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LO SCREENING CON COLONSCOPIA

| RISULTATI DEL NORDICC TRIAL



Nordic-European Initiative on Colorectal Cancer

The NordICC trial

Screening group Control group
* One-time colonoscopy « Standard of care
screening

* Bowel prep | NordICC inclusions
» Polyp removal during

screening procedure : =

. Po|yp surveillance Poland Netherlands Norway Sweden
according to ESGE

guidelines 94,959 individuals

randomised

Screening was performed between
June 2009 and June 2014.

Screening group Control group

9 (care as usual)
31,589 individuals 63,370 individuals



METODI

Target population

Average risk subjects aged 55 to 64 years.

General population sample

Interventions (randomization ratio 1:2)

* invitation to once-in-the-lifetime screening colonoscopy

* no invitation to screening — usual care



METODI

All screening colonoscopies were performed at dedicated centers.
A quality-assurance and training program was implemented for the trial.

Dedicated pathologists assessed all polyps and cancers according to the classification of the
World Health Organization.

Data from all screening examinations were registered in an online electronic case-report
form and stored at a central database.

Patients were referred for surveillance of polyps after screening in accordance with national
guidelines



POPOLAZIONE INCLUSA NELL'ANALISI

This report is based on follow-up data from all 84,585 participants in
Poland, Norway, and Sweden (89.1% of all 94,959 participants)

9780 participants, all from the Netherlands, could not be included
because Statistics Netherlands could not provide follow-up data from
the usual-care group owing to a new Dutch law based on the recently
introduced European Union General Data Protection Regulation.
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Primary End Points at 10 Yr
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Adjusted Per-Protocol Analyses at 10 Yr

LO0LCE
ii:
L7854 Higk Fadan, CLES (055 CI, 0550 EEi
TR
1304 §13=332)
L% s £, Lad
068100y Riak ratic, DT (34% 1, 037-0.77)
L= 0 2.4
0,73 [3%%. Ci
0.50- fana o, B.26-0.34)
G 09— 29} 030

.14 wLis
um'_l 1la = .“ = | £

invited Usual-Care invited Lsunl-Care

Group Group Ciroup Group

Risk of Colarectal Cancer gk of Death from Colorecial Cancar



Cumulative Rigk [9%6)

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Effect of Colonoscopy Screening on Risks
of Colorectal Cancer and Related Death

M. Bretthauer, M. Loberg, P. Wieszczy, M. Kalager, L. Emilsson, K. Garborg,
M. Rupinski, E. Dekker, M. Spaander, M. Bugajski, @. Holme, A.G. Zauber,
N.D. Pilonis, A. Mroz, E.J. Kuipers, ]. Shi, M.A. Hernan, H.-O. Adami, J. Regula,
G. Hoff, and M.F. Kaminski, for the NordICC Study Group*

Death from Any Cause at 10 Yr

Rlisk ratlo, -9 [935% CL [896~ | 04

100004
o

| %00 -
1 L1455 11.04

- . .

Ineiled Group Usual-Care Group

(REAG 1, 100861 1400 (559 €1, 10.78-1000

+004

QRLL



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Effect of Colonoscopy Screening on Risks
of Colorectal Cancer and Related Death

M. Bretthauer, M. Leberg, P. Wieszczy, M. Kalager, L. Emilsson, K. Garborg,
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Table 2. Primary and Secondary End Points,

End Point Invited Group
10¥r Risg
Participants o5 Ch
number percent
Colorectal carcer 259 0398 (036 to 1.09)
Death
From colomectal cancer 71 028 (021 to0.34)
From any cause 3036 E1.03 (1066 to 11,40

Risk Difference Risk Ratio
Usual-Care Group @ssCl) 95% Ci)
10¥r Risk
Particlpants 195% Cl}
number percent percéntoge points
521 120 {1.10+0 1.29) -0.23 {-0.37 10 -0.07) 082 {0.700 08
157 0.31 {026 to 0.35)
5078 1104107810 1130 -0.01 (=0.47 o 0.44) 0.99 (0,96 to 1.04)
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Annals of Internal Medicine

15-Year Benefits of Sigmoidoscopy Screening on Colorectal Cancer

Incidence and Mortality

A Pooled Analysis of Randomized Trials

Frederik E. Juul, MD; Amanda J. Cross, PhD; Robert E. Schoen, MD, MPH; Carlo Senore, MD, MSc; Paul Pinsky, PhD;
ge, PhD; Paulina Wi -S: ik, PhD; Paola Armaroli, MD, MSc;

Eric Miller, PhD; Nereo Segnan, MD, MSc; Kate W y p
Kjetil K. Garborg, MD, PhD; Hans-Olov Adami, MD, PhD; Geir Hoff, MD, PhD, MBChB; Mette Kalager, MD, PhD;

ORIGINAL RESEARCH

Michael Bretthauer, MD, PhD; Magnus Leberg, MD, PhD*; and @yvind Holme, MD, PhD*

Table 2. Pooled Analysis of CRC Incidence and Mortality in Randomized Sigmoidoscopy Screening Trials*

Variable Screening, n Usual Care, n Intention-to-Screen Analysis (95% Cl)t
Cases Participants Cases Participants Rate Ratio Rate Differencet
CRC incidence
Trial
NORCCAP 291 13 638 366 13 637 0.72(0.67 10 0.92) 0.66(0.24 to0 1.08)
PLCO 668 49 621 812 49 587 0.82 (0.74 to 0.90) 0.32(0.17 to0 0.47)
UKFSST 1034 57 098 1361 57 099 0.76(0.70 to 0.82) 0.64 (0.45 t0 0.83)
SCORE 368 17 136 444 17 1346 0.82(0.71 t0 0.95) 0.50(0.15 to 0.85)
Pooled analysis
All 2361 137 493 2985 137 459 0.79(0.75 to 0.83) 0.51 (0.40 to 0.63)
CRC mortality
Trial
NORCCAP 92 13 638 115 13 637 0.79 (0.60 to 1.05) 0.19(—0.04 to 0.42)
PLCO 171 49 621 182 49 587 0.94(0.75 t0 1.14) 0.03(-0.051t00.11)
UKFSST 29 57 098 399 57 099 0.72 (0.62 to 0.84) 0.21(0.11100.31)
SCORE 107 17 136 131 17 136 0.81 (0.62 to 1.06) 0.15(—-0.03 t0 0.33)
Pooled analysis
All 661 137 493 827 137 459 0.80(0.72 to 0.88) 0.13(0.07 tc 0.19)
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Riduzione di incidenza:
Riduzione della mortalita:

Annals of Internal Medicine ORIGINAL RESEARCH

Long-Term Follow-up of the Italian Flexible Sigmoidoscopy
Screening Trial

Carlo Senore, MD, MSc; Emilia Riggi, PhD; Pacla Armareli, MD, MSc; Luigina Bonelli, MD; Stefania Sciallero, MD, MPhil;
Marco Zappa, MD; Arrige Arrigoni, MD; Claudia Casella, PhD; Cristiano Crosta, MD; Fabie Falcini, MD; Franco Ferrero, MD;
Mario Fracchia, MD; Orietta Giuliani, PhD; Mauro Risio, MD; Antonio G. Russo, MD, MPH; Carmen Beatriz Visioli, MD, MSc;
Stefano Rosso, MD, MSc; and Nereo Segnan, MD, MPH; for the SCORE Working Group*

Long-term effects of once-only flexible sigmoidoscopy
screening after 17 years of follow-up: the UK Flexible
Sigmoidoscopy Screening randomised controlled trial

Wendy Atkin, Kate Wooldrage, D Maxwell Parkin, Ines Kralj-Hans, Eilidh MacRae, Urvi Shah, Stephen Duffy, Amanda Cross

Persone aderenti
33% - 35%
39% - 41%



RIDUZIONE DELLA MORTALITA GENERALE

LETTERS Annals of Intenal Medicine

Vol. 167 No. 8 = 17 October 2017 603
OBservATION: BRIEF RESEARCH REPORT

Andrew W. Swartz, MD
Reanalysis of All-Cause Mortality in the U.S. Preventive Yukon-Kuskokwim Delta Regional Hospital

Services Task Force 2016 Evidence Report on Colorectal Bethel, Alaska
Cancer Screening

Figure 2. RR for death with screening with flexible sigmoidoscopy in randomized controlled trials.

Jan M. Eberth, PhD
Michele J. Josey, MS

Scott M. Strayer, MD
University of South Carolina
Columbia, South Carolina

Screening Control
Trial Deaths,n Persons, n Risk % Deaths,n Porsons,n Risk,% RR(95% Cl)
NORCCAP
Age 50-54 y 427 6920 617 2387 37131  6.43 0.96 (0.87-1.06)
Age55-64y 1756 13652 12.86 5375 41089 13.08 0.98(0.94-1.03)
PLCO* 9390 77445 12.12 2627 77455 12.43 0.98 (0.95-1.002)
SCORE 1202 17136 7.01 1233 17136 7.20 0.97 (0.90-1.05)
UKFSST 6775 57099 11.87 13768 112939 12,19 0.97 (0.95-1.0002)
Subtotal 172252 285 750 0.975 (0.959-0.992)
Tolal events 19550 323%

Heterogenelty: chl-square = 0.22 (P=0.99); I* = 0%
Test for overal| effect: Z = 2.90 (P= 0.004)

NORCCAP - Norwegian Colorectal Cancer Prevention; PLCO = Prostate, Lung, Colorectal, and Ovarian: RR = relative risk: SCORE = Screening for

Colon Rectum; UKFSST = UK. Flexible Sigmoidoscopy Screening Trial.

RR (95% Cl)
:
N
!
—I—E . .
. Riduzione del 2.5%
I o, \
’: della mortalita per tutte
. ! . le cause a 10 anni dallo
085 090 100 1.10 120 screening nel gruppo
Favors Scroening Favors Control .. .
invitato a screening con
sigmoidoscopia

* This trial reports a modified all-cause mortality that excludes deaths from prostate, lung, and ovarian cancer because the intervention group was

alsn screaned for those tunes of canrer



CONCLUSIONI

Durata del follow-up ancora limitata

numero assoluto di eventi relativamente basso, in particolare per le morti
Esame diagnostico versus esame di screening
Storia naturale della malattia

Qual e Pesito di interesse?



CONCLUSIONI

Effectiveness of flexible sigmoidoscopy screening in men and women
and different age groups: pooled analysis of randomised trials

@yvind Holme,'? Robert E Schoen,? Carlo Senore,* Nereo Segnan,* Geir Hoff,>¢ Magnus Laberg,?®

Michael Bretthauer,"-»”# Hans-Olov Adami,?”? Mette Kalager?/#

BMJ 2017

Proximal colon

Both sexes*

086 079100.93)]

Ment 0.83 (0.73 10 0.94)
=60 yearst 0.82 (0.71 10 0.95)
<60 years§ 0.84 (06610 1.07)

Women] 0.91 (07910 1.03)
=60yearst 1.03 (0.88 10 1.20)
<60 years§ 0.65 (0.50 10 0.84)

Annals of Internal Medicine

ORIGINAL RESEARCH

Long-Term Follow-up of the Italian Flexible Sigmoidoscopy

Screening Trial

Carlo Senore, MD, MSc; Emilia Riggi, PhD; Pacla Armaroli, MD, MSc; Luigina Bonelli, MD; Stefania Sciallero, MD, MPhil;
Marco Zappa, MD; Arrigo Arrigoni, MD; Claudia Casella, PhD; Cristiano Crosta, MD; Fabio Falcini, MD; Franco Ferrero, MD;
Mario Fracchia, MD; Orietta Giuliani, PhD; Mauro Risio, MD; Antonio G. Russo, MD, MPH; Carmen Beatriz Visioli, MD, MSc;
Stefano Rosso, MD, MSc; and Nereo Segnan, MD, MPH; for the SCORE Working Group*

NNS to prevent one CRC
180 (95% Cl: 98-1134)
after 11-year f-up

115 (95% Cl: 69-343)
After 15-year f-up

0.04

0.87 (07310 1.04)

0.89 (0.70101.13)

0.96 (0.73101.28)

071 (0.4410114)

0.85 (0.66 10 1.10)

0.89 (0.65 10 1.27)

079 (0.51 10 1.23)

B. Distal

0.61

Intention to treat

6-8

911

12-15
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Colonoscopy versus Fecal Immunochemical
Testing in Colorectal-Cancer Screening
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Cost-efficacy
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