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Diagnostico Precoz: Beneficios

¢ ERSPC: (2009, 2012)

-182.160 (50-74a.); prefijado 162.388 (55-69); PSA cada 2-7a (4a); PSA>4ng/ml-> Bx.
Md sgto.=11 a.

0.014+

- Compliance: 83%

0.010+

0.008

- Contaminacion :<20%

- Bx realizadas: 85.9%

0.006—

from Prostate Cancer

0.004

Cumulative Hazard of Death

0.002+

0.000

! T T T T T T
0 2 4 6 8 10 12 14

Years since Randomization

Figure 2. Cumulative Hazard of Death from Prostate Cancer among Men

55 to 69 Years of Age.

Values are not included for centers in France because of the short follow-up
period (median, 4.6 years). The Nelson—Aalen method was used to calculate
the cumulative hazard of death from prostate cancer.

Disminucion dela CSM HR=0.79, ajustada a compliance HR=0.71
Las curvas se separan a los 7 anos—» Importancia del Sgto.
Se amplia la diferencia con mayor seguimiento (10-11a) HR=0.62

Schroder (2012)
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Diagnostico Precoz: Problemas ===

¢ Beneficio: ¥ mortalidad cancer a 1€ — o Mortallty

\ riesgo absoluto: 0.42% (0.34% a 14a)
\ riesgo relativo: 33% (44% a 14a)
NNI= 200 (293 a 14a)

NND=9 (12 a 14a)

¢ Problema: Sobrediagndstico (Screening= 43-56%12)

!

Sobretratamiento

ERSPC _ EBRT

Screening 277x 10  220x 10°

Control 100x 106° 120x 10°



Diagnostico Precoz
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¢ Consecuencias:
e Diagnosticas

- Tipificar la lesion: agresividad biologica
- Localizar la lesion y su extension
e Terapéuticas: Nuevas Alternativas

- Vigilancia Activa

- Terapia Focal
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Diagnostico Precoz

¢ Tipificar la agresividad del tumor
® Técnica de la Biopsia
- 210 cilindros *ajustados a volumen glandular

- ECO /TEMPLATE dirigidas *cubrir todas las areas de la prdstata
® Datos patoldgicos

- N2 cilindros afectos
- % de afectacion de cada cilindro y carga tumoral total

n
D
QD_

- Areas afectas
- Gleason

- Ki-67
® Biomarcadores *en investigacion:
- PCA-3, TMPRSS2-ERG, PHI index, Kh-4, BRCA1-2, etc.



Diagnostico Precoz: localizacion de la lesion ==

m Nuevas tecnologias ecograficas

¢ Contrast Enhanced US

¢ Real Time Elastography (RTE)

¢ Multiparametric US

¢ 3-D Computarized Reconstruction
US (HistoScanning)
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Diagnostico Precoz: identificcion y caracterizacion ==

Multiparametric MRI (T-2/ spectroscopy/ dynamic contraste/ diffusion
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Relative probability of tumor detection
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e Higher sensitivity for T2-MRI than DCE-MRI or RMSI

e Lower specificity for T2-MRI than DCE-MRI or MRSI

e T2-MRI associated to DCE-MRI or MRSI improves sentitivity
e Better detection with tumours >3mm

e T2-MRI + MRSI (-) = indolent Ca.

Turbey B Radiology (2010 255:89



Diagndstico Precoz: identificcion y caracterizacion ==

m Localizar/categorizar lesion: RNMmp / TPM (Bx)
¢ RNMmp (mejora localizacion y caracterizacion de la lesion)

0182 pts sospechosos PCa: RNMmp+ Bx dirigidas—> Bx masiva (TPM)

I N T L

Md. Cilindros 5 (4-6) 30 (22-53)

% cilindros (+) 38% 14%

CaP significativo 57% 62% 174
CaP insignificante 9% 17% .024

TPM similar deteccion para PCa significativo pero mayor
deteccion PCa insignificante y mas cilindros qgue RNMmp

Kasivisvanathan V. J Urol (2013)189: 860-866



Diagnéstico Precoz: estadio local ==

Enhanced) -MRI .

0.9 -

e Estadio local: Az=0.66 (T2-WI) vs Az=0.82 (DCE) ( p=.01) ..

Sensitivity

=
s
1

0.3 +
== Experienced reader (unenhanced MR) Az=077

02 1 e Experienced reader (enhanced MR) Az=0384
~#r Less experienced readers (unenhanced MR) Az = 0.66
—&— Less experienced readers (enhanced MR) Az =0.82

0 01 02 03 04 05 06 07 08 09 1

MRI es util pero la DCE-MRI mejora la seguridad (p=.01)

¢Cuando indicar una RNM?: en casos dudoso que
puedan hacer cambiar la actitud terapéutica

Futterer JJ Radiology (2005) 237:541
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Grupos de Riesgo Actuales

Muy Bajo T1c, PSA<10ng/ml, Gleason <6, PSAd <0.15ng/ml; <2; <50% cilindros

Bajo T1c, PSA<10ng/ml, Gleason <6

Intermedio  T1c-2c, PSA 10-20, Gleason 7

- _ NCA A PFA _ L -~ 0
195 0 FOA ZU-0VU O UIEdS0IN<o

Als Py
AILO C

Muy alto cT4 o N+ o M+ o PSA>50ng/ml



Grupo de muy bajo Riesgo: Vigilancia Activa
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¢ Criterios de inclusion

e PSA:
. £10-15ng/ml
. PSAD: £0.15-0.2 ng/ml

® Biopsia prostatica:
. 210 cilindros

. Gleason 6-7 (3-4)
. <50% cilindro afecto
. N2 cilindros afectos: <2 -3

e Estadio Clinico: T1c-T2a-T2



PROGRAMA de VA IVO

1. Gleason < 6 O 3+4 (> 70a) 7.- Bx de saturacion (por bx
2. PSA <10 ng/mL previas negativas), maximo
3. > 60gr; PSAd < 0,20 de 2 zonas y un total de 5mm
4.cT1 . de tm
5. Bx inicial 10-12 cilindros* en  8.- Expresion de Ki < 5%

los tltimos 6m 9.- Esperanza vida 10 afios

6. n2 méxin)o de cilindros PO? 10.- ECOG 0-1
2 y en ninguno de ellos mas

de 5mm de tm 11.- < de 80 aiios

12. Pts capaces de entender VA

Re-Bx (mapeo-saturacion) a los 6-9 meses

* En el caso de NO biopsia inicial en el IVO, pero que hubiera sido de 12 cilindros, se deberian reclamar las
laminillas para su revision por Dra Calatrava

* En el caso de biopsia inicial con menos de 10-12 cilindros hecha fuera del IVO, al paciente se le
conminaria a realizarse una de 10-12 cilindros en el IVO




Grupo de muy bajo Riesgo: Vigilancia Activa ==

¢ 391 pts (Gleason <6, Bx 210) PR: 5 criterios clinicos Ca Insignificante

Table 1 - Active surveillance eligibility critena used by different groups as described in their recent publications

Principal investigator (institution or study) Prostate-specific Prostate biopsy results Clinical

antigen stage

No. of Core
positive cores involvement, %
Carter (Johns Hopkins University, Epstein criteria) [7] Density <0.15 ng/ml <2 <50 Tic
Eastham { Memorial Sloan-Kettering Cancer Center) [11] <10 ng/ml <3 <50 Tlc-T2a
Schroder (Prostate Cancer Research International: <10 ng/ml and <2 Tic-T2
Active Surveillance) [6] density <0.2 ng/ml

Carroll {University of California, San Francisco) (8] <10 ng/ml <33% [of at least 6) <50 Tlc-T2
Soloway (University of Miami) [5] <15 ng/ml <2 <20 Tic-T2

44.1- 59.6% CaP Insignificante patoldgico

¥

Biopsia de confirmacion <1 ano

Iremashvili V Eur Urol (2012) 62: 462
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Grupo de muy bajo Riesgo: Vigilancia Activa

¢ Estudios prospectivos r 3 ~.
Study Patients, n Median pT3 in RP ptsl OS CSS
tha, mo
Van As and Parker [15] 326 22 8/18 (44%) 98 100
Carter et al. [16] 407 41 10/49 (20%) 98 100
PRIAS [17] 533-1000 48 4/24 (17%) 90 99
Soloway et al. [18] 99 45 0/2 100 100
Roemeling et al. [19] 278 41 89 100
Khatami and Hugusson [20] 270 63 Not stated 100
Klotz et al. [7] 452 73 Q4f24 (SS%)J 82 97 (at 10 v)
Total 2130-3000 43 Qﬂ 99.7 J

OS= Supervivencia global; CSS= supervivencia cancer especifica

Cambio a Tto Activo por progresion (30%):
e CRITERIO PATOLOGICO (T Gleason, n?, %, mm cilindros)
e CRITERIO BIOQUIMICO (cinética del PSA) = ayuda a decision Bx




Grupo de muy bajo Riesgo: Vigilancia Activa =_=

¢ Klotz: 993 pts (cT1b-T2b, Gleason <7, PSA<15ng/ml), Md sgto.=7.3 a

Prostate cancer survival with active
surveillance

Toronto Cohort overall survival 2014
N=993

Owerall Survival (probabiity)
4 .6

g
|
5
=
!
3

. @t sk
ool BAD Tiz 532 353 204 132
r . - + . -

T T T
1] 2 4 ] ] 10

Time (years)

Toronto cohort: Intervention free survival
N=993

22/993 men developed metastasis

Overall Survival in this group

o0g

0.6

0.4

0.2

Probability of Remaining Alve and on Surveillance

no. at risk
993 804 584 s 28 120 & 38 i1 3 i ]

0.0

j T T T T T T T T
0 2 4 [ 8 0 12 id il 18 20 2
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Grupo de muy bajo Riesgo: Terapia Focal
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¢ Problemas: Multifocalidad (56.3-87%)

¢ Solucidn: Lesion Dominante (Lesion Index)

- Responsable del Comportamiento Biolégico?

Relacion volumen tumoral global e lesion Index ‘

Y=0.486+ 1.03X
R?=905%
P<0.01

- Responsable de la Supervivencia?

Multifocalidad: no impacto sobre supervivencia ‘

Progression-Free probability

- Patron Patologico Microfocos:

Table 4 Histological characteristics of the individual tumour foci

Tomour type Total Clenson 27 Gleason <6 Volume 0.5 enf ECE SVl
(o) g N % N % N % N % N %
13% patron desfavorable
Unifocal n 7 318 15 682 18 818 5 7 7319
Index lesions 78 4 307 54 693 f6 846 13 166 5 b4
Secondary lesions 170 1 04 169 994 2 129 2 11 0 0

12 Karavitakis M Prost Ca Pros Diseases (11) 14: 36; 3; 2Noguchi M J Urol (03)170, 459 Algaba F J Endourol (10) 24:799



Grupo de muy bajo Riesgo: Terapia Focal C——

¢ Meétodos y efectos

Focal Therapy: Types of Ablative Therapies
Ablation Treatment Effects
* HIFU/planar ultrasound thermal %
ablation

* Interstitial Laser

* Cryotherapy

* Photodynamic therapy
* Brachytherapy/HDR

* Electroporation




Grupo de muy bajo Riesgo: Terapia Focal

i

Métodos: Criot/ HYFU/ Braquit/ Cybernife RT/ Termoterapia

Laser Intersticial/ Terapia Fotodindmica (TOOKAD® Solubl VTP)

Three Fourth / "Hockey-Stick” Ablation
Three Fourth / "Hockey-Stick™ Ablation

® rethra

mmmmmm FEfi

Lambert
Bahn
Onik
Ellis
Muto
Ahmed
Fegoun

Lindner

() Neurovascular bundle

Cryo
Cryo
Cryo
Cryo
HIFU
HIFU
HIFU

Ph-laser

Hemiablation

Hemiablation

@ Ttumour

31
48
60
29
42
12
12

1 Zone being ablated at one point in time

6-12
50
NA
NA
TPM
TPM
TPM

Targeted Focal Ablation
Targeted Focal Ablation

28ms
70ms
4.5yrs
17ms
32ms
NA
10yrs
NA

84%
88%
93%
80%
80%
95%
80%
50%

Multifocal Target Therapy

<50% 12%
ASTRO 4% 100%
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LND EXTENSA (EN QUE PACIENTES? —
m Mejor supervivencia en pN+, LND extensa vs estandar: 43 vs 10% (Allaf)
m En pts pNO, mejor supervivencia cuanto >n2 N extraidos (Matterson)
. (0) H T A 0 10 0 30 i 50 &0 k| a0 an 100
m Corte: 5% prediccion de pN+ Poinis S T SO OO SO O . .
Prostate specific — N
antigen 0 8 D 8 20 28 W I\ 4 45 &
Clinical stage T = S
+ iliacos _
externos N - _ x
__ o 2 Primary Gleason | !
grade =
LDN extensa; N4 . ;
+ iliacos D :F, A N . — - Secondary Gleason %}
IES TR grade .
Percentage of r T T T T T T T )
Posiﬁve cores ] 0 o0 ) 0 50 &0 m &0 aB 100
Tofal points ; : : : : , . ,
Probabiﬁfy of LI Eﬂliﬁ ".':1 ﬂ:i '?:3 ﬁ:'1 I.r.§ ?:ﬁ E:T '9:3 ﬂ:i 0.‘35
Recommendations GR

In patients who are unfit for surgery or radiotherapy, CSAP can be an alternative treatment for PCa. C
If HIFU Is offered, the lack of long-term comparative outcome data (> 10 y) should be discussed with |C
the patisnt.
Focal therapy of PCa s still in its infancy and cannot be recommendead as a therapeutic alternative A
outside clinical trials.

Briganti A- Eur Urol. 2012 Mar;61(3):480-7.
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Resultados Prostatectomia ——
Reference No. of Year of RP | Median | 10-year 10-year 15-year 25-year
patients follow- | PSA-free cancer- cancer- cancer-
up (mo) | survival (%) | specific specific specific
survival (%) | survival (%) | survival (%)
Isbarn et al. 436 1992-97 122 60 94
(2009) (37)
Roehl et al. 3478 1983-2003 | 65 68 97
(2004) (38)
Han et al. 2404 1982-99 75 74 96 90
(2001) (39)
Hull et al. 1000 1983-98 53 75 98
(2002) (40)
Porter et al. 752 1954-94 137 71 96 91 82
(2006) (41)
Bill-Axelson | 347 1989-99 153 85
et al. (2011)
(8)
Stephenson | 6398 1987-2005 | 48 88
et al. (42)

Resultados muy robustos a 15y 25 anos




Resultados Prostatectomia
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Resultados Prostatectomia

Serie IVO, 1614 pts: Bajo R (675); Intermedio (612); Alto (327)
-Media y Md sgto =67.3y 55.4 ms

. . . . 7 . . . .
Supervivencia Global Supervivencia Especifica Supervivencia Libre M+
07 1,07 el \‘—
© \_LI—
Q
E 0,8 E:,-O,B— 0,87
9 ]
5067 ] 0,64
[ — ;!
g 8 06
c S
g 3}
S 0,4 80,4 047
z 2
Qo [
3 2
9 2+ 2 0.2 0.2
[
o
=]
7
0,0 0,0 0.0
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
0 24 48 72 96 120 144 168 192 216 240 264 288 312 0 24 48 72 96 120 144 168 192 216 240 264 288 312 0 24 48 72 96 120 144 168 192 216 240
Tiempo de seguimiento (meses) Tiempo de seguimiento (meses) Tiempo (meses) libre de progresion metastasica

Supervivencia Libre PSA

1,07

Global 924.1

o
©
|

o
o
|

Especifica 97.5

o
ES
|

Libre M+ 94.3

Supervivencia libre de prog.
biolégica
o
N

001 Libre PSA 66.0

! I I I I ! I ! ! I I ! ! !
0 24 48 72 96 120 144 168 192 216 240 264 288 312

Tiempo (meses) libre de progresion
bioquimica




Resultados Prostatectomia

=
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Supervivencia libre PSA

0,67

0,47

0,2

0,07

I I I I I
48 96 144 192 240

o —

Supervivencia Libre M+

1,07

I
288

0,67

0,47

0,27

I I I I

0,07

I
0 48 96 144 192

I
240

I
288

Su

1,07

0,67

0,47

0,27

0,0

pervivencia Global

_ Bajo Riesgo Riesgo Intermedio

T T T T T T T T T T T T 1
0 24 48 72 96 120 144 168 192 216 240 264 288 312

1,07

0,47

0,27

0,07

Supervivencia Especifica

s e B

I I I I I I
200 250 300

I
0 50 100 150

Supervivencia a 5avy a (10a

Libre PSA 79.6 (72.1)
Global 97.8 (90.1)
Especifica 99.5 (99.2)
Libre M+ 98.6 (96.6)

63.7 (49.8)

95.2 (76.0)
98.9 (96.0)

95.9 (85.5)
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Resultados Prostatectomia
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MSKCC; Cleveland C.; Ann Arbor; Baylor C.: 12677 pts (Alto R. = 1962 pts)

Table 2. Risk of Prostate Cancer-Specific Mortality at 10 and 15 Years After Radical Prostatectomy

Patients® 15-Year PCSM

Variable Mo. % U 95% CI
Risk group
PSA < 10, Gleason score 6, T1c or T2a 5,200 46 2 0.3t04
PSA 10-20, Gleason score 7, T2B 4. 184 37 10 Gto 14
PSA = 20, Gleason score 810, T2¢-T3 1,962 17 19 14 to 24
= Riesgo Global Especifica
a 0.8
2 Serie completa 62% 88%
£ Bajo 98%
2 o2 Intermedio 90%
0 24 48 72 96 120 144 168 192 Alto 81%

Time Since Prostatectomy (months)
6,398 4,437 3,176 2,133 1436 893 418 177 &7 Stephenson AJ JCO (09) 27: 4300




Resultados Prostatectomia: Alto Riesgo

|

¢ Casuistica (1987- 2005): 210 (20.5%); md sgto= 88ms

m Técnica: PR radical + LND extensa

m Resultados oncologicos

Supervivencia
e Libre de PSA a 5 (10a) = 50.1% (31.6%)
o Especifica a 5 (10a)< 96% (78%)
e Global a5y (10a)=83% (69%)
e Tto. complementarios| 55 (50%)
- HT (24%);
- RT+HT (17%);
- Quimioterapia (8.3%)

mulada

Supervivencia acul

7 Supervivencia libre PSA

ssssssss

Supervivencia especifica

IIIIIIIIIII
4444444444444444
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Resultados Prostatectomia: Alto Riesgo
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¢ Resultados Funcionales

- Continencia
. Completa (no pads)= 81.0%
. Leve/moderada (1-2 pads)= 14.7%
. Severa (>2 pads) = 4.2%

-Ereccion completa= 26.2

. Una 33.9%; dos= 49.4%

¢ Resultados funcionales

e o ntermedio Ao [P

Continencia (0-1 pad) 91.6% 89.6% .231
Potencia (tsidenafilo) 56% 28% .002



PR Abierta, Laparoscopica, Robotica ——
Evaluacion:
- alos 90 dias Table 2. Propensity adjusted outcomes

- % reingresos
- Clasificacion Clavien

Radical Prostatectomy

RALS Ls 05 p Value

m Menor: pérdida sangre, transfusion No. complications (%)
_ ) Cardiac 7307 DS % (11) 015
y estancia (<1 dia) Respiratory 10 (1) DS 192 22) 0024
m [gua/: tasa Complicaciones’ potencia Genitourinary 119 .20 17 [3.6) 9 (1.1 0203
. . Wound 7302 0 55 (0.6 <0001

y continencia

m Mayor: t° quirurgico, coste, curva Vascular 0 (04 0 64 (0.8) <0.001
rendizaie. m r N reiner Miscellaneous medical 526 (B.1) 41 (8.7] 399 (46) 0321
aprendizaje, mayor n= reingresos Miscellaneous surgical 208 (200 12 [25) 25 (26 0382
= Influencia del cirujano: clara Death 0 0 19 (0.2) <0.01
m Encuesta satisfaccion: menor con robdtica| AW womliction 864 (84) 68 (145 869 (101) 0.0
(Schroeck-08) o OO0t Tars oSN (Tl 168 11,0/ oS 57 152 =000l
Mean days LOS (SD) 17 (330 20 32) 2.4 (4.0) <0001

m No resultados oncoldgicos todavia solidos . nutine discharge (%) 9770 (9.9 443 (¥2) 8101 (@41) 065

Paciente elija cirujano y cirujano elija procedimiento

Hua-yin YuJ Urol (12) 187: 1392



Calidad de Vida: PR vs BT vs RT
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% pts problemas PR

RT

BT

Urinaria
- frecuencia 10
- Incontinencia 8

- GLOBAL

14
5
11

20

16

Digestivo 1

11

Sexual
-no ereccion 51
-global 43

51
37

44
30

A los 24 meses:

BT: sintomas irritativos, sexuales e

intestinales

PR: incontinencia, impotencia

mejoran sintomas irritativos y

obstructivos

A Prostatectomy

—— Nerre-sparing —8— Mon-nerve-sparing

Urinary kritation or Urinary Incontinence
Ohstrudion Score Score Secual Smre

Bowe| or Rectal
Score

Vimlity or Hormonal
Scare
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B Radiotherapy
—— Radictherapy —£- Radictherapy
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Follow-up [ma)

C Brachytherapy

—a— Brachytheragy —o— Brachytherapy plus

alone

Sexual Score

Urinary Irritation or Urinary Incontinence
Ohbstruction Score Score

Bowel or Rectal
Score

Vitality or Homonal
Score

radictheragy, NHT,

ar bath
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Calidad de Vida: PR vs BT vs RT

|

Servicios Urologia, Radioterapia y Health Care. Universidad Michigan

Seguimiento a largo plazo (>4 afios); mediana = 6.2 ainos

1. Durante el 12 y 22 aiio la incontinencia y potencia mejoran en PR
2. Aparirdel 22 no se modifican ambos dominios en PR

3. A partir del 22 afio ambos dominios se deterioran en 3-D CRT y BT

1 controls
L] Rrp
i’ B Bl 3DCRT
B BT

1. Inicio: mejor continencia y potencia para RTy BT

2. Largo plazo: mejor continencia para RT pero no significativa

Miller D.C. J.Clin.Oncol. 2005, 23: 2772



Indicaciones Terapéuticas =
RIESGO MUY BAJO
e VIGILANCIA ACTIVA RIESGO BAJO
eTERAPIA FOCAL Esperanza vida <15a
U ® PR/BT/ RT/ VA/ T. FOCAL
Esperanza vida >15a
RIESGO INTERMEDIO e PR
Esperanza vida <10a e BToRTo VAo T. FOCAL

® PR 0 IMRT/3D-CR+4ms HT o BT £ RT

® VA o T. FOCAL (unilateral)
Esperanza vida >10a ALTO RIESGO
® PR ® PR+RT=HT

e IMRT/3D-CR+4ms HT o BT +RT ® RT+HT




ALTO RIESGO



“Diagnostico Precoz: Dilema Cientifico”

ERSPC: (2009, 2012). “Fair USPSTF”

USPSTF: Reconoce pero omite los resultados de la Rama Sueca
32.298 (50-64); PSA bianual; PSA >3.4- 2.5 - Bx

0-010 4 —— Screening group
----- Control group

uilative hazard estimate

Melson-Aalen curm

Number at risk
Soreening group 9952
Control group 9952

T T T T T T T T T 1
5 b 7 g g9 10 11 12 13 14
Time from randomisation {years)

9333 8585 746
9345 8580 7755

Figure 3: Cumulative risk of death from prostate cancer using Nelson-Aalen cumulative hazard estimates

ITT: HR=.056; TT (participantes)=: HR=0.44)
Confirma que las ramas se separan a los 10a.

Hugodsson (2013)
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“Diagnostico Precoz: Dilema Cientifico”

Datos Epidemiolégicos
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Year of Deati

PSA (60.6%0)

USPSTF. Disminucion de la mortalidad 40% coincide con la amplia

implantacion del PSA (1991-3)

-No se evalua el lead time: 5-7 anos

LJones GM J Am Coll Surg (95) 180:545; 2Etzioni R Cancer Causes Control (08) 19:175; 3Jemal, A. etal. CA Cancer J Clin 2008;58:71-96



“Diagnostico Precoz: Dilema Sanitario”

USPSTF: “Muchos mas hombres en un poblacidon de screening
experimentaran los dainos del screening que los beneficios”

2. Sobretratamiento: PLCO (90% tto. Actvo)
2. Sobretratamiento: ERSPC

Table 2. Treatment modalities in the whole cohort and per study

arm

Total group, Screen, Control,

N =8,389, N = 5,244, N = 3,145,
Treatment no. (%) no. (%) no. (%)

Radical prostatectomy 3,067 (36.6) 2,113 (40.3) 954 (30.3)

Radiotherapy 2,704 (32.2) 1,604 (30.6) 1,100 (35.0)
Active surveillance 1,553 (18.5) 1,116 (21.3) 437 (13.9)
Hormonal therapy 1,065 (12.7) 411 (7.8) 654 (20.8)

Treatment distribution was significantly different between arms (chi-
square test, p < 0.001).

Screening 72891 5244 (5.8%) 7.2% 21.3%
Control 89352 3145 (3.5%) 3.5% 13.9%




“Diagnostico Precoz: Dilema Sanitario”

USPSTF: “Muchos mas hombres en un poblacidon de screening
experimentaran los dainos del screening que los beneficios”

2. Sobretratamiento: Goteborg

Control group Screening group (n=1138)
(n=718)
All (n=1138) Attendees Non-attendees
(n=1046) (n=92)
Primary radical prostatectomy™ 241 (33-6%) 468 (41-1%) 439(42-0%) 29 (31-5%)
Primary radiation 75 (10-4%) 93 (8:2%) 81(7-7%) 12 (13-0%)
Primary endocrine treatment 162 (22-6%) 80 (7-0%) 47 (4-5%) 33 (35-9%)
Primary surveillance followed by 36 (5-0%) 142 (12-5%)  141(13:5%) 1(1-1%)
curative treatmentt
Primary surveillance followed by 20 (2-8%) 23 (2-0%) 21 (2-0%) 2 (2-2%)
endocrine treatment
Surveillance at last follow-up 152 (21-2%) 314 (27-6%) 301(28-8%) 13(14-1%)
Not treated: 32 (4-5%) 18 (1-6%) 16 (1-5%) 2 (2-2%)
Data are n (%). *Includes nine cryosurgeries and six cystoprostatectomies. fincludes two cystoprostatectomies.
fIncludes seven cases detected at autopsy.
Table 3: Treatments for prostate cancer, by study group

______|Pts P [Toa VA

Control 9952 714 (7.1%) 7.2% 33.5%
Screening 9952 1138 (11.4%) 11.4% EENM



Table 3. Treatment modalities in the cohort and per study arm, excluding men with distant metastases (n = 379)

Intermediate-risk PC,

e i ot Low-risk PC, no. (%) no. (%) High-risk PC, no. (%)
Treatment no. (%) no. (%) no. (%) Screen Control Screen Control Screen Control
Radical 3,064 (38.3) 2,113 (41.3) 951 (32.8) 1,099 (39.7) 342 (39.2) 663 (50.3) 403 (41.3) 351 (34.2) 206 (19.6)
prostatectomy

Radiotherapy 2,689 (33.6) 1,597 (31.2) 1,092 (37.7) 695 (25.1) 246 (28.2) 419 (31.8) 365 (37.4) 483 (47.0) 481 (45.9)

Active Surveillance 1,545 (19.3) 1,111 (21.7) 434 (15.00 916 (33.1) 251 (28.8) 153 (11.6) 130(13.3) 42 (4.1) 53 (5.1)
Hormonal therapy 712 (8.9) 291 (5.7) 421 (14.5) 56 (2.0) 34 (3.9) 84 (6.4) 78 (8.0) 151 (14.7) 309 (29.5)
Total 8,010 5,112 2,898 2,766 873 1,319 976 1,027 1,049

Additionally, treatment per arm is described stratified by risk group according to the criteria by d’Amico et al.” Differences in treatment distribution
were statistically significant in all risk groups at the p < 0.05 level.



Templete Prostate Mapping-Bx (TPM) vs TRUS===

m TPM 3-D computer reconstruction vs 12-cores TRUS
eSimulation study on 107 RP: Significant PCa (20.5mly 2 0.2ml)
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Yu H. BJU Int (12) 110: 812



MRI: Detection & Localization
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m erMRI-T2WI vs TRUS: analysis of 106 pts receiving RP*

mm MRI (anterior) | TRUS

Mild 0.75
Base 0.81 0.79 0.61
Apex 0.67 0.72 0.71 B

B Missed tumour by T2-WI-MRI: 21-37%23

e MRI-guide Bx improved location ==
of PCa compared to TRUS (p<.001). |
e T2-MRI missed many tumours

! Mullerad M J Urol (05) 174 (6): 2158-63;2 Delongschamp NB BJU Int (2011) I
107;1411-8; 3 Kasivisvanathan V J Urol (12) 189:860 e
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T2-MRI1 vs multiparametric MRl (mpMRI)

W 57 pts treated with RP: T2-WIi-MRI vs mpMRI
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m 114 pts suspicious of PCa receiving mpMRI-TRUS-Bx
® normal mpMRI: avoid 21% Bx (-), 5% Bx (insignif. Pca) &[4% Bx (Signif. PCa)]

e Adding DWI (az=0.92) or DCE (az=0.91) 1* performance in PCa
detection & localization (PZ) compared to T2-WI (Az=0.81)
e However, only adding DWI/* the accurracy in TZ (aAz=0.88)

Delongschamp NB BJU Int (2011) 107;1411-8; Rouse P (Urol Inter (2010) 87: 49.53




MRI-TB vs Tranperineal Prostate Mapping (TPM)==

m 182 pts with suspicious PCa in mpMRI underwent Target Bx (MRI-
TB) followed by Template Prostate Bx (TPB): 130 (72%) Bx (+)

Table 3. Agreement between MRI-TB and TPB for cancer

No. TPB Md. Cores

Clinically Clinically (4 6) (22 53)
MRI-TB Significant Insignificant No Ca Totals 9% cores (.,_) 38% 14%

Clinically significant 86 10 7 103
Clinically insignificant 9 7 1 17
No Ca 18 14 30 62
Tt o T A% W

MRI-TB achieved similar significant PCa & less indolent
PCa detection than TPM with less biopsy cores

Kasivisvanathan V. Jurol (2013)189: 860-866



Criterios de inclusion en VA

1. ADC Gleason < 6 Gleason y 7.- Bx de saturacion (por bx
Gleason 3+4 en > 70a previas negativas), maximo
2.PSA <10 ng/mL de 2 zonas y un total de
3. > 60gr; PSAd < 0,20 5mm de tm
- 1A - o)
4.cTL pq 8. Exprespn de K|-< 5%
5. Bx inicial 10-12 cilindros* en  °- Expei:tatwa de vida mayor a
los Ultimos 6m 10 afnos
10.- ECOG 0-1

6. N2 maximo de cilindros =2 vy
en ninguno de ellos mas de 11.- <de 80 ahos
5mm de tm 12. Pacientes capaces de
entender la VA y firmar CInf

* En el caso de NO biopsia inicial en el IVO, pero que hubiera sido de 12 cilindros, se deberian reclamar las
laminillas para su revision por Dra Calatrava

* En el caso de biopsia inicial con menos de 10-12 cilindros hecha fuera del IVO, al paciente se le
conminaria a realizarse una de 10-12 cilindros en el IVO
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Criterios de recomendacion de tto activo

Decision del paciente de salirse del protocolo en cualquier
momento por ansiedad o negarse a mas bx

Decision del urdlogo al considerar el paciente no fiable para
cumplimiento estricto del protocolo

Gleason 4 en las bx de confirmacion/segto (*obligado si
Gleason 4+3 y en caso de Gleason 3+4 (solo si > 70), se le
ofertara al paciente seguir o no en funcidn de su deseo de
permanecer o no en VA)

Mas de dos cilindros afectados (TR) o mas de dos zonas
implicadas o > 5mm (ambas)

Mas del 5mm de tumor en un cilindro
Progresion local franca por TR o por RMN
Progresion a distancia



Focal Therapy: Identify Index Tumor =—— ===

1. Prostate Biopsy (Bx): Improvements
m Color doppler US (CDUS)

- Can identify lesion more 1mm
- Improve specificity (93%) but sensitivity (49%) is still low

B Contrate-enhanced US (CEUS- microbubles)

- detection rate improvement from 27% to 37% (Pelzer)

- 78% lesion localization (4 multicentric European Studies

- Sensivity increases 38 vs 69%; specifity: 83 vs 80% (Halpern)

- Cardio-vascular problems
(a) TRUS B-mode &%

m Elastography
- Sensitivity tumour location: 80-90%
- detection rate: 74% (correlation with RP)
- Potential in monitorization

- tumour size stimation
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¢Como Localizar y Caracterizar la Lesion?

¢ Localizar/categorizar lesion: RNMmp / TPM (Bx)

m RNMmp (mejora localizacion y caracterizacion de la lesion)

®182 pts sospechosos PCa: RNMmp+ Bx dirigidas—> Bx masiva (TPM)

I N T L

Md. Cilindros 5 (4-6) 30 (22-53)

% cilindros (+) 38% 14%

CaP significativo 57% 62% 174
CaP insignificante 9% 17% .024

TPM similar deteccion para PCa significativo pero mayor
deteccion PCa insignificante y mas cilindros que RNMmp

Kasivisvanathan V. J Urol (2013)189: 860-866
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Diagnostico Precoz: Localizacion

m Contrast Enhanced US (CEUS-6 cores) vs 12-TRUS!?
eDutasteride Trial: PCa Detection: TRUS (8.5%) vs CEUS (16.4%) (OR=2.1, p<.001)

Az=0.60 Az=0.64
Gleason27 Az=0.70 Az=0.80

Random trial m Sensitivity | Specificity

178 51.1% 61% 68%
GEU 175 39.4% 15% 92%

m mMpUS: RTE+CEUS PPV (PCa detection) from 61.5% to 89.7%>

m 3-D Computarized Reconstruction US (HistoScanning)*
e Sensitivity: 91% 21/23 Index lesion >0.5ml 0

1Halpnern EJ J Urol (12) 188:1738-45; 23Brock M J Urol (12) 187:2039 & J Urol (13) 189: 93-8; “Simmons LA BJU Int (12)



Grupo de muy bajo Riesgo

|

V. ACTIVA
- Gleason 6y Tto. ACTIVO
microfocos o - Gleason =7 (4+3 unifocal) o
mayores (3+4 multifocal)
T. FOCAL
- Gleason 6 con grandes
volumenes

- Gleason 7 unilateral



Resultados Prostatectomia —

Supervivencia Global Supervivencia Especifica Supervivencia Libre M+
107 1,0
1,07 : e ’
0,8 i
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0.2 oam 02-
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Tiempo de seguimiento (meses) Tiempo (meses) libre de progresién metastasica

Superv. Libre PSA Supervivencia 5a (10a)
Bajo (675) Interm. (612) Alto (327)

Global 97.8 (90.1) 95.2 (76.0) 86.5 (66.8)

Il 995  (99.2) [98.9 (96.0) |92.4 (76.7)

Libre M+ 98.6 (96.6) 95.9 (85.5) 83.8 (67.9)

Libre PSA  79.6 (72.1) 63.7  (49.8) 35.3 (23.8)



Diagnostico Precoz =

¢ Beneficio: Ny mortalidad por cancer a 18a

18 year Follow-up from Gothenburg

\V riesgo absoluto: 0.42% (0.34% a 14a) Ihcidence PC Mortality

\ riesgo relativo: 33% (44% a 14a)
NNI= 200 (293 a 14a)
NND=9 (12 a 14a)

All ages

¢ Problema: Sobrediagndstico: Screening= 43-56%?

y

Sobretratamiento BN NLIELEL

Screening 277x10° 220x 10°
Control 100x 10° 120x 10°
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Resultados Prostatectomia: Alto Riesgo

[
I
\

m Resultados funcionales

m Resultados funcionales [T m_

-Continencia= no-1 pad Continencia 91.6% 89.6% .231
-Potencia tttos. orales
Potencia 56% 28% .002



