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Agenda 
  

• The new USPSTF Guidelines (GLs) 
 

• The Evidence base process 
 

• The GRADE method 
 

• The quality  of genomics GLs 
 
 

 

 



THE NEW USPSTF GL 



The U.S. Preventive Services Task 
Force (USPSTF) 

• Makes recommendations based on rigorous 
review of existing peer-reviewed evidence 

– Does not conduct the research studies, but reviews 
& assesses the research 

– Evaluates benefits & harms of each service based 
on factors such as age & sex 

– Is an independent panel of non-Federal experts in 
prevention & evidenced-based medicine 



The U.S. Preventive Services Task 
Force (USPSTF) 

• Makes recommendations on clinical preventive 
services to primary care clinicians 

– The USPSTF scope for clinical preventive services 
include: 

• screening tests 

• counseling 

• preventive medications 

– Services are offered in a primary care setting 

– Recommendations apply to adults & children with no 
signs or symptoms 



Recommendation Grades 
Letter grades are assigned to each recommendation statement. These grades are based 
on the strength of the evidence on the harms and benefits of a specific preventive 
service. http://www.uspreventiveservicestaskforce.org/uspstf/grades.htm  

Grade Definition 

A 
The USPSTF recommends the service. There is high certainty that the net benefit is 

substantial. 

B 
The USPSTF recommends the service. There is high certainty that the net benefit is 

moderate or there is moderate certainty that the net benefit is moderate to substantial. 

C 

The USPSTF recommends selectively offering or providing this service to individual patients 

based on professional judgment and patient preferences.  There is at least moderate 

certainty that the net benefit is small.  

D 
The USPSTF recommends against the service. There is moderate or high certainty that the 

service has no net benefit or that the harms outweigh the benefits. 

I Statement 

The USPSTF concludes that the current evidence is insufficient to assess the balance of 

benefits and harms of the service. Evidence is lacking, of poor quality, or conflicting, and the 

balance of benefits and harms cannot be determined. 

http://www.uspreventiveservicestaskforce.org/uspstf/grades.htm


The aim of clinical guidelines 

 
 Rather than dictating a one-size-fits-all approach to patient care, 
clinical practice guidelines offer an evaluation of the quality of 
the relevant scientific literature and an assessment of the likely 

benefits and harms of a particular treatment.  

http://www.iom.edu/Reports/2011/Clinical-Practice-Guidelines-We-Can-Trust.aspx 



An Evidence Based GL should comply at least to the two principles above  



The eight standards that all CGs 
should comply 





The GRADE system 

Quality of evidence= the extent to 
which one can be confident that a 
certain estimate of effect is correct. 
 
Strenght of reccomandation= the 
extent to which one can be confident 
that adherence to raccomandation 
will do more benefit than harm. 



The GRADE system 



Guidelines in Genomics 

M. Khoury, personal handouts 



http://www.egappreviews.org/  

http://www.egappreviews.org/


www.egappreviews.com 



CDC Evidence-based Classification of Genomic 
Tests and Family History to Inform Policy and 
Practice  

 
Tier 1: Recommended for clinical use by evidence-based 
panels, based on systematic review of evidence of validity 
and utility (e.g., GL for hereditary BC) 
 
Tier 2: May be useful for informed decision making, based 
on demonstrated validity, and promising utility.  
 
Tier 3:  Not ready for clinical use, due to validity or utility 
not demonstrated, or systematic assessment finding harms 
outweigh benefits. 

M. Khoury, personal handouts 



M. Khoury, personal handouts 



The Workshop Outcome_Survey on 
the quality of GLs in genomics 

Organization Target Audience 

Have  criteria for 

guideline/ 

recommendation 

Have protocol to 

guide formation 

of the review 

panel   

Have policy to 

manage conflict 

of interests  

Have criteria for 

synthesizing the 

evidence 

Use of 

systematic 

reviews a 

Use of external 

review b 

American College of Medical 

Genetics and Genomics 

(ACMG) 

Practitioners, 

genetic 

laboratories and 

laboratorians 

+ + + - - + 

American Society of Clinical 

Oncology (ASCO) 

Oncologists + + + + ++ ++ 
Blue Cross Blue Shield 

Association (BCBS TEC) 

Health plans and 

general public + + + + ++ ++ 
Clinical Pharmacogenetics 

Implementation Consortium 

(CPIC) 

Clinicians who use 

pharmacogenomic 

testing 

+ + + + ++ + 

Evaluation of Genomic 

Applications in Practice and 

Prevention (EGAPP) 

Researchers and 

clinicians 

interested in 

genomic 

applications 

+ 

  

+ + + ++ ++ 

Leiden University Medical 

Center / Dutch 

Pharmacogenetics Working 

Group (DPWG) 

Clinicians and 

pharmacists + + + + ++ + 

National Comprehensive 

Cancer Network (NCCN) 

Oncologists and 
other clinicians + + + - - + 

National Society of Genetic 

Counselors - Practice 

Guidelines Committee 

Genetic counselors + + + + + + 



Appraisal on the quality of GLs on the 
screening and management of hereditary 

breast cancer 



AGREE 
  
• AGREE è uno strumento validato a 

livello internazionale per la 
valutazione nel reporting delle linee 
guida 

 
• Sei domini per un totale di 23 items 

 
• Scala a 4 punti per la valutazione di 

ogni item  
 

• E’ uno strumento utile non solo ai fini 
di una valutazione retrospettiva di 
linee guida già pubblicate, ma anche 
come punto di riferimento nel corso 
della stesura delle linee guida stesse, al 
fine di migliorarne la qualità. 
 

 
 
 

htpp.://www.agreetrust.org/resource-
centre/agree-ii/ 



AGREE 

Valutazione delle linee guida tramite sei 
domini: 
 
1) Obiettivi e ambiti di applicazione 

 
2) Coinvolgimento dei soggetti portatori di 

interesse 
 

3) Rigore nello sviluppo  
 

 
 
 
 



AGREE 

4) Chiarezza espositiva 

 

 

5) Applicabilità   

 

 

6) Indipendenza editoriale 



METODI 
•Ricerca su Embase, Pubmed e Google (fino a maggio 2010) di 
linee guida aggiornate, in lingua inglese, con raccomandazioni 
originali sulle forme ereditarie di carcinoma della mammella 

 

•Valutazione con strumento AGREE delle linee guida eleggibili, 
da parte di 3 valutatori indipendenti 

 

•Score medi standardizzati in percentuale 

 

•Confronto tra score assegnati a linee guida prodotte da   
società con endorsement nazionali\statali e linee guida di 
società indipendenti (test di Mann-Whitney)  

 



RISULTATI_1 



RISULTATI_2 



RISULTATI_3 



RISULTATI_4 

Evidence-based: 
• the search strategy has been explicitated; 
•  the quality of evidence classified 
• the strength of recommendations  reported. 



 
 

•Le linee guida con endorsement nazionale sono mediamente migliori in 
tutti e 6 i domini AGREE, ma non sono state rilevate differenze 
statisticamente significative. 
 
 
•Le linee guida disponibili in letteratura trascurano elementi importanti 
come il coinvolgimento di tutte le figure professionali rilevanti e dei 
rappresentanti dei pazienti, le politiche per l’applicazione delle 
raccomandazioni, e le dichiarazioni di indipendenza editoriale. 
 
 
•Le migliori linee guida analizzate sono quelle prodotte dallo Scottish 
Intercollegiate Guidelines Network, dal New Zealand Guidelines Group, dal 
National Health care system e dall’ Institute for Clinical System 
improvement. 
  
. 

 

CONCLUSIONI del Lavoro 



CONCLUSIONI del lavoro 

Le linee guida analizzate convergono relativamente alle raccomandazioni da 
adottare: 

 

1) Sottoporre al test individui ad alto rischio sulla base della storia 
familiare, clinica, o di un alto punteggio ottenuto con BOADICEA o 
BRCAPRO. 

2) E’ auspicabile l’effettuazione di una consulenza genetica pre e post test. 

3) Un test predittivo andrebbe offerto ai familiari di un soggetto portatore 
di mutazione. 

4) Agli individui portatori di mutazione andrebbero consigliati interventi di 
prevenzione secondaria. 



Grazie dell’attenzione 


