 10.1136/bmj.g2263 (Published 9 April 2014 P: 10f3 . . . . .
92263 dol 92263 (Pusisheds Aprl 2014) e ° Scientists accuse Pfizer of holding back studies which reveal drug

sold as Edronax to be ineffective and potentially harmful

ANALYSIS '

Multisystem failure: the story of anti-influenza drugs
Last year the Cochrane team, with the help of the BMJ'’s open data campaign, finally got access to
full clinical study reports on neuraminidase inhibitors. Tom Jefferson and Peter Doshi explain what
the new systematic review found and how a series of failures meant that decisions about these
drugs were made without the full evidence

Tom Jefferson reviewer', Peter Doshi assistant professor®

"Cochrane Acute Respiratory Infections Group, 00187, Roma, ltaly; “Department of Pharmaceutical Health Services Research, University of Maryland
School of Pharmacy, Baltimore, USA

O Pfizer has been accused by scientists of failing to disclose studies which show the inadequacies
of reboxetine. Photograph: Timothy A Clary/AFP/Getty Images

N I C E An antidepressant prescribed in the UK over the last 13 years is ineffective
- and potentially harmful, according to a damning study published today.



Yes, ‘we’ have ...

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

Medicines v Human regulatory Veterinary regulatory v Committees v News & events v Partners & networks v About us v

Human regulatory

Overview Research and development Marketing authorisation

Post-authorisation Herbal products

Clinical data publication

Table of contents

Advanced therapies

Accelerated assessment

How to access the clinical data
What clinical data EMA publishes
Preparing the data for publication

Biosimilars

Compliance

Technical anonymisation group

Clinical data publication v Timelines for publication

First report on the implementation of the policy on the publication of clinical data
Support for industry

Comparison with the Clinical Trials Regulation

Technical anonymisation As of October 2016, the European Medicines Agency (EMA) publishes clinical data submitted
group by pharmaceutical companies to support their regulatory applications for human medicines

under the centralised procedure. This is based on EMA's flagship policy on the publication of
Background to clinical data clinical data.

publication policy

NICE

FDA NEWS RELEASE

FDA Commissioner Scott Gottlieb, M.D., on new
steps FDA is taking to enhance transparency of
clinical trial information to support innovation

and scientific inquiry related to new drugs

f Share in Linkedin | % Email | & Print

For Inmediate Release: ~ January 16,2018

Scientific progress and new drug innovation don’t take place in a vacuum. The exchange of
information that informs decisions to undertake research, invest in new scientific
endeavors, and prescribe and use certain treatments effectively are a critical part of
enabling the development and dissemination of new medical technology. Transparency
related to this information can play a critical role in maximizing the public health value of
the resulting innovations.

As part of our efforts to enhance transparency around our drug approval decisions, we're
exploring new ways the U.S. Food and Drug Administration can continue to build on its
obligation to share information about product approvals. We're especially focused on
information that can improve patient care and better inform providers about the products
they prescribe. One place where we are evaluating how we can release information that
may better inform scientists, providers, and patients is clinical study reports (CSRs).

Content current as of:
01/16/2018

Follow FDA
Follow @US_FDA (&
i Follow FDA

Follow Amedia '




But, ‘it’ has come at a ‘price’ ...
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Figure 1. Redaction of data over time in NICE technology appraisals (n=408).1 °

NICE

1. Osipenko L. Audit of data redaction practices in NICE technology appraisals from 1999 to 2019. BMJ Open 2021;11:.e051812. doi: 10.1136/bmjopen-2021-051812
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Also because ...

We see ‘regulators’ speeding up their evaluations, using

‘expedited processes, accepting less mature data

aracteristics: Review typ e Figure 4: NAS median approval time by review type for six regulatory authorities between 2017-2021

Figure 3: Number of NAS approvals by review type for six regulatory authorities between 2017-2021
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‘Expedited review’ refers to EMA ‘Accelerated Assessment’, Swissmedic ‘Fast Track’ and FDA/PMDA/Health Canada/TGA ‘Priority
Review’. TGA introduced an expedited (priority) review programme in 2017.

All six agencies offer an expedited process designed to hasten the review process of promising NASs (Fig.
3). In 2021, the ratio of expedited approvals to standard reviews was highest for FDA (71%), followed by
PMDA (45%), Health Canada (26%), TGA (14%), EMA (9%) and Swissmedic (8%). TGA implemented its
priority system in 2017; three expedited approvals were granted in 2018, another three in 2019, and five
for each year in 2020 and 2021. The proportion of expedited approvals has been consistently high for FDA

= Standard =il Expedited
__ 600 -
2
S 500 434.(388)
2 ONe-d  365(369) SENEY
343 (342
£ 400 4 331(300) 342) 359 (308)
g o000 o AN 000
8 300 A .ﬁ
o
Qo
& 200 - - Vl I-I-I-I-R N
8 250 (211) 242 (242) 266 (223) 207 (206) 245 (198)
T . 221(221)
@ 100 Health : N
s EMA FDA PMDA Swissmedic TGA
8 Canada
T T T T T T T T
AN AN AN AN A NN A A NN
jeNeNoNoNeo) jeNoNoNoNo) [eNeleoNoNe) [eNeNoNoNe) [eNeNoNoNe) [eNeNeoNoNe)
NANANANN NANANANN NN AN NN NN AN NN NANANANN NANANNN
Approval year © 2022 CIRS, R&D Briefing 85

‘Expedited review’ refers to EMA ‘Accelerated Assessment’, Swissmedic ‘Fast Track’ and FDA/PMDA/Health Canada/TGA ‘Priority Review’.
TGA introduced an expedited (priority) review programme in 2017. Approval time is calculated from the date of submission to the date of
approval by the agency. This time includes agency and company time. EMA approval time includes the EU Commission time. N1 = overall
approval time for 2021; (N2) = time from submission until the end of scientific assessment (see p.23) for 2021.

EMA was the agency with the greatest difference in median approval time between expedited and standard
review in 2021, with a difference of 184 days, whereas the smallest difference was for PMDA, with 65 days. The
difference between standard and expedited review was 154 days for Swissmedic, 136 for Health Canada, 133 for
TGA and 123 for FDA. Interestingly, for Swissmedic, the additional label negotiation activities taking place following

Centre for Innovation in Regulatory Science (2022) R&D Briefing 85: New drug approvals in six major
authorities 2012-2021: Focus on Facilitated Regulatory Pathways and internationalisation. Centre for
Innovation in Regulatory Science (CIRS), London, UK.
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We see greater use of ‘pre-print/,
esp in context of COVID

news feature |[® oo

Dr Maria Van Kerkhove

TECHNICAL LEAD COVID 19
WHO Health Emergen: o1 Progs smme

Maria van Kerkhove, COVID-19 Technical Lead at the WHO, gives one of many press conferences . Credit: WHO

Rise of the preprint: how rapid data sharing
during COVID-19 has changed science forever

Medical discoveries have been shared at an unprecedented pace during the COVID-19 pandemic, but so have
fraudulent studies, which has led to worries about scientific integrity.

Clare Watson

Watson, C. Nature Mediicine. Vol 28.January 2022. 2-5. Rise
of the preprint: how rapid data sharing during COVID-19 has
changed science forever | Nature Medicine



https://www.nature.com/articles/s41591-021-01654-6
https://www.nature.com/articles/s41591-021-01654-6
https://www.nature.com/articles/s41591-021-01654-6

What is the problem we are trying to solve?

Increasing level of Public demand for more

Limited HTA capacity

confidential information transparency

NICE



The balancing act of transparency

Timely, useful, usable Public interest
guidance
User insight
Academic publication

Reduced resource
Industry interests burden

NICE



Weighing up ‘public’ with commercial interest ...

B. What specific
types of public
interest may
override commercial
interests after
market approval?

NICE

A. What kind of
commercial interests
remain relevant after

market approval?

C. What criteria
guide the trade-off
between public
interest and
legitimate measures
for the protection of
commercial
interest?
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Research participants
Clinical researchers
Research ethics committees
and institutional boards
Clinical practice guideline
development panels and
health technology
assessment institutions
Patients and their doctors
Public research sponsors
Health insurance companies

Strech and Littmann. Lack of proportionality. Seven specifications of public interest that override
post-approval commercial interests on limited access to clinical data. Trials 2012, 13:100.



Whose Job
IS it

Anyway?

NICE

><

Whose Job is it Anyway? Full Service - YouTube



https://www.youtube.com/watch?v=kRXVOELvp5I

International collaboration

Canada’s Drug and

NICE National Institute for
Health and Care Excellence Health Technology Agency

Health technology evaluations must strike a critical balance between ensuring transparency of
the evidence and decision-making and protecting confidential information.

The three organisations operate in different health systems but share common aims and
values. Given these similarities, NICE, CADTH and ICER have been working together with the
aim to create a more consistent approach to how our agencies handle clinical data. We have
published a joint statement setting out the changes.

ICERZE

INSTITUTE FOR CLINICAL
AND ECONOMIC REVIEW

NICE
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ICERE @ SN N I C National Institute for
e FoN o R Health Technology Agency Health and Care Excellence
[ ) [ (]
Position Statement (April 2023)

8. For evaluations starting after April 2023, NICE technology appraisals and
CADTH will no longer routinely redact clinical data that is awaiting
publication when we publish our guidance. ICER will allow redaction of
data that is formally planned for public release for 12 months, as
academic in confidence.
9. For other clinical data, we have defined a list of categories for which we
expect the data to be made available in the public domain where it
informs the development of our guidance (see appendix A). We will

review and update the list as new challenges arise.

10. Respecting the different contexts in which our agencies operate we will
have our own policies for managing clinical data for which there is no plan
to publish.

11. We will continue to accept redaction of data that is commercially sensitive,
such as information around pricing and terms of reimbursement

arrangements. 12. We consider it the responsibility of the evidence holder to ensure they

NICE respect the principle of transparency, especially when it concerns clinical
data that has been sourced directly from people using healthcare

services.



Recognising the different policy contexts we
operate in ...

« ‘Public interest test’ in the context of ‘status’ of recommendations (i.e. reimbursement advice /

funding requirement (CADH & NICE, resp).

« ‘Relationship’ with life sciences industry: e.g. process and methods development at NICE in

context of ‘voluntary scheme for pricing and access’, for example.

Clinical data not yet in the public domain but either:
* awaiting publication, including in a journal
or

* will be released into the public domain by
regulatory authorities

Clinical data that has not been made publicly
available and for which there is no plan for the data
to become publicly available

NICE

No

Yes, except for minimum
reporting requirements.

Data collected within NHS
clinical practice as part of a
managed access
agreement cannot be
considered confidential
unless it meets other
criteria, for example it
allows for subject
identification.

To avoid redaction of data that will subsequently be
available and when publishing in committee papers will not
jeopardise publication elsewhere.

The International Committee of Medical Journal Editors
(ICMJE) recommendations on overlapping publications
state that it ‘does not consider results or data contained in
assessment reports published by health technology
assessment agencies, medical regulators, medical device
regulators, or other regulatory agencies to be duplicate
publication’.

In recognition that there will be unpublished clinical data
that will be confidential.

However, to allow transparent reporting of decision
making, NICE has outlined minimum reporting
requirements for data which is likely to be fundamental to
committee decision making (see table 3.1).

Clinical data should be treated as clinical data without a

publication plan if:

« there is clinical data awaiting first public presentation at
a congress that is scheduled to take place after
documentation from NICE would be released to the
public, and

» this data is not awaiting publication in a journal or
within marketing authorisation documentation.

principles-for-marking-and-redacting-confidential-information.docx (live.com) — viewed 26/04/2023, 09:01



https://view.officeapps.live.com/op/view.aspx?src=https://www.nice.org.uk/Media/Default/About/what-we-do/NICE-guidance/NICE-technology-appraisals/principles-for-marking-and-redacting-confidential-information.docx&wdOrigin=BROWSELINK

Further opportunities for collaboration ...

EUR-Lex

Access to European Union law

(12) Joint work should be produced following the principle of good administrative practice, and 1t should aim to achieve the highest
level of quality, fransparency and independence.

(29) Iransparency and public awareness of the process 1s essential. Where there 1s confidential data for commercial reasons, the
reasons for confidentiality need to be clearly set out and justified and the confidential data well delimitated and protected.

(44) In order to ensure the inclusiveness and fransparency of the joint work, the Coordination Group should engage and consult
widely with stakeholder organisations with an interest in Union cooperation on HTA, including patient organisations,
healthcare professional organisations. clinical and leamed societies, health technology developer associations, consumer
organisations and other relevant non-governmental organisations in the field of health. A stakeholder network should be set up

to facilitate dialogue between stakeholder organisations and the Coordination Group.

NICE



... and with regulators!

Actioned as Voluntary
part of activity by
EUnetHTA21 individual
deliverables HTA
bodies

Activity Expected outcomes

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES H EA LT H

eunethta

11 April 2022
EMA/188201/2022

European collaboration between regulators and health
technology assessment bodies

Joint work plan (2021-2023) between EMA and European HTA bodies
facilitated through EUnetHTA21

NICE

Exchange of information on the respective assessments of medicinal pr ts by r

Foster opportunities for
information exchange between
regulatory assessors and HTA
authors on identified products of
mutual interest, including
ATMPs

Auct:

s and HTA bodi

Proactive identification of relevant products that should be subject to discussion between
regulators and HTAs.

Arrange discussions between EMA and HTA bodies on ATMPs as suggested in the
EC/EMAs action plan on ATMPs

Progress identification of PLEG requirements as a result of such product-specific
discussions

Explore feasibility of earlier engagement between regulators and HTA bodies during the
regulatory assessment, respecting remits. Assess feasibility and conduct a voluntary pilot
for early engagement, evidence sharing, and managing uncertainties.

Initial drafting of rules for cooperation, in particular by exchange of information, with the
European Medicines Agency on the preparation and update of joint clinical assessments of
medicinal products

Continuous optimisation of regulatory outputs as reference for down-stream decision making

Further optimisation of the
regulatory assessment report to
facilitate uptake of regulatory
consideration in the context of
HTA

Continue sharing experience on
labelling and EPARs information,
e.g. regarding information on
subpopulations

Optimise the published
information on orphan medicinal
products

Regular experience reviews to update the assessment report guidance (e.g. feedback
from product specific discussions), also to be complemented with information sessions /
trainings

Share guidance on optimising information on subpopulations, e.g. in labelling and EPARs

Obtain feedback from HTAs on the experience with the Orphan Medicines Assessment
Report (OMAR) in order to continuously improve this output



Take home messages

Transparency is all our business.

The road to ‘full transparency’ is long.

Getting ‘there’ requires GRIT (‘guts’, ‘resilience’, ‘initiative’ and ‘tenacity’)

Only by collaborating will we succeed.

For patients and their families.

NICE






N I CE National Institute for
Health and Care Excellence

Thank you.
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