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AIM OF WORKSHOP

e To discuss the result of trials on the efficacy of
Flexi — Sigmodoscopy (FS)

e To discuss If and how to combine this modality
of screening in the current CRC screening
programmes in ltaly

e To compare our screening programme with what
IS going to be implemented in UK and in the
Netherlands



The state of art for CRC Screening
programme In ltaly

Two modalities of screening have been proposed in
2006 by Italian Guidelines

FIT (100 ng/ml, one sample) every two years from 50—
69 (74)

FS once in a life-time starting from 58-60 years
Each Region could choose the type of programme

Some years later, programmes who had adopted FS
added FIT for people not attending FS invitation



CRC Screening
Type y of screening test

SOF 50-69/74 anni ‘
B RS 58/60 + SOF 59-69 anni




x 100 invitati

2010. FIT Programmes

compliance (%) by Region

70




FS programmes

2007 2008 2009 2010
N° programmi 7 7 9 9
Popolazione target 48.450 | 49.622 | 60.844 58.256
N° invitati 32.159 | 29.028 | 39.512 57.091
Estensione inviti (%) 66.5 58.8 64.8 97.9
N° screenati 8.678 8.135 | 9.511 13.752
Compliance (%) 27.7 27.2 24.3 24.0

+ 8/10%
considering

FIT combliance




* Once-only flexible sigmoidoscopy screening
In prevention of colorectal cancer: a
multicentre randomised controlled trial.

o Atkin WS, Edwards R, Kralj-Hans |, Wooldrage
K, Hart AR, Northover JM, Parkin DM, Wardle J,
Duffy SW, Cuzick J; UK Flexible Sigmoidoscopy
Trial Investigators.

e Lancet. 2010 May 8;375(9726):1624-33




 Once-Only Sigmoidoscopy in Colorectal
Cancer Screening: Follow-up Findings of the
Italilan Randomized Controlled Trial —SCORE

» Nereo Segnan, Paola Armaroli, Luigina Bonelli, Mauro
Risio, Stefania Sciallero, Marco Zappa, Bruno Andreoni,
Arrigo Arrigoni, Luigi Bisanti, Claudia Casella, Cristiano
Crosta, Fabio Falcini, Franco Ferrero, Adriano Giacomin,
Orietta Giuliani, Alessandra Santarelli, Carmen Beatriz
Visioli, Roberto Zanetti, Wendy S. Atkin, Carlo Senore; and
the SCORE Working Group

» J Natl Cancer Inst. 2011 Sep 7;103(17):1310-22
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FS Is effective in reducing CRC occurrence
Great result in terms of quality of life and cost

Is FIT effective in reducing CRC occurrence ?

If the answer Is probably NO =» we should
change our main policy

If the answer Is probably YES = we should
continue the debate



Is FIT effective in reducing CRC

occurrence ?

* \We do not have direct proofs

e |f the reduction In incidence iIs due to the
detection of advanced adenomas (AA)

also FI

IS able to detect them
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Simulation from ongoing Italian screening experiences

Ventura et al Tumori. 2011 Sep-Oct;97(5):547-50
Equal compliance (50%)

HITy] Wi LAty ) W MUl WL VAW T WL T WS M W ITW W WLWl VAW I T WA .

Esame Scenario Round Sesso Adenomi Cum Adenomi Carcinomi Cum Carcinomi

FOBT Adesione 50% 1| M+F 582 582 138 138
FOBT Adesione 50% 2 | M+F 418 1000 93 231
FOBT Adesione 50% 3 | M+F 397 1397 96 327
FOBT Adesione 50% 4 | M+F 425 1822 98 425
FOBT Adesione 50% 5| M+F 396 2218 89 514
RSS Adesione 50% 1| M+F 2020 2020 228 228
RSS Adesione 50% 2 | M+F 113 2133 17 245
RSS Adesione 50% 3 | M+F 95 2228 9 254




What is the best screening strategy to detect advanced colorectal
adenomas? Simulation from ongoing Italian screening experiences

Observed compliance (45% FIT and 30% FS)

Esame Round Anni Sesso Scenario Adenomi Cum Adenomi

FOBT 1 0 | M+F Adesione 45% 552 552
FOBT 2 2 | M+F Adesione 45% 380 932
FOBT 3 4 | M+F Adesione 45% 377 1309
FOBT 4 6 | M+F Adesione 45% 419 1728
FOBT 5 8 | M+F Adesione 45% 360 2088
RSS 1 0 | M+F Adesione 30% 1112 1112
RSS 2 1| M+F Adesione 30% 138 1250
RSS 3 2 | M+F Adesione 30% 76 1326




Effect of Rising Chemotherapy Costs on the Cost

Savings of Colorectal Cancer Screening

Iris Lansdorp-Vogelsar, Marnolein van Ballegooijen, Ann . Zauber, J. Dik F. Habbema, Ernst J. Kuipers

Table 4. Simulsted number of lifetime incident colorectsl cancers par 1000 individuals by stags end scresening siratagy®

%% Reduction compared

Stratagy Stage | Stage 0l Stage M Stage IV Total with no screening

Mo scresning 12 23 15 16 i i A

Hemocoult 1 21 1 i 4 42 37
Immunochemical FOET 20 2] | 3 35 A7 —
Flesible sigmoidoscopy 14 10 i B 34 49
Colonoscopy 14 B i 3 30 GG

Flexible sigmoidoscopy + Hemocoult 11 G g 4 3 Ji 53

* FOBT = feced oocuft biood test WA - nat applicable



Effect on CRC incidence of a FIT Programme in the district of Florence.
Ventura et al submitted

Cumulative Hazard Estimates

Screened
Not Screened

0 5 10 15
analysis time

After an average time of 11 years of follow up overall 22% o  f
CRC reduction for people attendind the first screening
Invitation as compared to not attending



What Is the best strategy

e For the Individual
* For the Community



guestions

e What strategy

Evaluating for each strategy

o Effectiveness

o Cost-effectiveness

e Budget impact

 Endoscopic Workload

e The problems (and the cost) of changing



What Is expected from this workshop

e We have not to decide at the moment. Decision
will be taken in other context

e \We should discuss on what materials can be
useful for future decison

=» Evaluation on the field, impact, cost and
endoscopic workload of different combined
strategies

=» Planning Pilot studies



x 100 invitati

Anno 2010. Adesione corretta
all’invito per Regione
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Kaplan-Maler

Cumulative Hazard Estimates

0.04
1

Screened
Not Screened

0.02 0.03
| |

0.01

0 5 10 15
analysis time

0.00

o Coorte degli screenati: 141 cancri, /8023
person-years, FUP medio 11.2 anni.

e Coorte del non screenati: 661 cancri, 285945
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Estensione effettiva degli inviti
al 31.12.2010
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x 100 invitati
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Adesione all'invito per Regione e programma

100




x 100 invitati

Adesione corretta per storia di screening
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x 100 esaminati

Primi esami — Test positivi standardizzati per Regio
(media, 10°e 90°percentile)

ne

Standard accettabile < 6%, desiderabile < 5%




x 100 esaminati

Esami successivi — Test positivi stand. per Regione
(media, 10°e 90°percentile)

0 2 2 4 O o &) ( o @ Qe )
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] Q,'Qp o\ \/06‘ Q¥ & @

Standard accettabile < 4.5%, desiderabile < 3.5%




x 100 esaminati

Test positivi per Macroarea
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Test Inadeguat

(media, 10°e 90°percentile)

lJeulwess Q0T X

Standard accettabile <1%




Adesione alla colonscopia

Standard accettabile > 85%, desiderabile > 90%
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x 100 SOF+
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Colonscopie complete

(media, 10°e 90°percentile)

Standard accettabile > 85%, desiderabile > 90%
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x 100 colonscopie
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x 100 CT incomplete

Colonscopie incomplete che vengono completate
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Colonscopie incomplete che vengono completate
per macroarea

60
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Complicanze all’endoscopia

CT OPERATIVE | Media 2010 Range Standard

Sanguinamenti 3,7%o 0 —42,8%0 <25%0
Perforazioni 0,4%o 0 —19,2%o <25%0
CT NON Media 2010 Range Standard
OPERATIVE
Sanguinamenti 0,4%o 0 — 5,3%o <5%o

Perforazioni 0,3%o0 0 —19,6%0 <5%o0




x 1000 esaminati

Tassi di iIdentificazione
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Rapporto tra adenomi avanzati / iniziali,
per macroarea
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x 1000 esaminati

Primi esami - Tassi st. di identificazione per carci noma
5
4 3I,8*
3 2|7
214 2
2 i
D
0 - i
/\,yo. Ny ,\/ & \{zr ;\\ \e \@' @ QQ% QQ% Q,\/
SRS IN «aS @ 'q\\' S & & Q> (g P oV P
S Q)Q’%% ® \’O@@\/O(g‘@@szp@ AQ’ P TLE (L g Q}é ¢ \Q,é‘ 06\ N\ \\{b- \&\{o &°

Standard accettabile >2.0%o0, desiderabile >2.5%o




Primi esami - Tassi st. di identificazione per ad. a  vanzato
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Standard accettabile >7.5%o0, desiderabile >10%o




Primi esami - Tassi st. di identificazione per macro

X 100 esaminati
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x 1000 esaminati

Es. successivi - Tassi st . di identificazione per carcinoma
ed adenoma avanzato
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x 100 colonscopie

Valore Predittivo Positivo del SOF+ alla colonscopia
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x 100 colonscopie

Primi esami. VPP del SOF+ alla colonscopia,

per Regione
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Standard accettabile >25%, desiderabile >30%




x 100 colonscopie

Esami successivi. VPP del SOF+ alla colonscopia,
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Lesioni diagnosticate

Primi esami Es. successivi
Screenati 766.108 866.989
Carcinomi 1.971 1.070
di cui adenomi 28.4% 20.6%
cancerizzati
Adenomi avanzati 8.314 6.642
Carcinomi stadiati 63% 76%




Distribuzione per stadio alla diagnosi

(solo casi con stadio noto = 67%)

Programmi SOF _
Stadi — _ — Programmi
@dio | primi esami | Es. successivi | RS (n=25)

(n=1281) (n=834)

I 30,1 41,4 28,0
|* 24,1 10,6 32,0
1l 18,7 22,7 4,0
-1V 27,1 25,4 36,0

* adenomi cancerizzati trattati con sola resezione endoscopica




Quota di lesioni con trattamento
esclusivamente endoscopico

Media 2010 |10%90°percentile*
Tutti | carcinomi 14,3% 0—-30%
Carcinomi pT1 37,3% 0-87%
Adenomi avanzati 95,5% 88 - 100%

* Solo programmi con almeno 5 lesioni e con il dato sul trattamento
presente per almeno il 75% dei casi




Tempo per 'esecuzione della colonscopia di approfo ndimento
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Standard accettabile >90% entro 30 gg, desiderabile

>95% entro 30 gg




Tempo per I'esecuzione della colonscopia di approfo ndimento
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Programmi RS

2007 2008 2009 2010
N° programmi 7 7 9 9
Popolazione target 48.450 | 49.622 | 60.844 58.256
N° invitati 32.159 | 29.028 | 39.512 57.091
Estensione inviti (%) 66.5 58.8 64.8 97.9
N° screenati 8.678 8.135 | 9.511 13.752
Adesione all'invito (%) | 27.7 27.2 24.3 24.0

adesione a SOF
+ 8/10%




Programmi RS

2008 2009 2010 standard

RS positive (%)

ad. avanzato 5.1 4.6 4.1 <6-8%
altro 8.4 6.4 3.1
DR adenomi alla RS (%) 13.8 19.6 18.7 >7.5-12.5%
DR (%o)
carcinoma 4.7 2.6 3.3 >3-4%0
ad. avanzato 47.5 43.7 43.3 >35-40%0

VPP di RS+ per
neoplasia prossimale (%) 7.9 10.3 7.0 >7-10%




Conclusioni 2009

e prosegue |'estensione

e problemi “di tenuta”

e problemi di adesione

 sostenibilita e qualita dei programmi del Sud
e qualita dei dati

« aree di approfondimento per GISCoR



