Cribatge del Cancer de Prostata



31,567 Asymptomatic participants
underwent baseline screening

|

|

4186 Had at least 1 solid or
partly solid nodule =5 mm
in diameter or had at least
1 nensolid nodule =8 mm

in diameter

27,381 Had no nodule or
nodules not qualifying as
a positive result

27,456 Annual screenings

|

|

1460 Showed newly identified
noncalcified nodules

25,996 Showed no newly identi-
fied noncalcified nodules

Baseline management
algorithm

Workup within 12 mo after
initial CT prompted
by symptoms

Annual management algorithm

|

405 Found to have lung
cancer on baseline CT

5 Received interim diagnosis
of lung cancer

Workup within 12 mo after
previous CT prompted
by syrmptoms

74 Showed lung cancer
on annual CT

None received interim diagnosis
of lung cancer

|

434 Received a diagnosis
of lung cancer 260 a.

TC basal: 2.7%
TC anyal: 0.6%

> 40 a:
TC basal: 1.3% |

TC anyal: 0.3% 412 Had clinical stage |

lung cancer




Cribatge. Mamografies. Experiencia a Osona

(3.2%o)



Cribatge. Mamografies.



Monelderly (<65 Years) Elderly {Age =65 Years)
Us Adults Health Insurance Mo Health Insurance With Health Insurance
Prevalence Prevalence Prevalence Prevalence
{%e) a5% Cl (¥a) 5% CI (¥a) as5%% Cl %) 5% Cl
Coloractal cancar
fadults =50 yaars)
Either a faxibia 456 (45.1-46.1) 422 (41.5-43.0) 188 (17 420 4) 511 (52.4-54.0)
sigmadascony
ar colonoscony®
FOBT hama kitt 19.0 (18.4-19.1) 16.5 (160-17.0} 93 (8.2-10.5) 226 (22.0-13.2)
FOBT or endascapyt 521 (51 6-52 &) 491 (48.4—49 8) 24 4 (2 8262 506 (58.9-80.3)
Braasicancar (waman
=40 yaars]
Mammagmams§ 58.0 (57 5-58.5) 6010 (59.4-860.7) 12 {31.3-35.1) 625 (61.6-83.4)
Mammogmam and CBET | 51.0 (50 4-51 4) 547 (54.0-55.4) 282 (26.4-30.1) 51.1 (50.1-52 0}
Cardcal cancer (waomean
=18 yaars)
Pap fast™ 85.0 (84 4-85.1) a0 (89.2-90.1) 757 (T4 3770} 721 (71.0-732)
Prasisla cancar
(man =50 yaars)
PSATT 54.0 (52 954 8) 5040 (488-51.0) 257 (28287 62.4 (61.1-83.7})
DREH 50.5 (48 6-51.3) 4910 (47.7-5010) 2310 (20 5-25 5) 57.0 (55.4-58.1)




Malalties prostatiques: Prostatitis, Hipertrofia Benigna 1
Cancer

Activitat fisica
Infeccions
Farmacs: Finasteride (reduccio dels nivells 50%)
Manipulacions via urinaria:
* Cistoscopia 1 biopsia prostatica (3-4 st)

* Ejaculacio 1 TR no ’alteran significativament



probabilitat de cancer segons PSA i tacte rectal

Tacte rectal PSA PSA PSA PSA >10
0-2 2-4 4-10

normal 1% 15% 25% >50%

anormal 5% 20% 45% >T75%

Catalona WJ, JAMA 1998, 279:1542-7




Quina es la probabilitat de que, s1 hi ha un cancer de prostata, el test
ho detecti ?

Sensibilitat: capacitat en deteccio de malignitat.
Amb un PSA normal (<4 ng/mL)

Sensibilitat 67.5-80%
20-30% de tumors no seran diagnosticats

Quina es la probabilitat de que, s1 no hi ha un cancer de prostata, el
test ho descart1?

Especificitat: capacitat per a excloure benignitat.
Especificitat: 60-70% amb PSA > 4 ng/mL



Biologia del PSA. Mecanismes de millora
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Objectiu primari: taxa de mort per cancer de prostata

Randomitzacio variable:
Finlandia, Suecia 1 Italia: abans del consentiment
Holanda,Belgica, Suissa 1 Espanya: despres del consentiment

Poblaci6 diana: homes 55-69 a. (inclusi6 variable segons pais)
Tall de PSA per indicacio de biopsia: 3

Finlandia: 4. S1 3-3.9: TR 1 ratio <0.16.

Italia: 4. S13-3.9:TR 1 Eco

Holanda 1 Belgica: TR+Eco+PSA 4 fins ’97. Despres sols PSA



Biopsia:

Fins Juny’06: biopsies per sexants guiades per Eco. Despres
biopsies per sextants pero lateralitzades.

Finlandia: 10-12 biopsies.

[talia: biopsies transperineals >’02

Intervals: 4 anys (a 6/7): 87% dels subjectes (Suecia: 2 a, Belgica: 7
a)

F-up: causa de mort avaluada a cec 1 classificades en un comité
independent



* Potencia d’un 86% per a demostrar una diferencia de mortalitat
del = 25%

* Te en compte la no adherencia en el grup cribatge 1 la
contaminacio al grup control: presuncio en el grup control d’una
compliance del 82% 1 una contaminacio del 20% 1 una reduccio
del 25% dels asignats a cribatge



182,160 Subjects 50-74 yr old underwent randomization
162,387 Were in the core age group (55-69 yr old)

160 Subjects 50-74 yr old died
144 Were 55-69 yr old

82,816 Were assigned to the 99,184 Were assigned to the
screening group control group
72,890 Were 55-69 yr cld 89,353 Were 55-69 yr old

6830 Had prostate cancer 4781 Had prostate cancer
5990 Were 55-69 yr old 4307 Were 55-69 yr old

Schroder FH et al. N Engl J Med 2009;360:1320-1328
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Table 1. Numbers of Subjects and Results of Screening, According to Study Center.*
Variable The Netherlands Belgium Sweden Finland Italy Spain Switzerland Total
November 1993— June 1991— June 1991— January 1996~  October 1996—  February 1996—  September 1998 June 1991-
March 2000 December 2003 December 2003 January 1999 October 2000 June 1999 August 2003 December 2003
Total no. of subjects 34,833 8562 11,852 80,379 14,517 2197 9903 162,243
Screening group — no. (%) 17,443 (50.1) 4307 (50.3) 5901 (49.9) 31,970 (39.8) 7,265 (50.0) 1056 (48.1) 4948 (50.0) 72,890 (44.9)
Control group — no. (%) 17,390 (49.9) 4255 (49.7) 5951 (50.1) 48,409 (60.2) 7,252 (50.0) 1141 (51.9) 4955 (50.0) 89,353 (55.1)
Age at randomization — yr
All subjects
Mean 61.9 63.0 59.8 59.6 62.2 61.0 61.6 60.8
Median 61.7 63.0 59.7 58.7 61.8 60.4 6.1 60.1
Screening group
Mean 61.9 63.0 59.8 59.6 62.2 60.5 61.6 60.9
Median 6l.7 63.0 39.7 58.7 61.7 9.7 61.0 60.3
Control group
Mean 62.0 63.0 59.8 59.6 62.2 61.4 61.7 60.7
Median 61.7 63.1 59.7 58.7 619 61.1 61.2 599
First round of screening—no. (%) 16,502 (94.6) 3795 (88.1) 3,649 (61.8) 20,796 (65.0) 4,961 (68.3) 1056 (100) 4721 (95.4) 55,480 (76.1)
Screening interval — yr 4 4-7 2 4 4 4 4 NA
Screened at least once — no. (%) 16,502 (94.6) 3876 (90.0) 4,466 (75.7) 23,608 (73.8) 5,675 (78.1) 1056 (100) 4740 (95.8) 59,923 (82.2)
No. of screening tests performed 34,526 6042 14,848 48 900 11,377 1846 8923 126,462
Positive PSA tests — no. (%) 7,707 (22.3) 984 (16.3) 2,751 (18.5) 5,528 (11.3) 1,267 (11.1) 354 (19.2) 1846 (20.7) 20,437 (16.2)
Biopsies — no. (%) 6,929 (89.9) 728 (74.0) 2,382 (86.6) 4,991 (90.3) 828 (65.4) 263 (74.3) 1422 (77.0) 17,543 (85.8)
Prostate cancers
Total detected in screening 1,736 (10.0) 363 (8.4) 697 (11.8) 2,493 (7.8) 280 (3.9) 68 (6.4) 353 (7.1) 5,990 (8.2)
group —no_ (%}
Detected during screening 1,521 182 550 1,477 180 60 265 4,235
—no.
Detected outside of 215 181 147 1,016 100 3 88 1,755
screening protocol —
no.
Positive predictive value of 22.0 25.0 23.1 29.6 21.7 22.8 18.6 24.1
screening — %7
Total detec% control group 685 (3.9) 252 (5.9) 421 (7.1) 2,632 (5.4) 133 (1.8) 24 (2.1) 160 (3.2) 4,307 (4.8)
—no,

* The results are for the predefined core age group for this study, which included men between the ages of 55 and 69 years. The dates that are listed for each country are the periods in
which subjects underwent randomization. NA denotes not applicable, and PSA prostate-specific antigen.

T The positive predictive value of biopsy was calculated as the number of screen-detected cancers divided by the number of biopsies.




Nombre total de homes de poblacio diana randomitzats: 162.387
Anys inclusi0: juny’91-set’98 fins des’03-des’03

Edat mitjana: 60.8 a

82.2% cribats com a minim un cop

Compliance millor si consentiment abans de random (88-100 vs
62-68%)

Mitja de 2.1 PSA per home

Compliance amb recomanacions de biopsia: 85.8%



Resultats (2)

Valor predictiu positiu de la biopsia: 24%



Resultats (3)

0.80 (0.67-0.95): p 0.01

0.71%0 morts per CP

total d’homes cribats per a prevenir una mort per CP: 1410,
amb un global de 1.7 visites per home durant 9 anys

augment de incidencia de CP del 34 %o al grup cribat. Per cada
CP diagnosticat n’hem de tractar 48 per prevenir-ne una mort



F-up mig: 8.8 anys

Control group

Screening group

Nelson—-Aalen Cumulative Hazard

1 1 | | 1 1 | ¥ 1

1 ]
0O 1 2 3 4 5 & 7 8 9 1011 12 13 14
Years since Randomization

No. at Risk

Screening group 65,078 53,902 20,258
Control group 80,101 73,534 23,758

Schroder FH et al. N Engl J Med 2009;360:1320-1328
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Table 2. Death from Prostate Cancer, According to the Age at Randomization.*

Age at Randomization Screening Group Control Group Rate Ratio (95% CI)}

Person-Yr (Death Person-Yr (Death
No. of Rate per 1000 No. of Rate per 1000
Deaths Person-Yr) Deaths Person-Yr)

All subjects 261 737,397 (0.35) 363 878,547 (0.41) 0.85 (0.73-1.00)
Age group
50-54 yr 55,241 (0.11) 4 53,734 (0.07) 1.47 (0.41-5.19)
35-59 yr 316,389 (0.19) 102 402,062 (0.25) 0.73 (0.53-1.00)
60-64 yr 191,542 (0.40) 95 221,113 (0.43) 0.94 (0.69-1.27)
70-74 yr 38,755 (1.06) 33 39,228 (0.34) 1.26 (0.80-1.99)

* The result of the chi-square test for heterogeneity among subjects in the core age group (55 to 69 years) was 2.44 (P=0.49).
7 Rate ratios were calculated with the use of Poisson regression and compare the rate of death from prostate cancer in
the screening group with the rate in the control group.

Schroder FH et al. N Engl J Med 2009;360:1320-1328

33 e NEW ENGLAND
Gi=s/ JOURNAL o MEDICINE



Study Overview

oy
%‘%§ The NEW ENGLAND

JOURNAL o MEDICINE




Original Article

oy
%‘%§ The NEW ENGLAND

JOURNAL o MEDICINE



Homes 55-74 anys
Periode d’inclusio: ’93-°01
10 centres als US

Criteris exclusi6: cancer previi> 1 PSA als 3 anys previs

Grup de cribatge: PSA anyal x 6 1 TR anyal x 4
Tall de PSA: >4

44% ambdos grups tenien >1 PSA



* End point primari: Mortalitat per CP (dins del PLCO)

* Previsio de contaminacio del 20%

* Aval.luacio semestral de dades:

— Nov’08: decisio de aturar 1’estudi per manca persistent de
diferencies de mortalitat junt a informacio de prejudici al grup
cribat



Table 1. Characteristics of the Subjects at Baseline.*

Screening Control
Group Group
Variable (N=38,343) (N=38,350)

percent

Age

55-59yr

60-64 yr

65-69 yr

J0-74 yr
Race or ethnic groupt

MNon-Hispanic white

Non-Hispanic black

Hispanic

Asian

Other

Missing data
Enlarged prostate or benign prostatic hyperplasia
Previous prostate biopsy
Family history of prostate cancer
PSA test within past 3 yr

Once

Two or more times

Digital rectal examination within past 3 yr

Once

Two or more times

* PSA denotes prostate-specific antigen,
T Race or ethnic group was self-reported.




Mitjana de f-up: 11.5 anys
Cumpliment grup cribatge: 85% PSA 186% TR

Contaminaci6 grup control: desde 40% PSA ler any fins 52% al
S1S€

Als 7 anys: ratio cancer cribatge/control: 1.22 (1.16-1.29)
Als 10 anys: 1.17 (1.1-1.22)



Resultats (2)

Als 7 a 1.13 (0.75-1.7)
Als 10a: 1.11(0.8-1.5)
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Table 2. Tumor Stage, Histopathological Type, and Gleason Score for All Prostate Cancers at 10 Years, According to Method of Detection and Time of Diagnosis.*

Variable Screening Group Control Group
All Subjects All Subjects
According to Method of Detection (N=3452) (N=2974)
Outside of
Screening Screen Detected Screen Detected
Never Screened After Screening Protocol at Baseline atYrl-Yr5
(N=154) (N=875) (N=374) (N=549) (N=1500)
number (percent)
Clinical stage
| 1 (0.6) 5 (0.6) 8(2.1) 2 (0.4) 2(0.1) 18 (0.5) 15 (0.5)
I 138 (89.6) 838 (95.8) 347 (92.3) 516 (94.0) 1458 (97.2) 3297 (95.5) 2790 (93.8)
i 5(3.2) 7(0.3) 3 (0.8) 12 (2.2) 22 (1.5) 49 (1.4) 56 (1.9)
Y 10 (6.5) 20 (2.3) 9 (2.4) 19 (3.5) 15 (1.0) 73 (2] 79 (2.7)
Unknown 0 5 (0.6) 7(1.9) 0 3(0.2) 15 (0.4) 34 (1.1)
Histopathological type
Adenocarcinoma
Any 144 (93.5) 824 (94.2) 346 (92.5) 511 (93.1) 1375 (91.7) 3200 (92.7) 2802 (94.2)
Acinar 9 (5.8) 48 (5.5) 25 (6.7) 36 (6.6) 124 (8.3) 242 (7.0) 158 (5.3)
Other 1 (0.6) 3(0.3) 3(0.8) 2 (0.4) 1{0.1) 10 (0.3) 14 (0.5)
Gleason score on biopsyt
24 11(7.1) 1.7 (1.9) 36 (9.6) 64 (11.7) 94 (6.3) 222 (6.4) 137 (4.6)
5-6 78 (50.6) 500 (57.1) 228 (61.0) 278 (50.6) 963 (64.2) 2047 (59.3) 1656 (55.7)
7 39 (25.3) 252 (28.8) 74 (19.8) 132 (24.0) 318 (21.2) 815 (23.6) 779 (26.2)
8-10 16 (10.4) 95 (10.9) 25 (6.7) 55 (10.0) 98 (6.5) 289 (8.4) 341 (11.5)
Unknown 10 (6.5) 11(1.3) 11 (2.9) 20 (3.6) 27 (1.8) 79 (2.3) 61 (2.1)

* Subjects with available data for tumor staging but not for nodal status or the presence or absence of metastasis were classified as having stage Il disease. Percentages may not total

100 because of rounding.

+ The Gleason score ranges from 2 to 10, with higher scores indicating more aggressive disease.




Table 3. Death Rates from Prostate Cancer per 10,000 Person-Years at 10 Years, *

Variable
1 2 3 4
Screening group
Cumulative deaths — no. 3 6 12 16
Cumulative person-yr — no. 37,864 75,292 112,234 148,635
Death rate 08 0.8 11 11
Control group
Cumulative deaths — no. 1 4 12 18
Cumulative person-yr — no. 37,838 75,231 112,123 148,444
Death rate 03 05 1.1 1.2
Rate ratio (95% Cl) 3.00 1.50 1.00 0.89

Years after Randomization
5 6 7
26 35 50
184,490 219,752 254,295
14 1.6 2.0
23 34 44
134,154 219,135 253,317
1.2 1.6 13
113 1.03 113

(031-2882) (0.42-531) (045-222) (045-174) (0.64-198) (0.64-165) (0.75-1.70)

8 9 10
59 76 9
287,196 316,244 340,230
21 24 27
56 65 82
285,777 314,463 338,083
20 21 24
105 1.16 111
(0.73-151)  (083-162) |(0.83-1.50)

* Rate ratios are the rates of death in the screening group divided by those in the control group.

Andriole GL et al. N Engl J Med 2009;360:1310-1319
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Punt de tall de PSA <4 (ex: ajustat a edat, ratio...)

Criteris heterogenis ERSPC

Contaminaci6 estudi PLCO: PSA grup control 52% vs 85% al cribat
Curt periode de f-up (9-11 a)

Morbilitat: sobretractaments al 50% pacients jj

Individualitzar tractaments: no tots s’han de tractar

No s’ha de fer mai s1 expectativa de vida < 10 a.

Consells diveregents

— En contra: US preventive task force,

— A favor: AUA PSA+TR >40 a, ACS >50 a (abans 1 afroam/antecfam), NCCN
>40 a



Incidence count (% of patients diagnosed with Mortality count (prostate cancer deaths
prostate cancer) per 10000 person-years)

Trial Screening group Control group Screening group Control group

PLCO [19] 2820 (74) 2322 (6.1) 80 (2.0 44 (1.7
ERSPC [20*] 5990 (8.2) 4307 (4.8) 261 (3.5) 363 (4.1)
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