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se fossero intervenute
20 anni fa scelte
diverse, influenzate
dall’'oggi quando siamo
consapevoli degli esiti
delle nostre azioni?

* Quali conseguenze se
avessimo modificato
qualcosa?




30 anni di storia
dello screening mammografico

* Dalla * Dal programma di
Valutazione di screening alla
efficacia dello <:> valutazione di
screening al impatto e al
Programma di bilancio
Screening beneficio/danni

Quali sono le cose che abbiamo appreso e
che potranno essere utili per il futuro della
prevenzione del tumore della mammella,

cosa non avevamo capito, cosa e cambiato
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Cosa pensavamo
(e in larga parte pensiamo ancora, con meno certezze)

* La prevenzione oncologica e lo screening devono dimostrare
di essere efficaci per poter essere adottate come interventi di

Sanita Pubblica

* (Questa esigenza veniva dall’esperienza fatta con I'introduzione dello
screening di massa per il cervocarcinoma (pap test) (era la critica di
A.Cochrane all’assenza di studi randomizzati).
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Screening for breast cancer with mammography. - PubMed - NCBI
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Cochrane Database Syst Rev, 2001;(4):CDCO1877.
Screening for breast cancer with mammography.
Qlsen O', Gatzsche PC.

Author information

The Nordic Cochrane Centre, Rigshospitalet, dept. 7112, Blegdamsvej 9, Copenhagen O,
Denmark, DK-2100. o.olsen@cochrane.dk

Update in
Screening for breast cancer with mammography. [Cochrane Database Syst Rev. 2008]

Abstract

BACKGROUND: Mammographic screening for breast cancer is controversial, as reflected in greatly
varying national policies.

OBJECTIVES: To assess the effect of screening for breast cancer with mammography on mortality
and morbidity.

SEARCH STRATEGY: MEDLINE (16 May 2000), The Cochrane Breast Cancer Group's trial
register (24 Jan 2000) and reference lists. Letters, abstracts and unpublished trials. Authors were
contacted.

SELECTION CRITERIA: Randomised trials comparing mammographic screening with no
mammographic screening.

DATA COLLECTION AND ANALYSIS: Data were extracted by both authors independently.

MAIN RESULTS: Seven completed.and-aligiblazials involving half a million women were identified.
The two best trials prowi

REVIEWER'S CONCLUSIONS: The curre available reliable evidence does not show a survival
benefit of mass screening for breast cancer (and the evidence is inconclusive for

breast cancermortality). Women, clinicians and policy makers should consider these findings
carefully when they decide whether or not to attend or support screening programs
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Figure 3.1 Meta-analysis of the breast cancer screening trals: relative nsk (RR) of
breast cancer mortality after 13 years of follow-up. Adapted from the Cochrane
Review (Gatzsche 2011).

Note: Malmo 1l is excluded because follow-up approximating 13 years was not
available; the Swedish Two County (Kopparberg and Ostergdtland) and Canada | and
Il trials are spiit into their component parts; the Edinburgh trial is excluded because of
severe imbalances between randomised groups.



’EBM non e solo scienza

La Cochrane Review di Gotsche e Olsen, pubblicata nel 2001 sceglieva in
base a criteri di qualita 3 RCT e su questa base escludeva ogni effetto dello
screening mammografico.

La scelta di esclusione dei RCT avveniva su questioni discusse da anni e
sosteneva come di di alta qualita il trial canadese, che era stato al centro
di polemiche accese sulla randomizzazione e il disegno dello studio sin
dagli anni ottanta.

Il risultato finale , senza esclusione di alcuno studio, tranne quello di
Edinburgo, confermava il 20% di riduzione della mortalita per causa se
tutti gli studi erano inclusi.

Dopo 13 anni UK Panel ha confermato la opportunita di includere tutti gli
studi e una riduzione della mortalita per causa overall del 20%.

La gestione degli studi clinici € diversa da quelli di massa come i trial che
valutano gli screening . Oggi la possibilita di gestione dei dati e totalmente
cambiata e si avvale di sistemi informativi di popolazione (cause di morte e
registri tumori) .
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Quarta edizione del Codice europeo contro il cancro

L'Agenzia Internazionale per la Ricerca sul Cancro - IARC, lente dell’Organizzazione mondiale della sanita Vedi anche
specializzato in oncologia, ha presentato la quarta edizione del Codice europeo contro il cancro con la
partecipazione della Commissione europea. Il nuove codice prevede 12 suggerimenti basati sulle migliori
evidenze scientifiche disponibili che puntano all'adozione di stili di vita sani e a sostenere nella

e e . . Terra def Fuochi, la mappatura delle aree e e azioni del Ministero
quotidianita la prevenzione anticancro.

Tumaori, 1 dati sulle diagnosi e le guarigioni in Italia

Le dodici azioni quotidiane anticancro Screening mammografico, cervicale, colorettale, dati 2009-2013
1. Non fumare. Non fare uso di tabacco Screening per |a prevenzione dei tumori, la vita & pid rosa
2. Non fumare in casa. Appoggia le politiche contro il fumo sul luogo di lavoro “Io, adolescente: I'ospedale che vorrei”
3. Fai in modo di mantenere il peso corporeo salutare lo, adolescente con tumore: I'ospedale che vorrei
4, Sii fisicamente attivo tuttii giorni, Limita il tempo che trascorri seduto
5. Segui una dieta sana:

{ﬁ) e mangia principalmente cereali integrali, legumi, verdura e frutta Cambia canale
limita i cibi ad alto contenuto calorico (cibi con alto contenuto di zuccheri e grassi) ed evita
le bevande zuccherate

evita la carne conservata; limita |a carne rossa e i cibi ad alto contenuto di sale & T
6. Se bevi alcolici, limitane ['assunzione. Per la prevenzione del cancro non & consigliabile bere alcolici ¥ Infezione da Papillomavirus umano
7. Evita lunghe esposizioni al sole, con particolare attenzione ai bambini, Usa le protezioni solari, Non utilizzare lampade solari
gne e5p 0'e, Con part . ) praeiont sgarl. o . P ¥ Screening per {l cancro del colon-retto
8. Sul luogo di lavoro, proteggiti dall'esposizione ad agenti cancerogeni seguendo le struzioni in merito alla sicurezza
9. Controlla se in casa sei esposto ad alti livelli di radiazioni radon. Attivati per ridurre i livelli di esposizione al radon ¥ Screening per {l cancro del collo dell'utero
10, Per le donne:
l'allallamen to riduce il rjsch_io di cancro nella d_omi]a. ?e plum', al!at.tal 1l_tu0 bambi_no_ ﬁ Tem e professioni
la terapia ormonale sostitutiva (HRT) aumenta il rischio di alcuni tipi di cancro. Limita ('uso del(HRT
> Piano nazlonale della prevenzione - Ridurre il carico
11. Assicurati che il tuo bambino sia vaccinato per: prevenibile ed evitabile di morbosita, mortalit e disabilita delle
Epatite B (per i neonati) malattie non trasmissibili

2 Tumori - Atto di indirizzo per ridurre l carico della malattia

L . . del cancro
. Aderisci ai programmi di screening per:

cancro allintesting (uomini e donne)
cancro al seno (donne)
cancro alla cervice (donne)

¥ Tumorl - Cure palliative

Leggi il Codice europeo contro il cancro (in lingua inglese)

Segui il ministero { m



Due mondi, la stessa polemica ?

* Negli Stati Uniti la diffusione dello screening
mammografico, dopo lo studio HIP, e avvenuta
come pratica clinica spontanea, in un clima di
promozione entusiasta, e con una ideologia
della prevenzione individuale (HRT)

* |n Europa si sono i sviluppati i programmi di
screening di sanita pubblica, con un proposta

di controllo dell’'offerta e della qualita dello
screening mammografico.



Preface

Wa wore appointed under the Chairmanship of Professor Sir Patrick Fomast in
July 1886 by Mr Kennath Clarke, then Minister for Health, on behalf of all the
UK Health Ministars, Our tarms of reference weara:

i to consider the information now available on breast cancer screening by
mammography; the axtant to which this suggests necessary changas in UK

policy on tha provigion of mammographic facilities and the screening of

il o suggest a range of policy options and assess the benefits and costs
associated with them; and set out the service planning, manpower, financial
and ather implications of implemeanting such options.,

Datails of meambarship are at Annex A,

Qur interim report, addressing itself to part one of the remit, was presented 1o

Ministers in January 1986, In this report we concluded that:
“The information that is already available froam the principal overseas studies
demonstrates that screeaning by mammography can lead to the prolongation of
tha lives of women aged 50 and over with breast cancer. There is a
convincing case, on clinical grounds, for a change in UK policy on the
provision of mammographic facilities and the screening of symplomlass
women.' And, that,

Thea preliminary view of the working group is that it would not be sensible 1o
Intreduce mammographic screening on a UK basis without providing the
necessary back-up services to gesess the abnosrmalities that would be
detectad’.

After reaching thase conclusions we went on to complete the second part of our
remit. In all we met on 11 occasions and considered about 70 papers including
published papers which are listed in the selected bibliography. Many of ouwr
maatings were also attended by co-opted experts who represented other relevant
disciplines or were specially invited to present evidence. Tha names of thess

Wie also wish to thank the Scottish Home and Health Department for funding =2
study to provide specific information on the costs of sereening in Edinburgh that
we had requested. Finally, we wish to record our gratitude to the Department of
Health and Social Security for providing the Secretariat, whose courteous and
efficiant support greatly faciliteted our task.

Wea prasent at the and of our report our main conclusions.

MNowember 1986
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Breast cancer screening programmes: the development of a monitoring
and evaluation system

N.E. Day!, D.R.R. Williams* & K.T. Khaw?

'MRC Bi istics, 5 Sh ¥y Road, Ci idge CB2 2BW and * Department of Ci i icine, C.

idge, UK.

Summary It is i that the i ion of breast ing is closely The ici
effect on breast cancer mortality will take 10 years or more fully to emerge, and will only occur il a
succession of more short-term end points are met. Data from the Swedish two-county randomised trial
provide targets that shnn'kl be achicved, a logical of with the initial

nd stage t the screen, the rate of interval cancers the
initial screen, the pick- np rate and stage dmnlﬂluon at later screening tests, the rate of interval cancers after
later tests, the absolute rate of advanced cancer and I'mnlly the breast cancer mortality rate. For evaluation
purposes, historical data on stage at i is it is that tumour size is probably the
most relevant variable available in most cases.

Table ¥V Suggesied levels beyond which corrective action is strongly

indicated
Measire Aeccepiable level
Comphance rate Mo less than 60%
Prevalance rate at first Mo less than three times the underlying
screening test incidence rate

Rate of interval cancers Mo more than 25% of expected
incidence in first 2 years afler a
negative test, and no more than 60%
of expecied incidence in the third year

Stage distribution of
screen-detected cancers

Al first test Mo more than 40% stage 11 or more
advanced
Al subsequent (250 No more than 30% stage 11 or more
advanced
Reduction in rate of No less than 30% in target population,
advanced cancers seven years afier first invitation sent
Reduction in breast Mo less than 25% in targel population

cancer mortality rates free from breast cancer when first



La scelta della sanita pubblica Inglese e Europea:
iniziare lo screening a 50 anni

* |In base agli studi Randomizzati esistenti fu deciso
di iniziare lo screening a 50 anni

* La scelta del Forrest Report fu anche quella dei
progetti Pilota e poi dei programmi di screening
Europei (European Guidelines)

* La controversia sull’eta di inizio e divampata fino

a esplodere nel 1997, per I'azione del NCI _NIH in
una conferenza di consenso che ha fatto epoca

* Nel 1991 iniziava 'UK-AGE —TRIAL, che arruolava
donne di 40-41, rappresento una risposta parziale
a una esigenza conoscitiva.



Breast Cancer Screening for Women Ages 40-49

National Institutes of Health
Consensus Development Conference Statement
Jan 21-23, 1997




"MAMMOGRAPHY SCREENING FOR WOMEN AGES 40-49"
Statement of
Richard D. Klausner, M.D.
Director, National Cancer Institute

on Screening Mammography

Before the

Subcommittee on Labor, Health and Human Services,
Education and Related Agencies
Senator Arlen Specter, Chairman
February 5, 1997

7 3 SR rafi-reperd [t is my opinion that the
draft report Df the Panel overly minimizes thB br:mr:lﬁts ;111{1 overly i:'.'-l'[l]]hdblz&b the risks

for this population. A balanced statement of the pros and cons of screening is essential for

a woman to make an informed decision whether to initiate regular mammography in her
forties.

Nel 2014 e recentemente nel 2015 la polemica sullo screening mammografico
e I'intervallo di screening continua con grande vivacita



Back to the future

\“\“— PN * Bisognerebbe tornar
mrufﬂlmr indietro e cambiare
. ROBERT ZEMECKIS 5 I'atteggiamento di chi

- non appoggio le proposte
di studi longitudinali di
screening su donne 40-41
anni at entry nella
consapevolezza di quanto
danno e stato fatto alla
conoscenza del tumore
della mammella nelle
donne in premenopausa




Sull opportunita di estendere On the opportunity of extending Enidemiologia’
lo screening mammografico sCreening service P _ 8
organizzato alle donne by mammography to 40-49 Prevenzione, 2007
di 40-49 e 70-74 anni di eta. and 70-74 years of age women,
Raccomandazioni di una Recommendations of a national
conferenza di consenso italiana Italian Consensus Conference
Vitn Distante,' Stefano Ciasto,” Alfanso Frigerin,” Carlo Naldoni,* Eugenio Paci,” Antonio Posti,* Mareo Rosselli del Tarco,
Marcello Yettorars,* Marco Fappa®
Irarvalla 1* anng AN F anno
metaralis) anwi di follow-up O ICog el Ve T Fawe
Sman, 19954 104 0.4 0 851 a2 40-43 0,24 0,41 0,98
{prikoweke, 19955 7-4 0 075113 zsi EI.:J; g:: g:;
Blasziou, 19956 7 0.5 0IT108 oo : :
Takar, 19967 - 085 a7i-1,01 40-43 037 0,67 0,60
. = = = 30-53 211 0,28 0,46
derikewske, 12078 1012 0B o7idge 2= 2 28 o
Blagxgu, 19978 10-12 0,85 i071-1,1 Mebcats oa Fap el a1
Handrick, 193710 127 0.5 a.7-0.33 ”fihlﬁmM'ﬁﬁqiTﬁﬂﬁﬁﬁiTﬂ
Heen & Golzscha, 13 1.4 077138 wing af Fvenae ¢ alad eriad sevilesd, pev clad a eok r amna & inrvall
El:"] | '| '| |'E ||'|ij| Tabd: 7. .l."_f'l'ﬁ' E._'Irﬂlr':l'ﬂ'.“.T%ITl.'ul.' :.al'ln-r relir g :lm:ﬁu'dll'ﬂl?t:ﬁﬂ Jl'l:.'-I
- arnoe rale i attenne q.r.urmln_q. Froden r__l"rn.n dhv Marense proprarions ded
Nystenm, 20022 155 0,80 083101 from Sevediah pricks, by ape and year of ineerval
(% trial svesesd
Hymphrgy, 200212 14 0,55 0.13-0.99

Evidenza Limitata , estensione solo condizionata al raggiungimento obiettivo 70-74,
Maggiore intensita di screening. La questione eta rimane per molti aspetti aperta,
non ultimo dal punto di vista della costo efficacia.



N

RegionekmiliaRomagna

Regional Participation rate 45-49 : 62.7% (2010) 71% (2011)

45-49 163.354 19.5 1 year
(started in 1996)
70-74 126.311 15.1 VT




Un diverso approccio : le due (?) malattie

* 'estensione alle donne e prevalentemente
motivata dalla opportunita di una offerta di
Sanita Pubblica e un recupero delle donne al
servizio di screening.

* Lo sforzo di prevedere l'offerta di screening
annuale e notevole e una riduzione del
burden dello screening e importante

* Ma i problemi di fondo restano...



La nuova frontiera della caratterizzazione biologica dei tumori mammari.
Lo screening € meno sensibile nei Triplo Negativi, comparazione dei tassi di

incidenza negli screen detected vs intervalli

J Cancer Res Clin Oncol
DOL 101007 400432-012-1304- 1

ORIGINAL PAPER

Biological characteristics of interval cancers: a role
for biomarkers in the breast cancer screening

A. Caldarella - D. Puliti - E. Crocetti - S. Bianchi -
V. Vezzosi - P. Apicella - M. Biancalani -
A. Giannini * C. Urso * F. Zolfanelli + E. Paci

Eeceived: 17 August 2002/ Accepted: 24 August 2012
& Springer-Yerlag 2012

J Cancer Res Chin Oneol

Table 2 Breast cancer: logistic regression of the probability of being mierval cancer mstead of screen detected

Subtype Crude OR 95 % Cl p vilue Adyusted” OR 95% Cl p vilue
Luminal A Ref 2 Ref :

Lummal B (HER? negative) 1.7 091-3.52 (.08% 145 0.68-3.07 033%
Luminal B (HER2 positive) 152 0.78-4.71 0,153 1.30 (.48-3.54 0.6087
Triple negative 352 1L12-1113 116 081-12.28 004967
HER24 1.57 046-5.29 04708 1y 0.26-4.55 09082

" Adiusted for age at diagnoss, density, histotype, pT and pN



Comirgo et al. Breast Cancer Research 2074, 16:R3 ’
http/breast-cancer-research.com/content!1 6/1,/83 EEE BIEESt [ﬂncer

RESEARCH ARTICLE Open Access

Tumor phenotype and breast density in distinct
categories of interval cancer: results of
population-based mammography screening

in Spain

Laia Domingo', Dolores Salas™, Raquel Eubizarretaj_, Marisa Baré™™', Garbifie Sarriugarte”, Teresa Barata”,
Josefa Ibdnez™” Jordi Blanch', Montserrat Pui-g-‘l."iumm, Ana Belén Femandez”, Xavier Castells' =,
Maria Sala’" and on behalf of the INCA Study Group
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Figure 1 Multinomial logistic regression model of the assocdiation of breast density and tumor phenotypes with categories of interval
cancer, adjusted for age at screening, screening program, and tumaor size. The assodation of breast dersity with tumor phenotype, adjusted
by screening program (categorical), age [continuous), and twmor size (categorical, <171 mm; 17 to 20 mm; 21 to 50 mm; >50 mmj, is showr
far the multiple endpoints of the multinomial logistic regression models, which are (a) true interval cancers; (b) false negatives; e} minimal-
sigr cancers and (d) occult tumors. The reference category (Ref} is screening-detected cancers. The black squares and the harizontal lines
represent the odds ratios (OR) and corresponding 95% C, respectively. Ofs are presented on the log scale. Tumor phenatype = Luminal

A ER/HERZ- or PR+/HERZ-; Lurminal B: ER+/HER2+ or PR4+/HER2+; HERZ: ER-/PR-HER2+; Triple-rvegative; ER-/PR-/HER2-.
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How Many Etiological Subtypes of Breast Cancer: Two, Three,
Four, Or More?

William F. Anderson, Philip S. Rosenberg, Aleix Prat, Charles M. Perou, Mark E. Sherman

Manuscript received August 15, 2013; revised May 1, 2014; accepted May 13, 2014,
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Figure 1. Breast cancer case and population data were obtained from
the Mational Camcer Institute’s Surveillance, Epidemiology, and End
Aesults 9 Registries Detmbase from 1990 through 2010 among women
with invasive estrogen receptor {ER}-positive and ER-negative breast
cancer. The dataset included thirteen 5-year age groups (ages 20-24,
25-29, ..., B0-B4 years| and four S-year time periods (19971-1955 1996-
2000, 20001-2005, 2006-2010], spanning 16 partially overlapping 10-year
birth cohorts, referred to by mid-year of birth {1211, 1216, ..., 1986). We

used the age-period-cohort framework to obtain the fitted or longitu-
dinal age-specific incidence rate curve for the mid-cohort, adjusted for
period effects A} and the fitted temporal trends {B). Al Age-specific inci-
dence rates for ER-negative cancers rise rapidly early in reproductive
life amd them flatten or fall. Rates for EA positive cancers rise rapidly
garly in life and then continue to rise at a slower pace. B] ER-positive
and ER-negative temporal trends have diverged over time. ER-positive
rates have risen, whareas ER-negative rates have fallen.
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Figure 2. Invasive famale breast cancar case data wers obtainad from the
Mational Cancer Institutes Survaillancse, Epidemioclogy, and End Rasults
9 Ragistries Daetabase from 1830 through 2010 detabase overall and for
estrogean recaptor (ER}-positive and ER-negative cancers. Bimodal breast
cancer populations hawe fluctuated over time likely because of complex
interactions betwean age-ralated bioclogic, risk factor, and screaning
phenomeana, as previously described {1BE). For illustration, this figure
has bean restrictad to the 1285 to 1288 pericd, durimg which a bimodal
female breast cancer population was evenly distributed betereen sarly-
onseat and late-onset subtypes. Age distributions at diagnosis {or density
plots) with 25% confidence intervals were constructed in 1-year age incre-
mants using a kermal density estimator applied to the corresponding age-
at-disgnosis freguency histogram. The area under the curve repressnts
1200% of the cancer records. The wvertical axis shows the smoothed distri-
bution (or proportion | with the freguancy value = 100 = percamtage distri-
bution. A) Density plot for breast cancar overall demonstrates & bimodal
agea distribution at disgnosis with the modal ages near 50 and 70 yaars
reprasanting the camtral tendencies for early-onsat and late-onsat breast
cancers. Bl Density plot for ER-negative tumors also shows a bimodal
agea distribution at diagnosis with a dominant early-onsat mods near

10.0% 4
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T 5961 | ER posilive

S0%¢|

2.5%

Annual hazard rates

20 40 &0 80
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%o
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age 50 years and a minor mode arcund age 70 yaars. Density plot for
ER-positive tumors shows bimodal age distributions at diagnosis with &
dominant late-onsat mode near age 70 years and a minor mode around
age 50 years. ClThe risk for breast cancer—specific desth can be exprassad
as am annual hazard rate, which describes the instantan=sous rate of dying
fraom breast cancer in a specifiad time interval lie, parcentage dying per
wear) after diagnosis among women who are alive at the beginning
of that time interval. Monparametric hazard function estimators were
applied that modeled the hazard profile of ER-positive and ER-negative
cancars, allowing both the shape and magnitude to be estimated frea of
ad hoc mathematical assumptions. Specifically, the hazard rate curves
weane generated using cubic splines with joinpoints selacted by Akaikes
imformation criteria and 25% confidence imtervals applied with bootstrap
resampling (187-188). Bimodal age distributions at diagnosis among
waoman [B] are associsted with two wery different cancerspeacific out-
comeas. ER-negeative hazards for breast cancer death peak mear 5% per
waar apprazimately 2 years aftarinitial diagrnosis and than decline rapidly.
ER-positive hazards lack a sharp paak but are relatively constant at 1% to
2% par yaar. Fallimg ER-negative and constant ER-positive hazards cross
owver approximataly B years after breast cancer diagnosis.
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Estensione dello screening e ricerca

'estensione dello screening alle donne 45-49 deve essere
accompagnata dalla ricerca su i rapporti tra eta, genetica, densita e
caratteristiche dei tumori.

La ricerca €’ essenziale in presenza di una evidenza limitata di
efficacia e correlata al bisogno di capire i limiti dello screening e le
necessarie integrazioni

La possibilita di intervento non deve dimenticare le donne che non
sono raggiunte dallo screening mammografico (altre fasce di eta,
alto rischio)

La possibilita di ricerca e intervento con iniziative integrate sugli stili
di vita (Obesita, Sindrome Metabolica, ...) deve essere valutata per
essere inserita nei programmi di sanita pubblica.



38 Registri Tumori, decessi per TM
AIRTUM,2009

Diagnosticati
fuori screening

(prima dei 50 o
dopo i 70 anni)

<50 160 160
50-69 627 228 (30%)
70-79 455 400 (10%)
380+ 266 266

1508 1054



La grande controversia:
un problema di comunicazione?
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* La questione della
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comunicazione?
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Breast cancer screening: its impact on clinical medicine

H.J. de Koning, G.J. van Oortmarssen, B.M. van Ineveld & P.J. van der Maas

of Public Health and Social Medicine, Erasmus Universiteil Rotterdam, PO Box 738, 3000 DR Rorterdam,

Depariment
The Nerherlands.

Table Il Favourable and unfavourable effects when implementing
nationwide breast cancer screening of women aged %0-70 every

2 years
Unfavourable effects Favowrable effects
Invitatsons 145 million  Decrease in clinical 15,000
Screens 1.00 milion  mammograms
Chinical mammograms 7,300 via physicians

Screen fulse positives 2,100
which have led 10 a

bropsy

Additional number 215
of breast cancers

detected” (including

dCl1s)

Mastectomies for dCIS 280

Life-yeurs after known 14,400

diagnosis of
breast cancer

Decrease in biopsies 195
outside the

programme with benign

result

Total number of 3 8%
screen-detected cancers
Decrease in clinically 3,635
diagnosed cancers

Increase in breast 1400
conserving therapy

Decrease in 1,050
mastectomy

Decrease in adjuvant ns
systems treatment

Decrease in treating H40
advanced discase

Lifesyears gained 13,800
Breast cancer deaths K4l

prevented

Numbers are counted foe the period 1985 - 2088 and standardised per
one milbon scroens. Mass screening 1985 - 2015 (1otal of 14.6 million
screems). “Otherwise died from other causes.

Sovradiagnosi
1990

Detecting more breast cancers and non-invasive cancers

Theoretically, overdiagnosis and subsequent overtreatment
are important risks involved in mass screening. In practice it
is difficult to assess whether overdiagnosis is actually taking
place. Screening always leads to a (temporary) increase in
the number of women with breast cancer, which is only a
desirable effect and should not be confused with overdiag-
nosis. After termination of the programme one would expect
a relative fall in this number.

Inevitably, some women will be detected who would, in the
absence of screening, have died from other causes before the
cancer had become manifest. However, this percentage is
rather small; we predicted an increase in the incidence of at
most 3% because of this phenomenon.

Overdiagnosis may also occur if some of the tumours
would, in the absence of screening, never have progressed, or
only very slowly, to a stage in which symptoms would lead to
a clinical diagnosis. This may apply to ductal carcinoma in
sitw. In this analysis all screen-detected cancers are assumed
10 be progressive,



BMJ 2009

Breast screening:
the facts—
or maybe not

Peter Ggtzsche and colleagues argue that women
are still not given enough, or correct, information about
the harms of screening

Summary from evidence based leaflet

* |t may be reasonable to attend for breast cancer screening with
be reasonable notto attend because screeninghasb

* [f2000 women are screened regularly for 10 years, 0
will avoid dying from breast cancer

* Atthe same time, 10 healthy women
will be treated unnecessarily. Th
breast removed, and they will oft

* Furthermore, about 200 healthy women will experien
until one knows whether it was cancer, and even afterwards, can be severe

ological strain



EUROSCREEN Working Group

UK

(2012) Independent
Review, 2012
Screened Invited Invited
(RCTs)
Expected BC deaths 19 19 19
from 50 to 79 years
diagnosed in ages 50-
69
Ne° lives saved 7-9 5-6 4
Expected BC cases 67 67 67
from 50 to 79
years
N° overdiagnosed 4 3 13
cases
N° overdiagnosed cases 0.4 - 0.6 0.5—-0.6 3*

for every life saved
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Lives saved by breast screening PO
outnumber cases of overdiagnosis, Section POF
review says & Easy Read
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Why the results from the EUROSCREEN Working Group are false 11 October 2012

The EUROSCREEN Working Group published a summary paperin a supplementof Peter C Getzsche.
Journal of Medlcal Screenmg on 14 September (1), which received 3 lot of media Professor
= 3sked me to post a critique of it on our centre’s website,  Nordic Cochrane Centre

Trmmark
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Is Mammographic Screening
Justifiable Considering Its
Substantial Overdiagnosis Rate
and Minor Effect on Mortality?

Karsten Juhl Jergensen, MD
John D. Keen, MD, MBA
Peter C. Getzsche, MD

roponents of mammographic screen-
ing generally say that the benefit
is large and established beyond
doubt, that there is little overdiagnosis,
and that screening leads to less inva-
sive treatment (1-3). The truth is that

the benelit is doubtful, that overdiagno-

P

sis 1s substantial and certain, and that
screening increases the number of mas-

tectomies |v¢-!'|}»l'lz;~-4|.



Posizione

* | limiti dello screening mammografico
esistevano e esistono, non sono una
invenzione di G&O. Devono essere quantificati
nel migliore modo possibile e capiti.

* Lo screening organizzato di tipo Europeo ha
garantito i benefici e contenuti i possibili rischi
(in particolare falsi positivi, sovradiagnosi)

* La conoscenza del bilancio Benefici/ Danni e
una necessita etica



NHS UK Benefici vs Danni

Weighing up the possible benefits and risks of breast screening

Breast screening
could mean that | am
diagnosed and treated

for a cancer that would
never have become

Breast screening
could save my life
from breast cancer

life-threatening




el ErdGL IR A ER Come eravamo Come SIAMO (2014) The fact
scelta (2002) (2014)
Riduzione della Si (23,4%) Si (27,8%) Si
mortalita

Proporzione di donne | No Si (16,7%) Si
richiamate al Il livello

Falsi positivi Ng Si (6,9%) Si

Falsi negativi No Si (54,2%) Si
Sovradiagnosi No Si (12,5%) Si
Rischio radiazioni Si (6,4%) Si (84,7%) Si
Effetti collaterali Si (34,0%) Si (84,8%) Si
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RECOMMENDATIONS ON CANCER SCREENING IN THE EUROPEAN UNION
PREPARED BY THE ADVISORY COMMITTEE ON CANCER PREVENTION

L 327/34 Official Journal of the European Union 16.12.2003

COUNCIL RECOMMENDATION

Scr

bef of 2 December 2003
the 01l Cancer screemning
> (2003/87 8/EC)

Screening is, however, testing of healthy people for diseases which have so far not

given rise to symptoms. Aside from its beneficial effect on the disease specific

mortality or incidence, screening might therefore also have some negative side effects

for the screened population.

Health care providers should know all the potential benefits and risks of screening

for a given cancer site before embarking on new cancer screening programmes. For
the informed public of today, it is furthermore necessary to present these
benefits and risks in a way which allows the individual citizen to decide on
participation in the screening programmes for her or himself.

The purpose of this document is to give recommendations on cancer screening in

the European Union. These recommendations address the people, the politicians

and the health administrations of the Member States, the European Commission

and the European Parliament

AN




Ritorno indietro?

TN RNV * Le scelte di 30 anni fa
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* |'azione svolta per
accrescere la
comunicazione e le
decisioni informate e
stata insufficiente




Ritorno indietro? O nuovo approccio?
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oncologica e gli
screening pensiamo
necessaria?







