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Perché e importante la
ricerca

Perché e importante la ricerca

Per accrescere le conoscenze sugli interventi
sanitari utili ai pazienti

Per “completare” le conoscenze su molte
tecnologie che arrivano nella pratica in uno
stadio di “immaturita” conoscitiva

Per aumentare la qualita del sistema

Per garantire la sua sostenibilita
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Cosa ci ha insegnato la EBM

» Cattiva qualita metodologica

e Scarsa rilevanza clinica

» Shilanciamento nella agenda della ricerca

» Conflitti di interesse e distorsioni sistematiche

» |nefficacia e inefficienza del sistema

L’efficacia ed efficienza
del sistema ricerca:
gli “sprechi evitabili”




Le aree di“spreco evitabile’nel processo di
ideazione, produzione, presentazione e
disseminazione dei risultati della ricerca

Questions relevant
to clinicians &
patients?

Appropriate design
and methods?

Accessible
full publication?

Unbiased and
usable report?

Low priority
interventions studied

Important outcomes
not assessed

Clinicians and
patients not involved
in setting research
agendas

>50% studies
designed without
reference to
systematic reviews of
existing evidence

> 50% studies fail to
take adequate steps
to reduce biases, e.g.
unconcealed
treatment allocation

>50% of studies
never published in full

Biased under-
reporting of studies
with no statistically
significant differences

>30% of
interventions
insufficiently
described

>50% of outcomes
not reported

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

A quali condizioni la
ricerca puo essere utile al
sistema sanitario ed al
paziente?
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A quali condizioni puo...?

Capace di ridurre l'incertezza

Rilevante rispetto ai bisogni dei pazienti e
dell’organizzazione sanitarie

Svolta come parte integrante della pratica clinica

Ben condotta

Appropriatamente riportata e disseminata

Categorisation of treatment effects inClinical

Potenzialmente utili

Da valutare nelle
specifiche
circostanze

Probabilmente non
utili

Verosimilmente
inefficaci o dannosi

Evidence June 2008

Interventions for which effectiveness has been demostrateldy clear evidence from RCTs and
for which expectation harms is small compared with the begfits.

Interventions for which effectiveness is less well estidhed

Interventions for which clinicians and patients should wegh up the beneficial and harmful
effects according to individual circumstances and priorities

Interventions for which lack of effectiveness is less wedstabilished

Interventions for which inefectiveness or harmfulness idemonstrated by clear evidence

@ UTILI

[l POTENZIALMENTE UTILI

[0 DA VALUTARE NELLE CIRCOSTANZE SPECIFICHE

[ PROBABILMENTE NON UTILI

[l DI EFFICACIA SCONOSCIUTA

[0 VEROSILMENTE INEFFICACI O DANNOSI
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A quali condizioni puo.....?

Capace di ridurre I'incertezza

Rilevante rispetto ai bisogni dei
pazienti e dell’organizzazione sanitarie

Ben condotta
Appropriatamente riportata e disseminata

Sistematicamente legata alla innovazione clinica
ed organizzativa

La ricerca spesso non si
occupa dei bisogni del
pazienti
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Two examples

Relation between agendas of the research community and the
research consumer

Deborah Tallon, Jiri Chard, Paul Dieppe
The Lancet, 2000

THE RELATION BETWEEN FUNDING BY THE NATIONAL INSTITUTES
OF HEALTH AND THE BURDEN OF DISEASE

CaRrY P. GRoss, M.D., GERARD F. ANDERSON, PH.D., AND NEIL R. Powg, M.D., M.P.H., M.B.A.

N Engl J Med, 1999

Treatment Have not Slightly Moderately/ Total
extremely responses

79
89
82
85
79
24
82
79
6%) 82
13%) 46

Knee replacement (
Tablets* (9%
Injections in the knee ( )
Aids and adaptions (44%)
Removal of fluid/debris ( )
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Other treatment 58%
Physical therapy
Complementary therapy
Education and advice

44%

BEEEEEE
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49%
No treatment at all 5 (76%

I

)
)
72%)
)
)

(o)}

*We used the word tablets in the questionnaire, rather than NSAIDs or analgesics,
since focus group discussion suggested some patients do not differentiate between
these drug types.

Table 2: Summary of patients’ responses to the question: how
helpful do you find these treatments for reducing pain and
disability?
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THE RELATION BETWEEN FUNDING BY THE NATIONAL INSTITUTES
OF HEALTH AND THE BURDEN OF DISEASE

CARy P. Gross, M.D., GErarD F. ANDERSON, PH.D., AND NEIL R. Powe, M.D., M.P.H., M.B.A.

N Engl J Med, 1999
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Figure 1. Relation between MIH Disease-Specific Research Funding in 1996 and Disability-Adjusted Life-Years for 29 Conditions
in 1990,
The axes are drawn to logarithmic scale. The line represents funding predicted on the basis of a linear regression with disability-
adjusted life-years as the explanatory variable. One disability-adjusted life-year is defined as the loss of one year of healthy life to
disease.
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A guali condizioni puo.....?

Capace di ridurre l'incertezza

Rilevante rispetto ai bisogni dei pazienti e
dell’organizzazione sanitarie

Ben condotta

Appropriatamente riportata e disseminata

Sistematicamente legata alla innovazione clinica

ed organizzativa

Essay

Open access, freely available online

Why Most Published Research Findings

Are False

John P. A. loannidis

Summary

There is increasing concemn that most
current published research findings are
false.The probability that a research claim
is true may depend on study power and
Ibias, the number of other studies on the

@ Plos Madicira | www.plosmedicine.ong

factors that influence this problem and
some corollaries therenf.

Modeling the Framework for False
Positive Findings

Several methodologists have

pointed out [9-11] thae the high

rate of nonreplication {lack of
confirmation) of research discoveries
Is a consequence of the convenient,
et ill-founded serate gy of claiming
conclusive research findings solely on
the basis of a sin gle study assessed by
formal statistical significance , typically
for a pvalue less than 0.05, Research
Is not most appropriately represented
and summarized by gvalues, bit,

is characteristic of the field and can
vary a lot depending on whether the
field targets highly likely relationships
or searches for only one or a few

true relationships among thousands

and millions of hypotheses that may

be postulated. Lee us also consider,

for compuational simplicity,
circumscribed fields where either there
is only one true reladonship (among
many that can be hypothesized) or

the power is similar 1o find any of the
several exlstng wrue relatonships. The
preseudy probability of a relatonship
being wue is /(K + 1). The probabiliv
of a study Anding a true relatonship
reflects the power 1 - fi (one minus

August 2005 | Velurre 2 | lsues | @124



A guali condizioni puo....?

Capace di ridurre I'incertezza

Rilevante rispetto ai bisogni dei pazienti e
dell’organizzazione sanitarie

Ben condotta

Appropriatamente riportata e
disseminata

Sistematicamente legata alla innovazione clinica ed
organizzativa

Publication bias
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Dickersin K. JAMA 1990;263:1385-9
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Outcome reporting bias

Empirical Evidence for Selective Reporting

of Outcomes in Randomized Trials
Comparison of Protocols to Published Articles

=W e 9 1 M.y
An-Wen Chan, MD, DPhi Context Selective reporting of outcomes within published studies based on the na-
Ashjorn Hrobjartsson, MD, PhD ture or direction of their results has been widely suspected, but direct evidence of such
Mette T. Haahr. BSe bias is currently limited to case reports.

Peter C. Gotzsche, M), DrMedSei
Douglas . Altman, DSe

Objective To study empirically the extent and nature of outcome reporting bias in
a cohort of randomized trials.

Design Cohort study using protocols and published reports of randomized trials
approved by the Scientific-Ethical Committees for Copenhagen and Frederiksberg,
Denmark, in 1994-1995.

Chan A-W et al. JAMA 2004;291:2457-65

Empirical Evidence for Selective Reporting

of Outcomes in Randomized Trials
Comparison of Protocols to Published Articles

An-Wen Chan, MD, DPhil

Results One hundred two trials with 122 published journal articles and 3736 out-
comes were identified. Overall, 50% of efficacy and 65% of harm outcomes per trial
wereincompletely reported. Statistically significant outcomes had a higher odds of being
fully reported compared with nonsignificant outcomes for both efficacy (pooled odds
ratio, 2.4; 95% confidence interval [Cl], 1.4-4.0) and harm (pooled odds ratio, 4.7;
95% Cl, 1.8-12.0) data. In comparing published articles with protocols, 62% of trials
had at least 1 primary outcome that was changed, introduced, or omitted. Eighty-six
percent of survey responders (42/49) denied the existence of unreported outcomes
despite clear evidence to the contrary.

Chan A-W et al. JAMA 2004;291:2457-65
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A guali condizioni puo.....?

Capace di ridurre l'incertezza

Rilevante rispetto ai bisogni dei pazienti e
dell’'organizzazione sanitarie

Ben condotta

Appropriatamente riportata e disseminata

Sistematicamente legata alla
iInnovazione clinica ed
organizzativa

LA RICERCA

INDIPENDENTE SUI FARMACI
PROMOSSA DALL'ATFA

Contegno Naziovial

Rana, 30 settembre 2008 - Centro Congressi Framiani”
Via dei Frentani, 4

Rapporto

sull’ organizzazione
della ricerca
indipendente

sui farmaci

promaossa dall’AITA

nel triennio 2005 - 2007

AFA
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Le opportunita

Parte integrante della pratica clinica
Costi contenuti

Risultati piu vicini a quanto si puo ottenere
nella pratica clinica “reale”

Possibilita di un rapido trasferimento dei
risultati

Gli ostacoli
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Gli ostacoli

Ambiente culturale non favorevole

Doppio standard etico tra ricerca e pratica
clinica

Mancanza della infrastruttura necessaria

Mancanza di adeguati incentivi

Conflitt/fmancanza di interesse
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British Medical Journal, 2004
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