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Best Research for best Health

Are we doing our best to make sure that Health research in Europe is
the best (or good enough) for European health care?




Best Research for best Health

85% of public research investments gets lost
Chalmers I, Glasziou P Lancet 2009;374:86-89

Comment

Of 1575 reports about cancer prognostic markers
published in 2005, 1509 (96%) detailed at least
one significant prognostic variable.! However, few
identified biomarkers have been confirmed by
subsequent research and few have entered routine
dinical practice® This pattern—initially promising
findings not leading to improvements in health
care—has been recorded across biomedical research.
So why is research that might transform health care
and reduce health problems not being successfully
produced?

Global biomedical and public health research involves
billions of dollars and millions of people. In 2010,
expenditure on life sciences (mostly biomedical)
research was US$5240 billion? The USA is the largest
funder, with about $70 billion in commercial and
$40 billion in governmental and non-profit funding
annually,* representing slightly more than 5% of US
health-care expenditure. Although this vast enterprise
has led to substantial health improvements, many
more gains are possible if the waste and ineffidency in
the ways that biomedical research is chosen, designed,
done, analysed, regulated, managed, disseminated, and
reported can be addressed

In 2009, Chalmers and Glasziou® identified some key
sources of avoidable waste in biomedical research.
They estimated that the cumulative effect was that
about 85% of research investment—equating to
$200 billion of the investment in 2010—is wasted.
This amount was calculated without consideration of
the inefficiencies in the regulation and management
of research. Although some real progress with the
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Biomedical research: increasing value, reducing waste

others (table). Through consideration of these drivers,
the economic, social, cultural, and political conditions
that have shaped the research environment can be
understood.®

Economic forces are important. Industry seeks to
maximise profit by bringing new products to market
and by protecting and expanding market share. In
industry-funded clinical research, commercial motives
can control the study design and comparators, and
so-called seeding trials (in which the purpose is to
promote familiarity with a new drug rather than
generate knowledge) can be done for marketing
purposes.” The economic motivations of industry
do much to characterise health as a commodity
that can be bought, which informs and distorts the
motivations of other actors. The profit motive is
central to everything with which industry is involved,
including its interactions with seemingly independent
researchers and clinicians

Equally, advertising, publication charges, and charges
for reprints make journal publication a highly profitable
business, and attempts to maximise income are not
always consistent with an ambition to publish only
reports about research of the highest quality and
relevance. Although peer review is supposed to uphold
the quality of publications and grants awarded, the costs
of the system are substantial,” raising questions about
itts cost-effectiveness =

Governments and politicians have an important role.
Funding is needed for research in areas important for
the protection and restoration of human health even
when the prospects for commercial profit are poor or
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Yearof  Number Blood transfusion Myocardial infarction Death
study of patients RR (95% CI) RR(95%CI) RR (95%CI)
1940 38 NR NR MR
1991 81 — NE MR
1995 30 i NR +—= »
1905 145 NE MR
1905 147 NR NE MR
1996 26 —— MR MNE
1006 45 NR NR <
1008 86 —m L o £ MNE
2000 30 —m NE MNE
2001 a9 —— NE NR
2001 40 —— NE MR
2001 38 —— < E: MNE
2002 3 —— 4 L
2003 40 —— NE MNE
2004 102 —— NR 4 B
2005 120 —— il 4 L
2005 100 — NE ME
2005 312 —- :::: =
20105 40 —— MNE
2006 62 —— MNE i
2006 20 —— NE MR
2006 100 —a —a— ME
2007 222 NR NR ME
2007 50 - NE ME
2007 o7 —- NR B
2008 [ NR NR MNE
2008 64 i NE ME
2008 147 — —a— ME
2009 202 i — 7 —
2009 100 - NE MR
2010 110 - NE —
2010 (1] - NE ME
2011 3Q - NE ME
2011 44 NR NR NE
2011 63 R 3 — —
2011 200 R — MNE
Total 3860  RRO-68 (95% C10-62-0.74), | p<0-001 RR 070 (95% C1 0-39-1.25), |p=0-224 RR 0-67 (95% C1 0-33-1.34), |p=0-254
0!4 D-|E| 0!8 1.0 l-|6 0!4 0!6 0!8 1.0 1!6 0!4 {J!Es 0!8 1.0 1-|6
+— —_— +— —» ‘- —
Fawours tranexamicacid ~ Favours control Favours tranexamic acid Favours control Favours tranexamic acid Favours control

Figure 3: Cumulative meta-analyses of 36 trials of tranexamic acid during surgery
Data taken from Ker et al.* The effects of tranexamic acid on risk of bleeding and subsequent blood transfusion were clearly established a decade ago, but the effects

of the drug on risk of myocardial infarction and death were still unknown in 2011. RR=risk ratio. NR=not reported. NE=no events.
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Winfred Wang and colleagues’ report
that hydroxycarbamide therapy can
now be considered for all very young
i anaemia,

symptoms. However, secondary cancer
s a substantial concern in patients
who  receive long-term hydroxy.
carbamide.” Complications. and clinical
efficacies must be balanced. In Wang
and colleagues’ trial, some patients

Whether
initiation of hydroxycarbamide
is beneficial in asymptomatic patients
s well as those with seyere sickle-cell
anaemia remains unknown,
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what dinical researchers do and what
patients need. | am 3 researcher; | have
responsibility for allocating funding
for research; and | have had multiple
myeloma for the Past decade. A few
years ago | stated publicly that several
uncertainties | faced at the beginning
of my disease were avoidable.’ Almost
10 years later—after relapse of my
disease—| looked at the “epidemi.
ology” of myeloma  studies on
ClinicalTrials.gov. On July 31, 2017,
a search using the term “multiple
myeloma” identified 1384 studies. Of

endpoint, and in only ten of these was

it the primary endpoint. No trial was a

head-to-head <omparison of different
M

' ' cing waste
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©mpanies and with
regulatory bodies.

An  essential Component of any
new governance strategy would be
to bring together ail the stakeholders,
starting from an analysis of existing
and oNgoing research, produced in-
dependently of vested interests.
Patient advocacy groups in myeloma
spend millions to Support research,
hoping to promote better care. With
Ppublic support they should be in a
slrongposmonto:al!{waredeﬁnilion
of the research agenda, in the interests
of patients, | hope this approach can
be further debated in The Lancet for
many other areas of . dlinical research in
oncology and beyond.

Yihank Mariangeta Tarceo, tan Chaimers,

S Ciccone, Michede Cave, Micots Magpi, anc
[ atson of

input  from

drugs  or strategies. 3
experts feel that Cytogenetic studies
and gene-expression Profiling will lead
to ised 1 t in myel-

Tokyo Metropokitan. Cancer and in De
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T WangWC W RE. Millr ST ¢ 1
Hydrenpe 1 very young children with
sickie coll anaemia: a Multicentre. 1andomeed,
<ontrolled trial (BABY HUG). Lancet 2013,
377:1663-72.

2 Schuke WH Ware FE. Mabignancy in patients
with sickle cell disease Mxl)«mdlo(\}
74:249-53

Need to realign
Patient-oriented and
commercial and
academic research

Clinical researchis motivated by several
factors. Some are more defensible than
others, but most dinical researchers

are examples where patients  have
succeeded in mﬂuen(mg what gets
studied,"’ but these are exceptions.

I have had the opportunity to
from  more than  one
perspective the mismatch between

oma* and Pharmaceutical <ompanies
WVoid research that might show that
New and expensive drugs are no better
than another Comparator already on
the market,

If we want more relevant infor.
mation to become available, a new
research  governance

1o address
Researchers
own internal

€5 cannot be expected
the current Mmismatch.
are trapped by their
Competing
and academic—which lead
<ompete for Pharmaceutical industry
ling for early-phase trials instead
of becoming champions of strategic,
head-to- head, phase 3 studies.

Nor are Ppatients’ groups alone
likely to change the Prevailing
pattern of research. given the lack
of explicit mechanisms for research
Prioritisation, they are  often
dominated by experts with vested
interests,  Neither would  public
funding alone solve the problem s
Policies developed in the Preapproval
phase of drug development are
Needed, and this Process needs strict
collaboration with Pharmaceutical

com 0 prepar;
thisletter. " dectare that | Rave no conflices of interest

Alessandro Liberati
*Ssandm.libeﬂh’@ulilﬂom.il

Universita di Modena and Reggio Frmua, Modens,
Taly; and Agenria Sanitaria Sociale Regionale,
Bologna, Italy
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James Lind Alliance Registered non-commercial trials Registered commercial trials
patient-clinician Priority Setting
Partnerships
[ Education and training, service delivery, psychological interventions, physical interventions, excercise,
complementary interventions, diet, and other
[ Radiotherapy, surgery and perioperative interventions, devices, and diagnostic interventions
[ Drugs, vaccines, and biologicals

Figure 2: Interventions mentioned in research priorities identified by James Lind Alliance patient—clinician
Priority Setting Partnerships® and in registered trials, 2003-12



Survey on research activities supported

by the Italian Regions

Which kind of:
v Governance
v Priority setting
v' Pay back analysis
> v Disseminating activities of the results

nnnnnnnn

Emilia-Romagna

aaaaaaa

Lazio

Point to considers

Sicilia



Governance

Not only
administration
of funds

)

Infrastructure supporting
research activities
Supporting research quality
Peer review process
Involvements of all local
stakeholders

Governance of innovations



Priority setting

Clinical questions or thematic
Identified through a priority
setting mechanism for Healthcare
Involving:

Regional health Authorities
Regional health care guidelines

Local clinical specialist and opinion
leaders

Consultation with panel of experts
Literature analysis




Pay back analysis

Assessing research impact on
Regional Health service

= Bibliometric indicators

= Clinical and operational Guidelines

= Health Technology assessment
activities

= Economical activities

= Interaction with Policy makers




Disseminating and communicating results

Measuring the access to the

Open access. goadhack knowledge produced

P
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s Accessibility @
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= (Open access

OPEN ACCESS

OPEN ACCESS ~ All trials reports

S = Clinical Trial Databases
a Open & O(P |
cul E Access = Research promotion
= report = Research communications
Cllnlcal trlals reports

< feedback wiki = Disclosure and acknowledgments

; Open data
Access Accessibility
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Proven and Unproven stem cell therapies

UNPROVEN

Paracrine

Immuno-
modaulation

* Cornea — < A
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Systemic
* Hematopoietic Intrathecal
cells -
Systemic (BMT) | ? GVHD
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* Bone 1
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Figure 1 To date, there are very few examples of proven stem cell
therapies. These therapies include BMT with populations that
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Italian stem-cell trial based on flawed data

Scientists raise serious concerns about a patent that forms the basis of a controversial
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Are research decisions
based on questions
relevant to users

of research?

Appropriate research
design, methods,
and analysis?

Efficient research
regulation
and management?

Fully accessible research
information?

Unbiased and
usable research reports?

+ Low priority questions
addressed

+ Important outcomes
not assessed

+ More than 50% studies
designed without
reference to systematic
reviews of existing
evidence

« Adeguate steps to
reduce bias not taken in
more than 50% of studies
+ Inadequate statistical
power
« Inadequate replication
of initial findings

« Complicitwith other
sources of waste
and inefficiency

« Disproportionate to the
risks of research

« Regulatory and
management processes
are burdensome and
inconsistent

» More than 50% of studies
never fully reported

» Biased under-reporting
of studies with
disappointing results

- Biased reporting of data
within studies

+ More than 30% of trial
interventions not
sufficiently described

+ More than 50% of
planned study outcomes
not reported

+ Most new research not
interpreted in the
context of systematic
assessment of other
relevant evidence

<

<

<

<

Research waste

Figure: Avoidable waste or inefficiency in biomedical research

Macleod MR, et. Al Lancet. 2014;383:101-4




Conclusions

“I have had the opportunity to consider from more than one
perspective the mismatch between what clinical researchers do and
what patients need. | am a researchers and | have had multiple
myeloma for the past decade”

“If we want more relevant information to become available, a

new research governance strategy is needed.”
Alessandro Liberati The Lancet 19.11.2011
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Antonio Addis
Research Governance Area

Agenzia Santaria e Sociale Regionale
Emilia Romagna
aaddis@regione.emilia-romagna.it
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