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Trial randomizzato:
— test del PSA — mortalita per tumore della prostata (MTP)

— Identificazione
 gruppi ad alto rischio di MTP nella popolazione
* gruppi maggiormente soggetti a sovra-diagnosi e sovra-trattamento

Uno dei piu grandi trial mai effettuati

randomizzazione

1C *‘f’g, @ ISTITUTO PER LO STUDIO
th? #F,}’ E LA PREVENZIONE ONCOLOGICA



ISp@

Screening and prostate cancer mortality: results of the
European Randomised Study of Screening for Prostate
Cancer (ERSPC) at 13 years of follow-up
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Anticipazione Trattamento
diagnostica differenziale
» down-staging * Migliore

é . | mortalita sopravvivenza a
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— preceduta | incidenza
stadi avanzati
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cancers were treated in the two_studies. In the
‘ screening group in the ERSPC, men in whom
prostate cancer was diagnosed were more likely
to_have been treated at an academic center than
were men in the control group.® Similar differ-




MATERIALI ...

Fonte dati: Database ERSPC

Casistica: uomini 55-69 anni alla randomizzazione dei centri con 13 anni di
follow-up, senza precedente diagnosi di tumore della prostata

Variabili: Braccio, Paese, Stadio T e M, Gleason score, PSA alla diagnosi, eta
alla randomizzazione, durata del follow-up, stato in vita

Categorie di rischio, alla diagnosi:
1 basso (T1-2 e Gleason <6)
2 intermedio (T1-2 e Gleason 7 oppure T3 e Gleason <7)
SieleyaipiLEs.e Sigason Sy e ot ety g P

4 metastatico PSA (Ml o PSA >100 ng/ml) Cancer (ERSPC) at 13yearsof follow-up

www.thelancet.com Published online August 7, 2014

®
1O @ ISTITUTO PER LO STUDIO
1] W, E LA PREVENZIONE ONCOLOGICA



“...replace each missing item with

id failure time stage 9 B |
o 1 0 12 early or more.accep.a .e vg Ues,
v" Original 2 1 7 early representing a distribution of
data-set 3.1 9 7 possibilities...”
4 0 12 advanced .
Rubin, 1987
-~ Rubin, DB, Multiple Imputation for Nonresponse in
999 1 2 2. Surveys, 1987, New York, Wiley
/f id failure time stage id failure time stage id failure time stage
v M 1 0 12 early 1 0 12 early 1 0 12 early
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ear /C e [ I I | < 1 < AC‘i
data'sets 3 1 9 early 3 1 9 advanced 3 1 9 advancec
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... EMETODI
Incidence based mortality
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Chu KC, Miller BA, Feuer EJ, Hankey BF. A method for partitioning cancer mortality

S i trends by factors associated with diagnosis: an application to female breast cancer. J Clin
1SDE - Epidemiol. 1994 Dec;47(12):1451-61.



6 'i RISULTATI: RR diincidenza e mortalita per
categoria di rischio IC 95%

Incidenza Mortalita
CAT.
rischio Studio Contr. RR (lC 95%) Studio Contr. RR (lC 95%)
% (n.) % (n.) % (n.) % (n.)
1-Low *t T A 1
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3-HIGH ? TT 11
4-MET | W
Totale
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RISULTATI: RR diincidenza e mortalita per

categoria di rischio IC 95%

Incidenza Mortalita

CAT.
rischio Studio Contr. RR (|C 95%) Studio Contr. RR (lC 95%)

% (n.) % (n.) % (n.) % (n.)
1-Low 1 65%  A7% 214 2,03:225 1
2-INT ? 24%  30% 1,24 116;134) 1
3-HIGH ? 8%  12% 1,00 089;113)  }1
4-MET | 4%  11% 0,60 (052;0,70) ]|
Totale 100% 100% 1,56 (1,52 1,62)

(7 408) (6 107)

600

-—

missing 570



® ‘ RISULTATI: RR diincidenza e mortalita per
categoria di rischio IC 95%

1.80 -~
MRD: —0.04 (—0.22, 0.14) —-0.15 (-0.52, 0.23) —-0.46(-1.00,0.09) -1.02(-1.67,-0.36) —1.28(-2.04,-0.53)
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3 ) IRD: —0.1(—0.47, 0.26) —0.88(-1.41, —0.35) -2.05(-2.72,-1.39) -2.66(-3.39,-1.92) -3.14(-3.93,-2.35)
0.20 -
0.00
0-3 0-6 0-9 0-11 0-13
Time, yr
To Y 0,91)
—&— Incidence rate ratio for risk group 4 (M1, PSA >100 ng/ml) —e— Mortality rate ratio by follow-up time
Fig. 1 - Cumulative incidence rate ratios for risk category 4 (after data imputation) and prostate cancer mortality rate ratio by time since ——
randomisation (95% confidence intervals given in parentheses).
m| c IRD = incidence rate difference per 1000 randomised men; MRD = mortality rate difference per 1000 randomised men.
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RISULTATI: RR diincidenza e mortalita per

categoria di rischio IC 95%

Incidenza Mortalita
CAT.
rischio Studio Contr. RR (lC 95%) Studio Contr. RR (lC 95%)
% (n.) % (n.) % (n.) % (n.)
1-Low 1 65%  47% 214 (203;225 3T 14% 7% 1,76 (1.13;2,72)
2-INT 2 24%  30% 124 (116,134 1 25% 16% 1,24 (092;167)
3-HIGH ? 8%  12% 1,00 0.89:1,13) |1 22% 18%  1,04(0.77;141)
4-MET | 4%  11% 0,60052;070 ]} 38% 59% 0,53 (043;0,65)
Totale 100%  100% 1,56 (1,52 ; 1,62) 100% 100% 0,79 (0,69 ;0,91)
(7 408) (6 107) (355) (545)
missing 570 600 34 31
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Conclusioni

Anticipazione Trattamento
diagnostica differenziale

Questi risultati confermano come la
riduzione complessiva della mortalita
) sia legata all'anticipazione
diagnostica, piuttosto che a differenze

)
di trattamento nel due gruppi
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FIGURA 21. Tumore della prostata.

B I-APC: 1996-2000: 5,4* (3,5; 7,3) 2000-2003: 14,2* (9,2; 19.4) 2003-2014: -2,0* -2,7; -1,3)
®
1§ A M-APC: 1996-2014: -1,8% (-2,5; -1,1)
.



earl
4 y
—
S adv.’
N ' .
N~ | — A
9 1adV:' O
= 4 @
&
egrly
»(: 162_338 |
560 early
2 anni ®- adv.
- ~ 4.
o
2
=
2 adv.
(@]
‘E’ @ ( A )
(@]
@)
IS @ ELAPHEVENZIONEONCOLOGICi\:OIIOW_up: 13 anm . PC d|ag A PC death




ULTATI - IRR per categoria di rischio e durata

| follow-up

. Risk 5.00 -
1: Lo
: 2: Ini
f 3:Hi - ® -1LOW 4.00 -
" 4 M risk
N Total
| 3.50 1
Cl=c
j IRD :
- e -2 3.00
INTERM
EDIATE
risk 250 J
3 HIGH 2.00 -
risk
1.50 -+
- ® =4M1 1.00 -
and/or
psa 100+
0.50 A
® 0.00

[ime since
wdomisation,
yr, IRD (95% CI)

(31.99-36.52)
(2.74-5.79)
(~1.09 to 0.74)
(-3.93 to —2.35)
(3.16-3.72)

<3 years <6 years

<9 years <11 years <13 years



@i RISULTATI: come leggere il ‘down-staging’
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RISULTATI

RR di incidenza e mortalita per categoria di
rischio IC 95%

RR (mortalita‘)

0,79 (0,69 ; 0,91)
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RISULTATI

RR di incidenza e mortalita per categoria di
rischio IC 95%

RR (mortalita‘)

0,79 (0,69 ; 0,91)
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RISULTATI

RR di incidenza e mortalita per categoria di
rischio IC 95%

RR (mortalita’)

1,76 (1,13 2,72)

1,24 (0,92 ; 1,67)

1,04 (0,77 : 1,41)

0,53 (0,43 ; 0,69)

0,79 (0,69 : 0,91)
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RISULTATI: Rischi relativi

1.80 - -
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0.20 -
0.00
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—&— Incidence rate ratio for risk group 4 (M1, PSA >100 ng/ml) —e— Mortality rate ratio by follow-up time

Fig. 1 - Cumulative incidence rate ratios for risk category 4 (after data imputation) and prostate cancer mortality rate ratio by time since

randomisation (95% confidence intervals given in parentheses).
@ IRD = incidence rate difference per 1000 randomised men; MRD = mortality rate difference per 1000 randomised men.
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v' Original
data-set

“...replace each missing item with

id failure time stage
T 0 12 early 2 0r more.accep’.tablle vglues,
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3.1 9 7 possibilities...”
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... EMETODI
Incidence based mortality
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