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Il  supplemento  alla  seconda  edizione  :  linee  guida  
europee  settembre  2015

• developed  in  a  time  of  transition  when  primary  testing  for  
oncogenic  human  papilloma  virus  (HPV)  types  and  vaccination  
against  infection  with  the  HPV  types  have  become  
complementary  approaches  to  cervical  cancer  prevention  in  
Europe.  

• By  focusing  on  the  core  topics  of  quality  assurance:
o in  primary  HPV  testing,  
o organisation  of  HPV-based  and  cytology-based  screening  
programmes,  

o implementation  of  HPV  vaccination  programmes
o the  supplements  lay  the  foundation  for  further  development  of  
the  comprehensive  European  Guidelines  in  the  coming  years.

• The  original  volume  of  the  second  edition  was  published  in  2008.
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Executive  Summary
• Despite significant progress  in  Europe  in  recent decades in  reducing
the  burden of  cervical cancer,  rates of  death attributed to  the  
disease are  still high  in  many of  the  ‘new’  Member States that joined
the  EU  after 2003:  

• estimates of  the  annual age-standardized rates per  100,000  women
– Hungary ,Slovak Republic  ,  Poland  ,  Latvia  ,  Bulgaria  Lithuania  

• are  five to  seven times higher than in  Finland (1.4)  and  Malta  (1.2),  

– Romania  
• ten times higher

The  current 10-fold  gradient in  the  mortality rates of  cervical cancer among the  EU  
Member States

reflects the  persistent absence,  or  inadequate implementation of  cervical cancer
screening  programmes more  than ten years after organized,  population-based screen-
ing programmes following European  quality assuranceguidelines were unanimously
recommended by  the  Health Ministers of  the  EU  (Council of  the  European  Union  2003).  
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Methodology

• To  develop  the  evidence-based  recommendations,  the  
approach  used  for  the  European  guidelines  for  quality  
assurance  in  colorectal  cancer  screening  and  diagnosis  
(Minozzi  et  al.  2012)  was  adopted  and  modified  slightly  
to  take  into  account  the  different  subject  matter  and  time  
period  of  the  present  project.
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Grading  of  recommendations  and  supporting  evidence  

For  the  level of  evidence:  
I  - consistent multiple  randomised controlled trials  (RCTs)  of  adequate sample  size,  or  
systematic reviews (SRs)  of  RCTs,  taking into account  heterogeneity

II   - one RCT  of  adequate sample  size,  or  one or  more  RCTs with  small  sample  size
III  - prospective cohort studies or  SRs of  cohort studies;;  for  diagnostic accuracy

questions,  cross- sectional studies with  verificationby  a  reference standard  
IV  - retrospective case-control  studies or  SRs of  case-control  studies,  trend  analyses
V    - case  series;;  before/after studies without control  group,  cross-sectional surveys
VI    - expert opinion  

For  the  strength of  the  respective recommendation:  
A intervention strongly recommended for  all patients or  targeted individuals
B intervention recommended
C   intervention to  be  considered but with  uncertainty about its impact  
D intervention not recommended
E   intervention strongly not recommended
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Estratto  da  supplemento    LLGG  Europee  Screening  cervicale  15  
settembre  2015  
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- to  inform  about  the  critical  issues  that  should  be  
considered  in  weighing  the  potential  benefit  and  harm  of  
cervical  screening  programmes  based  on  HPV  primary  
testing.
- It  includes  36  main  recommendations  and  conclusions  
dealing  with  the  suitability  of  HPV  primary  testing  for  use  
in  cervical  cancer  screening  
-The scientific justification for the recommendations in 
the first supplement is provided by over 110 publications 
cited in the text, including published cross-sectional and 
longitudinal data from eight randomized clinical trials 
conducted in Canada, Finland, India, Italy, Sweden, The 
Netherlands and the United Kingdom 
-in order to avoid substantial increase in the number of  
women with positive test results and additional 
colposcopies and treatment of  no additional benefit to 
participating women. Following the recommendations in 
the present supplement will enable programmes to 
achieve the potential benefit of  HPV primary testing in 
cervical cancer screening while minimizing the risks (Rec. 
1.1). 
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HTA report italiano: Luglio 2012.
Contiene un’anticipazione ufficiale 

delle LLGG EU
www.epiprev.it

Gennaio 2013 documento Ministero 
della Salute di supporto alla 
programmazione regionale.

Piano Nazionale della Prevenzione 
2014-2018

Linee Guida Europee
2015
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Lancet.  2014  Feb  8;;383(9916):524-32

Il  test  HPV  anticipa  la  diagnosi  di  CIN3  e  ha  
una  maggiore  efficacia  nel  prevenire  i  Ca  

invasivi
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Overall  pooled  rate  ratio  0.60  (0.40-0.89)

Pooled  rate  ratio  >  2-5  years  from  enrolment  0.45  (0.25-
0.81)

Identificazione	  cumulativa	  di	  carcinoma	  cervicale	  invasivo
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Ronco	  et	  al,	  2014

Tasso	  di	  identificazione	  relativo	  pooled	  di	  carcinoma	  cervicale	  invasivo,	  per	  morfologia,	  
stadio	  ed	  età	  all’arruolamento
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Chiara  evidenza  scientifica  che  uno  screening  con  
test  clinicamente  validati per  il  DNA  di  HPV  
oncogeni  come  test  di  screening  primario  e  con  
un  protocollo  appropriato,  è  più  efficace  dello  
screening  basato  sulla  citologia  nel  prevenire  i  
tumori  invasivi  del  collo  

Executive summary del report HTA italiano
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Executive summary del report HTA italiano
ELEMENTI ESSENZIALI DI UN PROTOCOLLO 

APPROPRIATO

• Lo screening basato sul test HPV non deve iniziare prima dei 30-35 anni. 

• L’intervallo di screening nell’ambito di programmi organizzati di popolazione dopo un 
test HPV primario negativo deve essere di almeno 5 anni. 

• Le donne positive ad HPV non devono essere inviate direttamente a colposcopia, 
ma è necessario utilizzare sistemi di triage. Il metodo attualmente raccomandabile è basato 
sull’esecuzione della citologia (Pap test) nelle donne HPV positive.

• I test per il DNA di HPV oncogeni utilizzati devono essere validati quanto a 
sensibilità e specificità per lesioni di alto grado, secondo ciò che è riportato nelle Linee guida 
europee.

• Non esistono prove che il doppio test con citologia e HPV sia più protettivo del solo 
test HPV come test primario, 
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Executive summary del report HTA italiano
RACCOMANDAZIONI FINALI

• il requisito fondamentale per introdurre programmi di screening 
basati sul test HPV come test primario è la capacità di garantire 
l’applicazione di protocolli di screening appropriati.

• Protocolli di screening che non rispettino le indicazioni sopra 
formulate possono causare aumenti considerevoli degli effetti 
indesiderati e dei costi rispetto allo screening citologico e devono 
quindi essere evitati, 

• A tale scopo è essenziale una corretta formazione e 
informazione della componente sanitaria e della popolazione.
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persisting  gap  in  the  EU  between  knowledge  of  the  
potential  of  population-based  cervical  screening  to  
reduce  the  burden  of  the  disease  in  the  population,  

the  extent  to  which  this  knowledge  has  been  
translated  into  effective  national  programmes  to  
control  cervical  cancer

the  most  effective  and  appropriate  way  for  
screening  to  reduce  cervical  cancer  incidence  and  
mortality  is  through  implementation  of  population-
based  programmes  following  the  European  quality  
assurance  guidelines.  

Despite  this  knowledge,  many  old  and  new  Member  
States  of  the  European  Union  do  not  have  
population-based  screening  programmes  in  place  or  
have  programmes  that  are  underperforming.  

The  supplement  provides  seventeen  
recommendations  on  the  policy  and  
organizational  issues  that  are  inherent  to  the  use  of  
cytology  and  HPV  testing  in  screening  programmes.  
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Grazie	  per	  l’attenzione	  !!

f.carozzi@ispo.toscana.it


