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Di cosa parlerò?

• I primi passi delle RS in Medicina

• Gli “hot issues” del dibattito pro e contro

• Alcuni (pochi) dati empirici anche italiani

• I rischi nell’uso delle RS

• Qualche considerazione conclusiva



I primi passi…..



N Engl J Med 1982





Revisioni sistematiche…….



e metanalisi……..



A favore

• RS e MA sono necessarie per

– Fare il punto sullo stato delle conoscenze e 

permettere lo sviluppo di raccomandazioni e 

linee guida

– Permettere una stima quantitativa dell’impatto 

plausibile degli interventi

– Identificare le aree per lo sviluppo della 

ricerca 



Contro…..

• Soprattutto le MA sono pericolose per

– Combinano i risultati di studi tra loro molto diversi ed 
eterogenei per qualità metodologica, tipologia di 
pazienti e interventi

– Bloccano lo sviluppo della ricerca in aree promettenti 
ma ancora in fase precoce di sviluppo

– Offrono solo “risultati medi” di scarsa utilità per il 
clinico e per le decisioni sanitarie



I primi tentativi di 

sistematizzare i possibili 

contributi di RS e MA ………



J Clin Epidemiol 1989





Alcuni (pochi) dati empirici





The findings



The findings

Research 

recommendations from

SRs provided the 

second largest source 

and had the best 

success rate of all

sources



Meta-analyses received more citations than any other study design 

both in 1991 and in 2001… both in the short and in the longer term.



The usefulness of 

Cochrane Review for 

planning of research

Lorcan Clarke, Tom Clarke and Mike 
Clarke

UK Cochrane Centre
(Journal of Health Services Research and Policy, 2006)



Cochrane Reviews

• All Cochrane reviews include

– Authors’ Conclusions

• Implications for Practice

• Implications for Research

• Analysis of 2530 Cochrane reviews



Categorised as

• Suggestions about specific types of intervention

• Suggestions about specific types of participant

• Suggestions about specific types of outcome measures 

• Recommendation that no more research is needed or 
feasible

• Discussed the need for a new, expanded or updated 
systematic review



Suggestions for future research 
that were ignored

• That there should be “more trials” or “better research”.

• That would not be eligible for the review.

• That “new”, but unspecified, drugs or interventions 
should be assessed.

• If the suggestion for the types of participant to be 
included in future research simply restated the 
population that was the basis of the review title

• that outcome measures in future research should be 
“more appropriate”, “standardised”, etc.



Findings

• 2075 (82.0%) suggest specific types of intervention

• 765 (30.2%) suggest specific types of participant

• 1315 (51.9%) suggest specific types of outcome measures

• 429 (16.9%) covered all three

• 82 (3.2%) recommend no more research

• 295 (11.6%) do not include a specific recommendation about any of 
the 3 categories

• 100 (3.9%) mention ongoing or planned trials

• 151 (6.0%) mention explicitly the need to update the current review 
or to conduct reviews of related topics.



Ongoing studies

• Implications for research

– 100 reviews mention an ongoing study

– of these, 78 included at least one in the Ongoing Studies 

section

• Ongoing Studies

– 438 reviews include at least one Ongoing Study, without 

mentioning it in Implications for Research

• 538 Cochrane reviews mention an ongoing study



Message

• There is ample room for improvement in the way 

Cochrane reviews can be prepared to inform future 

research 

• Cochrane reviews include a large amount of residual 

uncertainty



E’ in epoca piu recente…..





Key messages

The programme identifies areas of genuine uncertainty by:

• consulting directly with key stakeholders within the NHS and NIHR and with
external organisations

• extracting research recommendations from high quality evidence syntheses

• inviting direct suggestions through the HTA website

• inviting researchers to submit proposals

and later they say:

The HTA programme also systematically scans important research 
resources to identify recommendations for research to fill the evidence gaps

in the NHS. 

These include the National Institute for Health and Clinical Excellence (NICE), 
and completed reviews from the Cochrane Library and Clinical

Evidence. 



… e in Italia….





Le RS nel Bando AIFA

Revisioni sistematiche (RS) su quesiti terapeutici in campo farmacologico

caratterizzati da elevata incertezza e per i quali non esistano già RS disponibili nella 
letteratura scientifica

Le RS proposte non devono già essere disponibili (ed aggiornate negli ultimi due 
anni) sulla Cochrane Library o sugli altri principali database di revisioni sistematiche. 
Se prevista una valutazione farmacoeconomica è necessario che ci siano adeguate 
competenze nel team di ricerca e siano riportare le metodologie da utilizzare per 
l’analisi.

Motivazione alla tematica proposta:

Il metodo delle revisioni sistematiche (RS) di letteratura si è dimostrato utile per 
sintetizzare i risultati di studi primari sull’efficacia e il profilo beneficio-rischio di 
interventi farmacologici e per individuare le aree nelle quali si deve indirizzare la 
ricerca futura.



LE RS nel Bando AIFA (cont)
In questa tematica verranno considerate solamente proposte che 

documentino nella lettera di intenti la presenza di tutte le seguenti 
caratteristiche:

a) elevata incertezza sul profilo beneficio-rischio dello specifico intervento 
da valutare; 

b) mancanza di RS già disponibili nella letteratura scientifica e/o nella 
produzione di agenzie di technology  assessment internazionale; 

c) esplicita finalizzazione della RS ad individuare con precisione le 
caratteristiche che dovrebbero avere gli studi primari mirati a 
verificare in modo affidabile l’effettiva efficacia ed il profilo 
beneficio-rischio dell’intervento; 

d) raccordo con argomenti di particolare rilevanza per decisioni regolatorie
dell’AIFA e con progetti già individuati come prioritari per la produzione di 
linee guida nell’ambito del Sistema Nazionale di Linee Guida (SNLG) da 
parte di istituzioni nazionali e regionali.



Systematic review of controlled clinical trials on 

pharmacologic treatments for acute nontubercolous

pericarditis and its recurrences

Università di 

Torino

UU

A systematic review on the novel targeted therapies 

in the treatment of advanced non small cell lung 

cancer (NSCLC)

Istituto di Ricerche Farmacologiche 

Mario Negri

BB

conclusoCochrane systematic review to evaluate the efficacy, 

safety and cost effectiveness of Gamma-

hydroxybutyric acid (GHB), acamprosate , 

benzodiazepines and anticonvulsants for the 

treatment of the Alcohol Withdrawal Syndrome 

(AWS)

AUSL Roma E di

Roma

XX

Impact of antihypertensive therapy on mortality 

and cardiovascular events in hemodialysis patients: 

a sistematic review

Università Federico II 

Napoli

NN

conclusoEfficacy, toxicity, duration and modalities of 

administration of anti-HER2 agents in HER-2 

positive breast cancer: a prospective systematic 

review

Università degli Studi di 

Modena e Reggio Emilia

NN

StatoTitoloIstituzionePI

Examples of SRs funded within the AIFA -

2007



Cochrane systematic review to evaluate the efficacy, safety and cost 

effectiveness of antidepressant, dopamine agonists and disulfiram for the 

treatment of cocaine dependence

Istituto Superiore di SanitàTT

Statins for acute ischemic stroke: a Cochrane systematic reviewUniversità Studi dell'InsubriaTT

Beta-2 agonists for prevention of exercise induced asthma (EIA): 

Cochrane systematic review and meta-analysis

A.O. Universitaria S. Martino di 

Genova

DD

Biochemical targets (parathyroid hormone, phosphorus and calcium) 

for secondary hyperparathyroidism in CKD patients

Consorzio Mario Negri SudYY

The effect of isoflurane on myocardial infarction and mortality in 

cardiac and non-cardiac surgery. a metanalysis of randomized 

controlled studies.

Fondazione Ospedale S. 

Raffaele del Monte Tabor

UU

Vitamin D in Breast Cancer Treatment and/or Prevention: a series of 

Systematic Reviews of the Scientific Literature

IRCCS IFO - Istituto Regina 

Elena di Roma

OO

Systematic review and metanalysis on safety and efficacy of 

pharmacological and non-pharmacological treatments for retinitis 

pigmentosa

Istituto Superiore di SanitàPP

Systematic Review on Medical Treatments for Patients Affected by Dry 

Eye Disease

Policlinico Universitario 

Campus Biomedico di Roma

MM

Efficacy of human papillomavirus vaccines in prevention of cervical 

cancer. Comparison between results and conclusions of independent 

meta-analysis and those of industry funded meta-analyses.

Azienda AUSL di ModenaNN

Chemotherapy alone or in combination with targeted drugs in advanced 

colorectal cancer. for how long should therapy be used? a systematic 

review and meta-analysis

Consorzio Mario Negri SudBB

Examples of SRs funded within the AIFA - 2008



……e i rischi…..



The risks
• Fragmented (too narrow) questions

• Publication bias

• “Selective reporting”

• “Early stopping”

• “Non inferiority trials”

• Limitation in collaboration, transparency and data 
sharing



Conclusions

• SRs are a recognised and accepted tool to

synthesize information and clarify the 

evidence profile in the natural history of

the development of technologies

•

• If we try to answer the question that

prompted this presentation empirical data 

are scant



Conclusions (II)

• The limitations of “spontaneous” SRs

should be taken into account at least trying

in the short term to improve their reporting

(ie Checklist PRISMA)

• We must improve the commissioning

process especially if SRs are to become

an official tool for research prioritisation






