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Il sottoscritto Eugenio Paci
ai sensi dell’art. 3.3 sul Conflitto di Interessi, pag. 17 del Reg. Applicativo dell’Accordo

Stato-Regione del 5 novembre 20089,

dichiara

che negli ultimi due anni NON ha avuto rapporti diretti di finanziamento con soggetti
portatori di interessi commerciali in campo sanitario
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NOTE

impronte,

From: General Secretariat of the Council

To: Council

Subject: Council Recommendation on strengthening prevention through early
detection: A new EU approach on cancer screening replacing Council
Recommen dation 2003/878/EC
- Adoption

All of Wilson and Jungner’s criteria for
responsible screening, as well as the
additional criteria set out by the WHO,
should be used to assess the feasibility
of a screening programme.
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Breast cancer:

Considering the evidence presented in the
European guidelines, breast cancer screening
for women aged 50 to 69 with mammography
IS recommended.

A lower age limit of 45 years and an upper age
limit of 74 years is suggested.

The use of either digital breast tomosynthesis
or digital mammography is suggested.

The use of magnetic resonance imaging (MRI)
should be considered when medically
appropriate.



Relatore
Note di presentazione
Si sottolinea che il test di screening è una componente del processo di screeninhg (criteri WY)
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DOCUNENTO INT ERSOCIET ARIO PER LA DEFRFINIZIONNE DESGLI
INDICATORI DEGLI SCREEMNING OMNCOLOSICI
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Figura 1: Framework per la selezione degli indicatori di screening
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Note di presentazione
Nei processi è trattato insieme test e assessment
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Annual mammography at age 45-49 years
and biennial mammaography at age 50-

69 years: comparing performance measures
in an organised screening setting

on behalf of the Emilia-Romagna
Region Workgroup for Mammography
Screening Evaluation

European Radiology
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DO 10,1007 /500330-013-06050-w
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Performance indicators in breast cancer screening in the
European Union: A comparison across countries of screen
positivity and detection rates

Paols Aymaronk llmille Bpgy',. Pavha Basa A anal Anldile . Ao ks Pl kndew L Carvalbe”, ekl Dl e
Mirdarm K. Dbsieten | 2 Lo Ghoed sea™, S0 s L Gsniesry ™ Gug lissma Bonco PO mrhn e | s ein Sl e e e e
Mardarno Tomatis”, Hama B, Yale " Satia larm®, Bengarmaesy Sanbaranarayanan  © aed Mereo Sepe s

Comparable performance indicators for breast cancer screening in the European Union (EU) have not been previously reported.
We estimated adjusted breast cancer screening paositivity rate (PR) and detection rates (DR) to investigate variation across EU
countries. For the age 50—-69 years, the adjusted EU-pooled PR for initial screening was 8.9% (cross-programme variation range
3.2-19.5%) while DR of invasive cancers was 5.3/1,000 (range 3.8-7.4/1,000) and DR of ductal carcinoma in situ (DCIS) was
1.3/1,000 (range 0.7-2.7/1,000). For subsequent screening, the adjusted EU-pooled PR was 3.6% (range 1.4-8.4%), the DR
was 4.0/1,000 (range 2.2-5.8/1,000) and 0.8/1,000 (range 0.5-1.3/1,000) for invasive and DCIS, respectively. Ad|usted
performance indicators showed remarkable heterogeneyl likely due to different background breast cancer risk and awareness
between target populations; a rent screening protocols and organisation. Periodic reporting of the screening
indicators permits comparison ancmmm within countries aiming to improve the
quality and the outcomes of screening programmes. Cancer Screening Registries would be a milestone in this direction and EU

Screening Reports provide a fundamental contribution to building them.
Int. ). Cancer: 147, 1855-1863 (2020) © 2020 UICC
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Even though we adjusted for different covariates, * A perfeCt correlation of P.RS with
our current EU-pooled estimates for initial and DRs would mean that uniform and
subsequent screening are still higher than this reproduci ble screeni ng and
desirable level (8.9 and 4.4%, respectively). diagnostic criteria are used across
European countries. The
interpretgt}?n olf tl;]ese results
remains difficult because in some
These current findings could be useful to update the . .
European stanj;ard. 7t would makefsense a'I)so advice sCreening programmes (eg in the
ranges of values rather than only the upper limits. Netherlands) referral for final
diagnostic assessmen is based on
immediate clinical evaluation after
Furthermore, we also observed a less than perfect positive mammograp hy

correlation of DRs and PRs where some programmes
have high PRs and low DRs or vice versa
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I S
e Of importance, high probability of test
Test Presente Assente Tot positivity and low detection rate indicate poor
) specificity and positive predictive value, and

the variability in these measures may suggest

Pos. Vero Positivo (TP) Falso Positivo Richiami that the screening harms may be different
Ta=454 (FP) a+c from one programme to another. The
umori Screen c= 2462 consequences of the variability of the reported
Detected screening performance data on the outcomes,
Neg. Falso Negativo (FN) Vero Negativo b+d however, are not yet known.
b=227 (TN)
S At Al d=90213 * Alta probabilita di positivita al test=alto
(1,2,3 anni) tasso di richiami (a+c)
* Basso tasso di identificazione di tumori
Tot. a+h c+d a+b+c+d Screen detected (a/a+b+c+d)
Totale donne
Num. Donne con tumore Num. Donne senza screening
al seno malattia


Relatore
Note di presentazione
Alta probabilità di un test positivo e basso tasso di identificazione dei tumori segnalano una bassa specicità e valore predittivo positivo. Quindi il programma può far danni diversi da programma a programma 
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Intcrnational Journal of Cancer
Performance indicators in breast cancer screening in the
European Union: A comparison across countries of screen

positivity and detection rates
Int. J. Cancer: 147, 1855-1863 (2020) © 2020 UICC
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Falsi Positivi (%) Iniziale/Successivi Carcinomi invasivi
TEST Iniziale/Successivi

(Tasso identificazione x 1000)

EU- pooled 8.9/3.6 5.3/ 4.0
Italia 10.0/4.8 4.0/3.5
Olanda 6.4/2.0 5.3/4.6
Francia 13.4 /8.4 7.1/5.4
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I dati sui fa
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RESEARCH ARTICLE Open Access

Incidence, detection, and tumour stage of breast
cancer in a cohort of Italian women with
negative screening mammography report
recommending early (short-interval) rescreen

Alessandra Ravaioli’ Flavia Foc a', Americo Colamartini', Fabio Faldini', Caro Naldeni®, Aloa € Finarelli’,
Priscilla Sassoli de Bianchi’, Lauro Bucchi®™

e Oggi non esiste una raccomandazione
particolare per queste donne, |'unica pratica che
in qualche modo modifica la procedura corrente
(che e 2 anni di intervallo nelle 50-74enni, e 1

Table 2 Proportional incidence of first-year interval

anno nelle 45-49enni) & quello che viene e ey g Of previous negative
chiamato early recall, un richiamo precoce L
rispetto all’'intervallo programmato. Valutato s T
negli anni scorsi dal Gisma, non & mai stata una o or 5
pratica suggerita. Si tratta, in breve, di una it ol e CEtEO e WDt 351 4428
indecisione diagnostica da evitare, non di un e e T e R

indicatore di rischio futuro. (Gisma) 4 i o wormrs s e G

RES, recommendation for early (<24 months) rescreen; OBSEXP ratio,

;expected ratio or proportional incidence of interval cancers; C1,
confidence interval,
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After the mammogram: The use of tomosynthesis for further assessment

(summary information for women)

PAGE CONTENTS Recommendation
Recommendation After mammography screening, if you need further assessment,
Who is this recommendation what test should be used?
for?
What Id fell. i thi
at wou X c: owing f: 2 Digital breast tomosynthesis (DBT) rather than mammography, as
recc >N r you

suggested by the ECIBC's Guidelines Development Group (GDG).

Additional considerations

Who is this recommendation for?

= You do not have a high risk of developing breast cancer
= You had a mammogram or other screening test and the results were

unclear
= You were recalled for further assessment following this unclear result

What would following this recommendation mean for you?

It might be important to speak with your healthcare professional about

the unclear results of your mammogram or other screening test.


Relatore
Note di presentazione
La nuova raccomandazione prevede una tomosintesi  perché non c’è alto rischio di BC, il mammogramma o altro tets era poco chiaro e quindi hai bisogno di un test supplemntare. Se vuoi, parlane con un professionista
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seno
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Sito Osservatorio nazionale
Screening, 2019

e Dati di screening della Norvegia (1996-2008), Danimarca
https://www.osservatorionazionale (1991-2010 e Spagna (1994-2010)
screening.it/content/la-lunga- e Aumentato rischio di un tumore Screen-detected o

strada-uno-screening- intervallo nelle donne che avuto un Falso Positivo
personalizzato-il-tumore-al-seno

Tale 4 Adusted and unadjucted hazae ratics | ) of cmen-detected cancerand inferval bmast cancar for women with Bk postive sreening
] et resuls compid to women wih nagatie reads
Britizh journal of Cancer
2 Wrnjaraik  Nmbedow  UndedWERO) Mt il
ARTICLE
Epidemiol ogy
Long-term risk of screen-detected and interval breast cancer Eonan dfeed anc
after false-positive results at mammography screening: joint Negatve test 4595260 i Rt Rt
analysis of three national cohorts Fabseqasibve resdt WAH 138 197 |1.8629) 104 133118
T i SR My o Bl o G ol Bl poiteradt 15086 B 3 Q944 471 15
::wm::::!dﬂt long-team gk of scmen-detecid and interval bres st candr inwamen with a first or e cond Falee- Im mw
METHODS: Joirt analysis had been performed using individushevel data fom three papulstion-bsed screening programs in
V55v-2010 S36480 bom Morusy (19562000, ad 17,914 bos Sps 119543000 ners. Weked We s party ool Negaiie fest A &5 et it
Ot harands miodels bo s o858 the & sociation betwedn false-pot itive reguits and the risk of subde quent scree nrdetacted and intenval
mnnuigm 1,149,867 women underwent 3510450 scresning ecams, snd 10,623 scresn-detectad and 5700 Mmm m i L “M 1 M
interval cancers were disgnosed. tm‘puedmm_\mﬁmmgﬁn tests, thase with fakse-positive results had & two-fad risk of
e e R L aaltiepived  4m - et e D a4
950 Ok 127-5.46, mapectively]. Women smained at an elevated risk for 12 years after the fsle-posiive msull
e e e *+lazae ok partycon el o o P moodd e st byt o { oo, e of e pegulr g,
British ournal of Cancer (2019) 120-269-275; hitpssidoiong’] 0.1038/s41416-018-0358-5 mm”'rm ﬂ i mil'ﬂ EWI'IW .ﬂl



Relatore
Note di presentazione
Studi Europei  che confermavano che i falsi positivi sono indicatori di rischio Rischio 2  per un FP e 4 per un doppio FP  ial follow-up
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age 49-51 In 2006
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Age S8-E0 In 2005

Cohort 1 Cohort 2
First-time Fifth or sixth 14%
invitees in 2005 invitation in 2005
Age range 49-51 58-59 -
n 92 902 &6 472
Average number of 6.9 (SD 1.1) (range 6.8 (5D 1.1) (range
invitations 1-10) 1-12) g 10
received =
between 2005 B gy
and 2019 -
=
Times participated 6.2 (SD 1.7) (range 6.3 (SD 1.5) (range = .
1-99 1-9) E 6%
Result sereening =]
examination in O
2005
T 464 (5.0 per 1000) 288 (4.3 per 1000) o9,
FP 1998 (21.5 per 1000) 435 (6.5 per 1000)
TN 90 213 (971.1 per &5 588 (986.7 per 0%

Interval cancer
(FN)

FP/TP ratio

1000)
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Cumulative risks of false positive recall and screen-detected
breast cancer after multiple screening examinations

Lindy M. Kregting® @ | Nicolien T. van Ravesteyn® |
Eveline A. M. Heijnsdijk* @ | Johannes D. M. Otten® |
Harry J. de Koning* @

Sarocha Chootipongchaivat® © |
Mireille J. M. Broeders?®2 @ |

—FP
—95% CI FP
= = = Extrapolation FP
—TP
5% CI TP
= = = Extrapolation TP

FIGURE 2 Cumulative risk of
FP and TP screening results over
11 screening examinations. The
dashed lines represent the
extrapolation of results based on
data from cohort 2. [Color figure
can be viewed at
wileyonlinelibrary.com]



Relatore
Note di presentazione
Questo dato è confermato oggio nello studio olandese (che ha una struttura organizzativa e compartamenti anomali rispetto aquelli europei) .
Studiio IJC sui adti olandesi . Due coorti 49-51 (primi esami ). Ripetuti (5 o 6 test) età 58-59 , segui 6-7 esami 
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Cumulative risks of false positive recall and screen-detected
breast cancer after multiple screening examinations
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VPP 18,85% 39,8%
(TP/(TP+FP)
TABLE 1 Population characteristics.
Cohort 1 Cohort 2 FP 21,5 6,5 3.3
First-time Fifth or sixth
invitees in 2005 invitation in 2005
Age range 49-51 56-59 TP 5,0 4,3 1,2
n 92 902 66 472
Awverage number of 6.9 (SD 1.1) (range 6.8 (SD 1.1) (range
invitations 1-10) 1-12)
received
between 2005
and 2019 FN 2,4 2,4 1,0
Times participated 6.2 (SD 1.7) (range 6.3 (SD 1.5) (range
1-9) 1-9)
Result screening
examination in
2005 BC(TP+FN) 7.4 6.7 1,1
P 464 (5.0 per 1000) 288 (4.3 per 1000)
FP 1998 (215 per 1000)  435(6.5 per 1000)
™ 90 213(971.1 per 65 588(986.7 per
1000) 1000)
Int: | 227 (24 1000) 161(2.4 1000)
P per per Rapporto 4,3 1,5
FP/TP ratio 43 15 FP / BC (TP+FN)


Relatore
Note di presentazione
«1.5 è per mille, quindi sono 2.15% !! Il VPP sale al ripetuto calano BC , uguali i IC 
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Rischio cumulativo di Falsi Positivi (FP), veri positivi (TP), Falsi negativi (t. di intervallo, FN),
prevalenza di tumori al seno (BC=TP+FN). Per 1000 screening.
Follow-up : 7 esami di screening.

Numero /pop screenata, AFTERTN (DOPO UN VERO AFTER FP (DOPO UN FALSO Rapporto tra

x1000 donne NEGATIVO) POSITIVO) After FP e After TN
(N=516.918) (N=7.406)

FP 34.6 67.8 +96%

TP 16.5 26.1 +59%

FN 5 8.2 +66%

BC(TP+FN) 215 34.3 +60%
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| numeri di donne

Primo Test Repeated (6 exam, coorte 2)

coh 1 coh 2 Afer TN After TP
Screenate 92902 66472 516918 7406
TP 464 288 8529 193
FP 1998 435 17871 502
TN 90213 65588 487954 6650
FN 227 161 2564 61
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Diminuita partecipazione dopo un Falso Positivo

0O
Q e e Cug:lulatlve risks of false positive recalldnd crggﬁegn {ee I,(H_.Ibrea\st cancer afger multiple. screenlng exanwtlons
b 1/-19
2023

100

m After TN
m After FP

Participation rate (%)

Intl Journal of Cancer, First published: 10 April 2023, DOI: (10.1002/ijc.34530)


Relatore
Note di presentazione
Participation in breast cancer screening stratified by previous screening result. [Color figure can be viewed at wileyonlinelibrary.com]
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Breast cancer risk is increased in the years following
false-positive breast cancer screening
Mathijs C. Goossens®®, Isabel De Brabander®, Jacques De Greve?,

Evelien Vaes®, Chantal Van Ongeval®,

A small number of studies have investigated breast cancer
{BC) risk among wemen with a history of false-positive
recall (FPR) in BC screening, but none of them has used
time-to-event analysis while at the same ime quantifying
the effect of lalse-negative diagnostic assessment (FNDA).
FNDA occurs when screening detects BC, but this BC is
missed on diagnostic assessment (DA). As a result of
FNDA, gs that d d cancer are y
classified as FPR. Our study linked data recorded in the
Flemish BC screening program (women aged 50-69 years)
to data from the national cancer registry. We used Cox
proporional hazards models on a refrospective cohort of
298 738 women to assess the association belwnen FPRand

Koen Van Herck®® and Eliane Kellen®?

excluded. Women with FPR have a subsequently increased
BC risk compared with women without recall. The risk is
higher for women who have a FPR BI-RADS 4 or 5
mpaad with FPR BI-RADS 3. There is room for

of di i 41% of the excess
lisI( is explained by FNI'.\A after baseline
screening. European Journal of Cancer Prevention
26:396-403 C. © 2017 The Author(s). F by
Wolters Kluwer Health, Inc.
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quent BC, while adjusting for p | 'l
The mean follow-up was 6.9 years, Compawd with women
without recall, wemen with a history of FPR were at an
increased risk of developing BC [hazard ratio =210 {95%
confidence interval: 1.92-231)]. However, 22% of BC after
FPR was due to FNDA. The hazard ratic dropped to 1.69
(85% confidence interval: 1.52-1.87) when FNDA was
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* FNDA

 False-negative Diagnostic
Assessement
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Riflessione 1

« Il risultato conferma un maggior rischio nei FP che é stato documentato
Spagna, Danimarca e lIrlanda, paesi che seguono un modello di tipo
inglese e europeo, cioé con un screening/assessment eseguiti nella
stessa fase e, spesso, senza il coinvolgimento di un centro di senologia
clinica se non dopo la fase di imaging.

» Lo studio mette in evidenza il rapporto tra i Falsi Positivi e Veri Positivi
(FP/ (BC=SD+INV)) in Olanda e migliore rispetto a quello osservato in
altri paesi.

* |l dato Olandese é sempre stato diverso sia riguardo al tasso di
richiamo che nella gestione perché ha distinto test di screening e
assessment, procedure affidate a un centro clinico. Pud essere utile
anche in Italia rivalutare le pratiche correnti e i rapporti tra centri di
screening e di senologia?
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Implicazioni per la comunicazione

* Una donna che ha aderito all'invito deve essere chiaramente informata che la
pratica dello screening riguarda un periodo lungo della sua vita e e che benefici e
danni dello screening mammografico non si valutano su un unico test ma nell’arco
di esami multipli di screening nel corso della vita.

» La donna ha diritto a una informazione che riguarda il suo personale livello di
rischio ed e |m|c|%orta_nte che sap{ala, se i dati fossero confermati in Italia, che un
risultato Falso Positivo a un test di screening puo essere un indicatore aggiuntivo
del suo rischio di ammalare negli anni successivi e che quindi & importante
continuare a partecipare con regolarita.

* In una prospettiva di screening basato sul rischio («tailored») conoscere che la
donna ha una storia di un risultato Falso Positivo potrebbe esser considerato un
modificatore del rischio di ammalare di cui tenere conto nella sorveglianza, forse
adottando specifici protocolli di monitoraggio.

« L'identificazione di un Falso Positivo puo essere considerato un evento favorevole
perché permette una migliore sorveglianza futura e non solo uno sfavorevole
determinato dallo screening?

» Modificate da 1JC, 2023
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La possibilita di uno screening
personalizzato € oggi oggetto di
ricerca e innovazione.

OPEN |- Rlinin.amimd

Personalized early detection
and prevention of breast cancer:
ENVISION consensus statement

Nora Pashayans’, Antonis C. Antoniow?, Urska hanus®, Laura J. Esserman®,

Douglas F Baston?, David Frenche®, Gaby Sroczynski®?, Per Hall®*®, Jack Cuzick'™,

D. Gareth Evans’®, Jacques Simard (2, Montsaerral Garcia-Closas?’®, Rita Schmutzier's,
Odette Wegwarth'™, Poul Pharoah™'s, Sowmiya Moorthie'”, Sandrine De Montgalfiens 19,
Camille Baron'®, Zdenko Hercegs®®, Clare Turnbull®', Corinne Balleyguier®,

Paolo Giorgi Rossi?E, Jelle Wesseling®, David Ritchier =, Mare Tischkowitz?®,

Mireille Broeders™, Dan Reisel®, Andres Metspalu®, Thomas Callender(’,

Harry de Koning(®%, Petor Devilee®'. Suzette Delaloge®*, Marjanka K. Schmidt?
and Martin Widschwendfer(855.59 e

Abstract| The Evropean Collaborative on Personalized Early Detection and Prevention of Breast
Cancer (ENVISION) brings together severalinternational research consortiawaorking on different
aspectsofthe personalized early detection and prevention of breast cancer, In a consensus
conference heldin 2019, the members of this network identified research areas requiring
development to enable evidence-based pesonalized interventions that might improve the benefits
and reduce the harms of existing breast cancer sereening and prevention programmes, The priority
areas identified were: 1) breast cancersubtype-specific risk assessment tools applicable to women
of allancestries; 2) intermediate surrogate markers of response to preventive measures; 3) novel
non-surgical preventive measures to reduce the incidence of breast cancerof poorprognosis; and
4) hybrid effectiveness-implementation research combined with modeling studies to evaluate the
long-term population outcomes of risk-based early detection strategies. Theimplementation of

such programmes would require health-care systems to be open to learning and adapting, the
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Vvolumetric breast density and risk of W e
advanced cancers after a negative
screening episode: a cohort study

ol Puliti™ 2, Marco Zapea’, Packo Giorgi Boess, Elena Penpaalic, Gian franoo kefan recchi”,
Craniela Ambrogettis, Leananco Wernmura' . Pacla Mantelling® and the DERNSITY Worki g SGroups

Abstract
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Donne in eta 49-54 anni seguire per due anni e allo screenlng rlpetuto (Tumori di
intervallo + screen detected al secondo). Coorte Firenze, Puliti, 2018. N=16752

Table 3 Screening performance measurements and relative
risks (95% Cl) among VWolpara density grade categories

BC incidence rate (only invasive)

Cases/person-years fate AR (953 CI) Aumento del rischio relativo
VDG1-3 110/30390 3.6%60 reference per I’alta densita (VDG 4)
VDG 4 56/7513 7.5%0 20 (15-228)

Interval cancer rate

Cases/negative screenead Rate RR (9526 CI) Esiste un rapporto con FP?
VHG1-3 1812709 1.4%0 reference
WG 4 22/3129 7.0%0 50 (27-9.2)

Advanced cancers rate among negative screened

Cases/negative screened Rate RR (95% CI)
VvDGE1-3 1412709 1.1%0 reference
VDG 4 13/3129 4. 2o 38 (1.8-8.0)

VDG Volpara density grade, BC breast cancer, RR relative risk
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Strategie di intervento basate

sul livello di rischio e processo di screening

per il cancro. Una riflessione da sviluppare?
#

Comment l

Polygenic risk scores in cancer screening: a glass half fullor @

foherr 48

half empty?

Current cancer screening programmes use age and  cancer In practice, stratific also be

sex to define the individuals most likely to benefit.
However, cancer risk also varies widely between peaple
according to their genetics, lifestyle. and other risk
factors. The prindiple of risk-stratified screening, beyond

improved by combining PRS with other risk fackors

(notably, family history and, for breast cances, breast |

imaging markers).*
Huntley and colleagues focused on providing additional

a modelling analysis

Utility of polygenic risk scores in UK cancer screening: = |

age and sex. is already incorporated into guidelines by screening to the PRS-defined high-risk group, but there 1 ancer inca 2e23 Cotherine tunttey-=. Bethany To=. Ami Su Clfie - Roudanits RosalindW: Katle Snape, Helentanson Charles Swanton jofn Sroggla E
the National Institute for Health and Care Excellence are several ather ways in which risk-stratified screening  Puihed Critee srneke L cassen. M Fichamd SHoulson. Aroan 0 Hingorant MichaslE jones. Clare Tumibull

(MICE)* and others, for example through offering  might be used—most importantty by providing less ::;::Eymmﬂ Surmmany " o o . .

enhanced breast cancer screening to women with a  intensive screening to low-risk individuals (to redwce  SU7SAMSED0T-6 :::Im:;m Eﬁa;:’l:rm == "'gm' ldﬂmpmubm!:mm“niw”f; o
family history of breast cancer. Polygenic risk scores  the wnnecessary harms and costs of owerscreening) mmmﬂ ranges and disease wypes. To address I’.'Ins proposition. we p_vumu an overview of the performance of PRS wols fie. 4
(PRS) represent the combined effect of multiple genstic and talloring screening age rangs, frequency, and  suimaMsGIOEE o a5 et Rl P e =

wvariants on cancer risk. identified throuah cenome-wide

method to each risk amun. The benefit-harm balance.

ACerrTET RS oo G L el e s Bl B et TR e S ey g =, IR T e s -
S el el v il B g s e 0
— Hh T e e s Ty b S D T R e ;m
S B e T e e e ] g Ty, e e

SR T RS el R LT

Lancer Oncot 2023 O e . e Oroe, TR, o marnedt T B bt e e L et s PR e et
[— ek O CRrc e O T B, PO e DO eI T Ty, e by, g o T o Sl L o I e e
|1 e e Fecger A0 O s
ay 10, 7033 e s Cr—n T A ) )
g dok oy 10 1016/ OCCrECTal CARrCErT Lo T SO
L0 S AT 6
See Cinline A mickes
e ok o101 e P Thee ED LFeTirTee carscer OO B bcesms Caroers aerksineg o Sl et saererboe e ol by o b el
g ok g 101005
g e Ches——e= o ST TR CheDec el by I T T e T T
O Aachets rohoe= e by ] v e o




® GiSMa 267

i
1
|

(S L b ®

Rz upen.

Original Investigation | Oncology

Development and Validation of a Multivariable Lung Cancer Risk
Prediction Model That Includes Low-Dose Computed Tomography

Screening Results

A Secondary Analysis of Data From the National Lung Screening Trial

Martin C. Tammemagi, PhD; Kevin ten Haaf, PhD: lakovos Toumazis, PhD; Chung Yin Kong, PhD; Summer 5. Han, PhD:; Jihyoun Jeon, PhD; John Commins, BSc;

Thomas Riley, BSc: Rafael Meza, PhD

Abstract

IMPORTANCE Low-dose computed tomography lung cancer screening is most effective when
applied to high-risk individuals.

‘OBJECTIVES To develop and validate a risk predicti that inc low-d

tomography screening results.

DESIGN, SETTING, AND PARTICIPANTS A logjstic ion risk model was in Mational

Lung Screening Trial (NLST) Lung Screening Study (LS5) data and was validated in NLST American

College of Radiology Imaging Network (ACRIN) data. The NLST was a randomized dinical trial that

recruited participants between August 2002 and April 2004, with follow-up to December 31, 2009,

This secondary analysis of data from the NLST took place between August 10, 2012, and Novembear

1. 2018. Included were LS5 (n = 14 576) and ACRIN (n = 7653) participants who had 3 screens,
follow-up, and predictor i i

Radiomics+
baseline screening
characteristics +

biomarkers?
27

Key Points
Question In this study of data from the
National Lung Screening Trial (NLST),
can a lung cancer risk model's prediction
|be Improved by Indusion of lung cancer
screening results?

Findings In this secondary analysis of
NLST data Including 22 220 participants,
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Riflessione 2

Modelli di rischio individuale, densita mammografica o biomarker permettono

[ I'attribuzione a un livello di rischio. Lidentificazione, attraverso lo screening di un
|—|—| possibile «evento di rischio» come avviene con alcuni segni di diagnostica per
HEN immagine o test biomolecolari (biopsia liquida) apre alla valutazione utilizzando

«diagnostic biomarkers» che possono essere indicatori di un rischio incombente.

E’ necessario con altri mezzi (per esempio Al nella diagnostica per immagine )
identificare questi indicatori e orientare a una diversa sorveglianza queste persone
che hanno una modificazione del loro livello di rischio? In questo contesto un
approfondimento sui falsi positivi puo fornire informazioni per una stratificazione
basata non solo sul «livello di rischio» ma anche sui « diagnostic biomarkers»
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