












Quando e perché fare le SoF

• Da aggiungere ad una SR che volete 
pubblicare per sintetizzare i risultati e la loro 
qualità (Summary of Findings)

• Nelle revisioni Cochrane è obbligatorio 
(Summary of Findings)

• Come strumento di lavoro /materiale di sintesi 
delle evidenze  per la  elaborazione di Linee 
Guida cliniche (Evidence Profile) 



Qualità	per	singolo
outcome considerato



Qualità	globale	delle	evidenze	valutate



Rilevanza	clinica	degli	effetti

















Mi posso fidare?



SOURCES OF BIAS IN CLINICAL TRIALS



Any observed difference between the 
outcomes of study arms may be 

attributable to baseline differences rather
than to a true treatment effect.



SOURCES OF BIAS IN CLINICAL TRIALS



If no patient blinding was performed…

… were they unbiased when filling the QoL questionnaire?



SOURCES OF BIAS IN CLINICAL TRIALS



If no evaluator blinding was performed…

… was he (totally) unbiased when evaluating the scan?



SOURCES OF BIAS IN CLINICAL TRIALS





A ciascuno studio è richiesto di 

dare conto del flusso di pazienti 

nelle fasi di arruolamento, 

assegnazione del trattamento, 

follow-up e analisi





SOURCES OF BIAS IN CLINICAL TRIALS



Primary endpoint
not met

Outcome reporting bias



Reporting Bias

(Multiplicity)



Multiple comparisons,
multiplicity or multiple
testing problem occurs
when one considers a
set of statistical infer-
ences simultaneously or
infers a subset of
parameters selected
based on the observed
values

Multiplicity

Several statistical techniques have been developed to prevent this from
happening, allowing significance levels for single and multiple
comparisons to be directly compared. These techniques generally require
a higher significance threshold for individual comparisons, so as to
compensate for the number of inferences being made.



Multiplicity is everywhere…

• In subgroup analyses (also when pre-specified)

• In multiple endpoints (this is why the primary 

endpoint must be pre-specified)

• In interim analyses

• In reanalysis of the same study (spanish

intermittent ADT study)

• In model building (prognostic models, gene-

signatures …)





Multiple comparisons,
multiplicity or multiple
testing problem occurs
when one considers a
set of statistical infer-
ences simultaneously or
infers a subset of
parameters selected
based on the observed
values

Multiplicity
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happening, allowing significance levels for single and multiple
comparisons to be directly compared. These techniques generally require
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compensate for the number of inferences being made.











Mi posso fidare?



Direct evidence…

…comes from research that:

• is conducted in the Population that we are 
providing answers for;

• includes the Intervention that we are 
interested in…

• …and compares these interventions with the 
appropriate Alternatives;

• measures the Outcomes in which we are 
interested







Between September 21, 2001

and April 24, 2008, a total of 819

patients were recruited by 37

centers from 14 countries (13

countries in Europe and Israel)

and underwent randomization

P. Today’s patients?
I. Current RT?
C. Current Standard?





Non rappresentativo della 

pratica clinica corrente



[TITLE]

Presented By James Chih-Hsin Yang, MD, PhD at 2012 Annual Meeting

LUX-Lung 3 Study Design

Lo standard terapeutico nei 

pazienti EGFR mut+ dovrebbe 

essere un EGFR TKI…





We review the published literature pertaining to the

validation of PSA endpoints as surrogate in all disease

stages.

We discuss the limitations of these studies and conclude

that so far, PSA is not a validated surrogate endpoint in

any of the disease settings and treatment conditions

considered.





Unmet medical need

ma assenza di confronti diretti…

Chemotherapy

Gefitinib

Erlotinib

Afatinib





Similarity

Consistency



















Mi posso fidare?





Optimal information size

• We suggest the following: 

if the total number of patients included in a 
systematic review is less than the number of 
patients generated by a conventional 
sample size calculation for a single 
adequately powered trial, consider rating 
down for imprecision.  

Authors have referred to this threshold as 
the “optimal information size” (OIS)











L’intervallo comprende sia la 

rilevanza clinica a favore del 

braccio sperimentale sia la 

linea di non-effetto









What is Heterogeneity?

• Any kind of variability among studies in a systematic 
review may be termed heterogeneity. 



What is Heterogeneity?

• Any kind of variability among studies in a systematic 
review may be termed heterogeneity. 

• I-squared (I2)

 describes the percentage of the variability in effect estimates
that is due to heterogeneity rather than sampling error
(chance).

 thresholds for the interpretation of I2:
• 0% to 40%: might not be important;
• 30% to 60%: may represent moderate heterogeneity;
• 50% to 90%: may represent substantial heterogeneity;
• 75% to 100%: considerable heterogeneity.

where Q is the chi-squared statistic
and df is its degrees of freedom









Publication bias

• Trials with statistically significant results 

(“positive trials”) are

 more likely to get published

 more likely to get published early 

(estimates are in years)

 more likely to get multiple publications

• Meta-analyses based on only published 

results are biased









• Bilancio tra gli effetti positivi (benefici) e 
negativi (effetti dannosi) dell’intervento

• Definito da:

– importanza degli outcomes

– qualità dell’evidenza

– rischio di base degli eventi che l’intervento 
dovrebbe essere in grado di ridurre

– entità degli effetti (rilevanza clinico-
epidemiologica)

Rapporto Beneficio / Danno

http://asr.regione.emilia-romagna.it/wcm/asr/collana_dossier/doss172.htm
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Il Rapporto tra Benefici e Danni

G.L. Pappagallo per il Gruppo Metodologico Linee Guida AIOM, 2015

Il rapporto tra benefici e danni
La Forza

L’intervento 
terapeutico…in dettaglio in sintesi

Evidenza
che i benefici sono 
prevalenti sui danni

Favorevole
Positiva

Forte

… dovrebbe
essere preso in 
considerazione

Incertezza
sulla prevalenza dei 
benefici sui danni

Incerto

Positiva
Debole

… può
essere preso in 
considerazione

Incertezza
sulla prevalenza dei
danni sui benefici

Negativa
Debole

… non dovrebbe
essere preso in 
considerazione

Evidenza
che i danni sono 

prevalenti sui 
benefici

Sfavorevole
Negativa

Forte

… non deve
essere preso in 
considerazione



Bilancio tra benefici e danni
e direzione della raccomandazione

La direzione a favore o contro l’uso del trattamento si
dovrebbe basare sul bilancio tra gli effetti positivi
(benefici) e negativi (effetti dannosi) dell’intervento.

In linea di principio, se gli effetti positivi vengono
considerati prevalenti rispetto a quelli negativi, la
raccomandazione dovrebbe essere a favore
dell’intervento, viceversa dovrebbe essere contro.

http://asr.regione.emilia-romagna.it/wcm/asr/collana_dossier/doss172.htm



LG             2017: La Sintesi

Il rapporto tra benefici e danni
La Forza

L’intervento 
terapeutico…in dettaglio in sintesi
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Negativa
Debole
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Evidenza
che i danni sono 

prevalenti sui 
benefici

Sfavorevole
Negativa

Forte

… non deve
essere preso in 
considerazione


