Céncer de

Préstata




"
Epidemiologia

Estomagn

o
—
a7 | s | s
—
Posas [ w0 || o

S TR S [

Tumor de origen incierto

Leucemia

Linfoma no Hodgkin
TOTAL DE MUERTES




Cancenenaliyll

Estémago (526) 358
Cuello utenno (519) 524
Piel (312)

Mama (309)

Prostata (195) 26.0

Linforma No Hoedgkin (190)

Vesicula biliar y vias billares (153)

Higado (123) e —
Colon (114) a8 Prastata/ Prostate
Tiroides (101) e m Hombre Estémago  Stamach
Bronquios y pulmén (100) T8 40 L“'*“L] P

=0 0 =0 . 28 4 & y recto [ Colon and rectum

Leucemias / Leukaemias

Pulmén f Lung

Cersbro, médula espinal [ |-
8rain, spinal cord

Testiculo ! Tesls

Jeiido conectivo y biandos | |
Connective and soft tissue

urinaria | Urinary bladder [

calizaciones | Other sites [0 %

0 5 1 15 20 25 30 35 4D

Porcentaje { Percentage



"

INCIDENCIA / INCIDENCE 1996 - 2002

1000 - MORTALIDAD / MORTALITY 1996 - 2002
= i
=] |
=1 1000 -
g -
% 100 - E_
&= [ o
— e |
] &
o 2 100 -
E QL
W 104 o
E o
ool —
i S
[=]
=
2
3 S 10 -
[1+]
7]
(1]
|,._
1 e MU = : i

0- 5- 15- 25- 35- 45- 55- 65- 75- 85+

Albujar P (ed). El cancer en Trujillo 1996-2002. Estudio de incidencia mortalidad. Registro de cancer de base
poblacional de la ciudad de Truijillo, Peru. Informe N.°4 Trujillo, Noviembre 2006
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CANCER DE PROSTATA / PROSTATE CANCER, 1996 - 2002

INCIDENCIA / INCIDENCE

N® de casos incidentes [ N° of incident cases 304
9% entre todos los canceres de hombres /% among all males cancers 16,1
Tasa cruda / Crude rate (x 100 000) 15,5
Tasa estandarizada / Standarized rate {(x 100 000) 258
Riesgo acumulado / Cumulative risk (0 - 74) (%) 3.3

MORTALIDAD / MORTALITY

NMuomero de muertes [/ Number of deaths 187
% entre todas las muertes por cancer / % among all cancer deaths 15,9
Tasa cruda / Cruderate (x 100 000) 95
Tasa estandarizada / Standarized rate (x 100 000) 14,7

INDICADORES DE CALIDAD /[ QUALITY INDICATORS

Verificacion histologica / Histologic verification % 93%
Sélo certificado de defuncién / Only death certificate % 4%
Mortalidad / Incidencia - Mortality / incidence 419%

Albujar P (ed). El cancer en Trujillo 1996-2002. Estudio de incidencia mortalidad. Registro de cancer de base
poblacional de la ciudad de Truijillo, Peru. Informe N.°4 Trujillo, Noviembre 2006
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RIESGO ACUMULADO / CUMULATED RISK .
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SEER Incidence and US Death Rates®

Frostate Cancer
Joinpoint Analyses for Whites and Blacks from 15875-2004
and for Asian/Pacific Islanders, American Indians/Alaska Natives and Hispanics from 1292-2004
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Etiologia

m EXposicion a metales pesados

m Obesidad
m Tratamiento de suplencia androgénica
m Genética

1 familiar = riesgo x 2

2 familiares = riesgo x 5

Un hermano 45-50a =riesgo x 17



"
Patogenia
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Patologia

m Adenocarcinomas =2 95%

m Otros 2 5%

90% Celulas transicionales
10% Neuroendocrinos (celulas peguenas)
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Cuadro Clinico

m Sintomas
Estadios tempranos - Asintomaticos
Sintomas obstructivos o irritativos urinarios
Disfuncion eréctil
Hemospermia, |vol eyaculado
Dolor 6seo, astenia, anemia
Sintomas de compresion medular

m Signos
TR - duros, consistencia cartilaginosa
Linfedema de miembros inferiores
Signos de compresion medular




Marcadores Tumorales - PSA

m Puede aumentar en HBP, instrumentacion
uretral, infeccion prostatica.

N SenS|b|IIdad 55 — 69% Table 3: Risk of CaP in relation to low PSA values

PSA level

] Especificidad 89 —-97% (ng/mL) Risk of CaP

= VPP: 11 — 26 % EEw e
1.1-2 17.0%

m VPN: 85 —-96% 218 20.9%

PSA = prostate-specific antigen.
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m Velocidad de PSA
>0.75 ng/mL/afno

m Densidad de PSA
m Variaciones raciales

m Formas moleculares de PSA

Libre/Total < 25% Libre/Total < 20%
m Sensibilidad 100% m Sensibilidad 85%
m Especificidad 31% m Especificidad 50%



PSA ng/mL PPV for cancer
_ 0-1 2.8-5%
VPP en pacientes con tacto 125 10.5-14%
2.5-4 22-30%
rectal + 4-10 1%
> 10 69%

PPV = positive predictive value; PSA = prostate-specific antigen.

PROSTATE-SPECIFIC
ANTIGEN
LEVEL

ngml

0-2.4
2.5-4.0
4.1-10.0

=10.0

PROBARILITY
OF PROSTATE
CANCER

Ya

Uncertain

12231 VPP en pacientes con tacto

~50 rectal -

*Data are from Catalona et al. 112 Lodding et
al. 2# Djavan et al..** Babaian.!® and Babaian et al.t

+This range is derived from three studiesitizie chat
reported probabilities of 12, 22, and 23 percent; the
lowest estimate is from a population-based study.12



Examenes Auxiliares

m Creatinina =2 Azoemia

m Hemoglobina - Anemia

m Fosfatasa alcalina elevada - Metastasis
0sea

m Fosfatasa acida elevada - Compromiso
extraprostatico



Imagenologia

m Ecografia transrectal
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m Resonancia magnética endorrectal
Permite realizar estudio espectroscopico
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m TAC — MRI

No utiles en valoracion de ganglios linfaticos
pelvicos

Tumores de alto grado - rotura de capsula
prostatica o afectacion de la pared rectal
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m Gammagrafia 0sea

Toda lesion metastasica 6sea en varon mayor
de 50 anos debe ser investigada para CaP

el Ant Paost



Estadiaje Molecular

m Deteccion de células prostaticas en
sangre periférica

m ARN
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Biopsia

 Biopsia en sextantes




Lymph nodes
Bone

Lungs

Soft tissues
Serosal surfaces
Liver
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Adrenals

Colon

CN5

Fig. 11. Sites and frequencies of metasta-

ses from prostate cancer and most com-

| /0 « mon sites of prostate cancer metastases
67 found at autopsy in the United States

and Japan [from Bostwick and Eble

140 (1993) with permission ]

[[] De La Monte et al (USA)

B Saitoh etal (Japan




Grado y Estadigje




Tumor Primario (T)

X

Tumor primario no puede ser evaluado

T0

No hay prueba de tumor primario

T1

Tumor clinicamente no aparente, no palpable Nbdasnediante imagenes

T1a: Descubrimiento histologico incidental del turaa<5% del tejido resecado

T1b: Descubrimiento histologico incidental del turea >5% del tejido resecado

T1c: Tumor identificado por biopsia de aguja (pen®lo, a causa de PSA elevaq

la)

T2

Tumor confinado dentro de la prostata

T2a: El tumor afecta 50% de un lI6bulo o0 menos

T2b: El tumor afecta >50% de un I6bulo pero no asribbulos

T2c: El tumor afecta ambos lI6bulos

T3

El tumor se extiende a través de la capsula prostat

T3a: Extension extracapsular (unilateral o bilajeral

T3b: El tumor invade la(s) vesicula(s) seminal(es)

T4

El tumor esta fijo o invade estructuras adyacentmths a las vesiculas seminales:

el cuello de la vejiga, el esfinter externo, etoetos musculos elevadores o |3

Pt

pared de la pelvis




Ganglios Linfaticos Regionales

NX

Ganglios linfaticos regionales no fuergn

evaluados

NO

No existe metastasis ganglionar linfatica

regional

N1

Metastasis en ganglio(s) linfatico(s)

regional(es)

Metastasis a distancia (M)

M | Metastasis a distancia que no puede ser evaluada (n
X | evaluada por modalidad alguna)

M | No hay metastasis a distancia

0

M | Metastasis a distancia

1

M1la: Ganglio(s) linfatico(s) no regional(es)

M1b: Hueso(s)

M1c: Otro(s) sitio(s) con enfermedad 0sea o sia est




m Escala de Gleason

Grado Histopatologico (G)

GX El grado nopuede evaluarse

Gl Bien diferenciado (anaplasia leve)
(gleason 2-4)

G2 G2: Diferenciado moderadamente
(anaplasia moderada) (Gleason 5-6)

G3 Diferenciado precariamente o no
diferenciado (anaplasia marcada)
(Gleason 7-10)







Tasa de Riesgo de
Suma de Progresion | Mortalidad
Gleason local alos | especifica
10 afos por cancer
<4 25% Minimo
5-7 50% Moderado
> 8 /5% Alto
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Estadiol o0 A

Stage |

£ 2005 American Socety of Clinical Oncology

Bladder

Armpulia
of ductus
deferens

m Sblo en Prostata
m No descubierto en TR

m Células bien
diferenciadas

m Crecimiento lento

m Al Unilobular
m A2 Bilobular
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of ductus
deferens
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vesiculas seminales

Stage 1l
© 2005 American Socety of Clinical Oncology
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EstadiolVo D

m Diseminacion a otras areas del
cuerpo o ganglios linfaticos

. ___Cancer may spread
= tg&_ther organs

S Stage IV

o
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Tratamiento

Table 1
Definition of indolent (clinically insignificant) prostate cancer

Series Definition

Smith and Catalona, 1994 [11] Impalpable, focal, no Gleason grade. 3. 4, or 5
. — 3 . =
Ohort et al, 1994 [12] Tumor volume <0.5 cm™, confined, no Gleason grade 4 or
. . = 3 ~ ]
Epstemn et al, 1994 [14] Tumor volume <0.5 em”, confined. no Gleason grade 4 or

Lh L




0.40 - mmm Radical prostatectomy 0.40 - mmm Radical prostatectomy
Watchful waiting Watchful waiting
0.35 0.35+
o 2
o 0.30
= = 0.30
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S 0.254 s 0.25
I‘\.I N
< o
I 0.2041 E
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= 0.154 E 0.154
E =
£ 0.101 E 0.101
e 3 '
& O
0.054 0.054
0.00 s ‘I| 0.00 T T T T T T T 1
0 1 2 3 4 5 6 7 8
Years
No.aTRisk No.aT Risk
Radical prostatectomy 347 343 339 308 281 233 185 134 89 Radical prostatectomy 347 340 331 294 263 220 172 126 82
Watchful waiting 348 346 337 302 275 231 185 121 82 Watchful waiting 348 341 329 291 262 216 167 106 69

Figure 2. Cumulative Hazard Rate of Death from Prostate Cancer. Figure 3. Cumnulative Hazard Rate of Development of Distant Metastasis,

0.404
mmm Radical prostatectomy
0.354 Watchful waiting
0.304
2 0.257
% 0.204
= E
g
o 0.1549
0.104
0.054
0.004 T T T T T T 1
0 1 2 3 4 5 6 7 8
Years
No. AT Risk
Radical prostatectomy 347 343 339 308 281 233 185 134 89
Watchful waiting 348 346 337 302 275 231 185 121 82

Figure 4. Cumulative Probability of Death.



m Espera vigilante

Table 4: Outcome of deferred treatment in localized CaP in relation to tumour grade (1)

Percentage of patients (95% confidence interval)

5 years 10 years
Disease-specific survival
Grade 1 98 (96-99) 87 (81-91)
Grade 2 97 (93-98) 87 (80-92)
Grade 3 67 (51-79) 34 (19-50)
Metastasis-free survival
Grade 1 93 (90-95) 81 (75-886)
Grade 2 84 (79-89) 58 (49-66)
Grade 3 51 (36-64) 26 (13-41)

Table 5: The 15-year risk of dying from CaP in relation to Gleason score at diagnosis in patients with
localized disease aged 55-74 years (17,18)'

Gleason score Risk of cancer death Cancer-specific mortality
2-4 4-T% B9

5 6-11% 14%

5] 18-30% 44%

7 42-70% 76%

8-10 60-87% 893%
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m Prostatectomia radical

Table 16. Comparison of survival rates in cases with and without radical prostatectomy

Stages A and B with pelvic lymph | Patients with radical Patients without radical P-value
node metastasis D1 prostatectomy prostatectomy

Group 1 Group 2
Control without positive nodes 11.2 years 5.8 years 0.005
1-2 positive nodes 20.2 years 5.9 years 0.015

Complication rates 9.5% 24.6%
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Table 6: Oncological results of radical prostatectomy in organ-confined disease

Study No. of Mean follow-up 5-year PSA-free  10-year PSA-free
patients {months) survival (%) survival (%)

Han et al. (2001) (39) 2404 75 84 74

Catalona & Smith {1994) (40) 925 28 78 85

Hull et al. (2002) (41) 1000 53 - 75

Trapasso et al. (1994) (42) 601 34 69 47

Zincke et al. (1994) (43) 3170 60 70 52

* 15-year, 66%.

Table 8: Complications of radical prostatectomy

Complication

Incidence (%)

. Peri-operative death

. Major bleeding

. Rectal injury

. Deep venous thrombosis
. Pulmonary embolism

. Lymphocels

. Urine leak, fistula

. Slight stress incontinence
. Severe stress incontinence
. Impotence

. Bladder neck obstruction
. Ureteral obstruction

. Urethral strictura

0.0-2.1
1.0-11.5
0.0-5.4
0.0-8.3
0.8-7.7
1.0-3.0
0.3-150.4
4.0-50.0
0.0-15.4
29.0-100.0
0.5-14.6
0.0-0.7
2.0-8.0
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m Radioterapia

Rayo externo
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Table 15. Outcome of radiation therapy oncology. Groups of patients with node positive and negative disease treated with

radiation

T1B, T2

Node negative 104 87% 63% 85% 67%
Node positive 43 60% 24% 38% 20%
T3, T4

Node negative 47 82% 58% 69% 49%

Node positive 59 65% 26% 32% 10%
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m Criocirugia

Edge of
killing zone
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Enfermedad Avanzada

m Blogueo Androgénico
Duracion 12 — 33 meses
Orguiectomia bilateral
Estrogenos - 1 complicaciones CV

Antiandrogenos
m Esteroideos : Acetato de cipoterona
m Puros: Flutamida, bicalutamida, nilutamida
Analogos LH RH : goserelina, buserelina, luprolide
m Efecto llamarada (flare)

Antagonistas LH RH
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m Blogueo Androgénico
Maximo
Analogo LHRH +
antiandrégeno

Solo pacientes jovenes
con poco volumen
neoplasico

100+ & Androgen suppression only

B Androgen suppression + antiandrogen

8000 prostate cancer patients in
27 trials of antiandrogen (nilutamide,

G0+
_g flutamide, or cyproterone acetate)
W
=
=]
=
2
o 404
o
26-1% Treatment better
by 0-T9% (SE 1-1)
204 33.6% Logrank 2p=0-1
Absolute & 2%
difference -
1-8% (SE 1-3) Trg
0 5-E%
I T 1
0 5 10

Time since randomisation (years)

Figure 2: 10-yvear survival In the 27 randomised trials of MAB
versus AS alone

m Hormonoterapia Intermitente

Reducir efectos adversos
Disminuir el gasto

Retrasar la adquisicion de un fenotipo andrdégeno

resistente
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Enfermedad Hormonorresistente

Androgen-Dependent Prostate-Cancer Cell

Androgen-Independent Prostate-Cancer Cell

Dihydrotestosterone
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Amplified androgen receptors Mutated androgen receptor

4'_“\
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» Cytokines

Growth factors
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Androgen-response
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of Bcl-2

N —g

Neuropeptides Neuroendocrine-like cells
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Quimioterapia en el CaP

m Clasicos
Mitomicina C, 5-FU, Mitoxantrone, Etoposido
Respuesta 10 — 20%

m Fosfato de Estramustina
Inh del ensamblaje de microtubulos

m Vinblastina y vinorelbina
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m Nuevos agentes quimioterapicos: Taxanos

Interfieren en la division celular
Agentes Unicos:

TABLA3

Actividad de paclitaxel y docetaxel en el cancer de prostata
hormonorrefractario

Autor ‘ Pauta | N ‘ R en PSA 50% | SV (mediana, meses)
Docetaxel

Friedlander® 1993 75 mg/m® 21 38 MR
Grawis®, (2003} 35 mg/m? 30 48 MR
Paclitaxel

Roth®™, 1993 135-170 mg/m? 23 43 9

N: nimero; R en PSA: respuesta en antigeno prosttico especifico; sem.: semana; 5V.
supemvivencia



“1TAsoclados a estramustina
= Sinergia

TABLA 4
Estudios de fase |l de docetaxel en asociacion con estramustina

Autor ‘ Pauta ‘ N ‘ TR (%) SV med. {m)
Docetaxel cada 21 dias
Petrylak, 2000 70 mg/m? 35 74; 57

E 280 mg x 3 d1-5 (PSA B0; RO) 22
Docetaxel semanal
Copur®, 2001 35 mg/m? d2 y 8/21d 30 76; 58

E420; 280 x50 1-3 (PSA B0; RO) 12

N: nimero; TR: tasa de respuesta; 5V med.: supervivencia mediana; M: meses; d: dias; PSA:
antigeno prostatico especifico; RO: respuesta objetiva; E: estramustina

TABLA S

Estudios de fase Il con paclitaxel en asociacion con estramustina

I N ‘ TR (%) |5\Fmed.{m}

E 600 mg/m2 d

Autor

Paclitaxel cada 21 dias

Hudes™, 1997 120 mg/m?
Paclitaxel semanal

Haas®, 2001 ) 70-118 mg/m2 3 h x 6/8 s

(PSA 50; RO)

E 600 mg/m¥/d

(PSA 50; RO}

N: nimero; TR: tasa de respuesta; SV med.: supervivencia mediana; m: meses; d: dias; PSA:
antigeno prostitico especifico; RO: respuesta objetiva; E: estramustina
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m Docetaxel/Estramustina/Prednisona vs.

Mitoxantrona/Prednisona

100

P=0.02

Docetaxel +estramustine
(217 deaths; median, 17.5 ma)

Overall Survival (36)
d

204 Mitaxantrone +prednisone e
(235 deaths; median, 15.6 mao)

0 T T T T T T T 1
0 12 24 i6 48
Months after Enrollment 100
Mo. at Risk & T _
Docetaxel+ 338 218 60 13 8 807 Docetaxel +estramustine Sl
T S N (311 events; median, 6.3 ma)
Mitoxantrone+ 336 185 50 10 a 60—
predniscne @
M EMGL ] MED 351,15 WWW.NEJM.ORG OCTORER 7, 2004 é 7
E 25 = Mitoxantrone +prednisone
" ] (312 events; median, 3.2 mo)
E‘ 20
e i
[
C‘ T T T T — | T
0 12 24 i6
Months after Enrellment
Mo. at Risk

Docetaxel + 338 176 75 20 6
estramustine

Mitocxantrone+ 336 116 56 15 [
predﬂiione '.-1EI:I351;15 WWW.NEJM.ORG  OCTOBRER 7, 2004






