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MHSPC Estado del Arte

U Hasta 2014: Deprivacion androgénica: tratamiento
standard del mHSPC
2014 - 2019: Introduccion de terapias que prolongan
la Sv en |la fase Resistente a Castracion:
Docetaxel especialmente con alta carga tumoral
Abiraterona , DE DEBUT con alta y baja carga
tumoral
>2019: Llegan los antiandrogenos de ultima
generacion



Assessing prognosis in M1

LATITUDE CHAARTED
Low risk High risk Low volume High volume
Max 1 poor-risk At least 2 risk criteria: No poor-risk criteria - 24 bone mets and
criterion - Gleason 28 - 21 beyond axial
- 23 bone mets skeleton
- Visceral mets or
- Visceral mets

mongress Sweeney C, N Engl J Med 2015; 373: 737-46
L Fizazi K, N Eng J Med 2017: 377: 352-60



2014-2019

Abiraterona : Stampede/ Latitude

Docetaxel : Chaarted, Stampede
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THE LANCET Oncology

STAMPEDE: Accrual opens October 2005
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Standard-of-care (SOC) = ADT (+/-RT)
SOC+zoledronic acid
SOC+docetaxel |

SOC+relecnxih

SOC+zoledronic acid+docetaxel I

SOC+zoledronic acid+celecoxib

Trial arm

B Accrual - past
B Accrual - future
B FU and main analysis

12006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022
Oct-2005: Pilot phase accrual opens in limited sites

O w >

Newly - diagnosed
Any of:

A Metastatic
ANode-Positive

AG2 o fStage T3/4
PSAO40ng/
Gleason 8-10

Relapsing after previous RP or
RT with O1 of

APSA O4ng/ ml and
doubling time <6m

APsA O20ng/ ml
A Node-positive
A Metastatic

James, N. et al. Addition of docetaxelzoledronicacid, or both to firsfine longterm hormone therapy in prostate cancer (STAMPEDE): Survival results fron
adaptive multiarm, multistage, platform randomised controlled triaancet387,1163;1177 (2016).
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ADT =71 m (IQR 32 to not reached)
ADT + DCT = 81 m (41 to not reached)
HR 0.78,95% CI 0-66  30-93; p=0-006

Docetaxel: Survival - M1 Patients

soc 343 deaths
1.0 SOC+Doc 134 deaths
SOC+Doc
F 64 HR(95%Cl) 0.73(0.59,0.89)
= ’ P-value 0.002
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e 3 Median OS (95% Cl)
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The NEW ENGLAND JOURNAI uf MEDICINE

ORIGINAL ARTICLE

Chemohormonal Therapy in Metastatic
Hormone-Sensitive Prostate Cancer CHAARTED
beyond the vertebral

ALTO VOLUMEN:
DEPRIVACION
a

bodies and pelvis

Visceral metastases
Type of patients : ‘
Patient A: Localized PC at diagnosis that received local

or
treatment . After a while these pts develop metastases

O4 bone | es

without previous treatment with ADT for the metastatic CARCINOMA DE PROSTATA METASTASICO

disease*

SENSIBLE A CASTRACION RECIENTE
Patient B: Patient diagnosed with metastatic prostate cancer DIAGNOSTICO

Sweeney, C. 8t al. Chemohormonalherapy in Metastatic Hormor8ensitive Prostate Cancé\. Engl. J. Me®015;373,737¢746
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A All Patients

100 Hazard ratio for death with ADT+docetaxel,
0.61 (95% Cl, 0.47-0.80) P<0.001
20 ADT+docetaxel
9 (median overall survival, 57.6 mo)
N =790 <
=Ty}
S 60—
MFOLLOW UP = 29m E
S
ﬁ ADT alone
2 407 (median overall
.g survival, 44.0 mo)
a
20—
0 T T T T T T |
0 12 24 36 48 60 72 84

Months

Sweeney, C. 8t al. Chemohormonalherapy in Metastatic Hormor8ensitive Prostate Cancé\. Engl. J. Me®73,737¢746 (2015).
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(A) High-volume total patient population, (B)
Low- volume total patient population, (C) High-
volume de novo metastatic patients , (D) Low-
volume de novo metastatic patients , (E) High-

volume patients with prior local therapy, (F) Low-
volume patients with prior local

therapy

Sweeney, C. J. et al. Long term efficay and €. J Clin Oncol 2018




V Conclusiéon Docetaxel en CPMHS:

Retrasa el tiempo a castracion
Mejoria en supervivencia Global
Limitado al subgrupo de pacientes con alto volumen
de enfermedad
Mayor evidencia en los pacientes de debut con
metastasis
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Abiraterona : Stampede/ Latitude

Docetaxel : Chaarted, Stampede
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“ ORIGINAL ARTICLE

Abiraterone plus Prednisone in Metastatic,
Castration-Sensitive Prostate Cancer

ADT +
PLACEBO OP:
- Adc Préstata M1 -mOS
RECIENTE RAMDOM 1:1 VS - SLP RADIOGRAFICA.
DIAGNOSTICO:
SENSIBLE CASTRACION ADT +

- ALTO RIESGO. 2 de:
- GLEASON 8 -10
- 30 MAS LESIONES
OSEAS
- METASTASIS
VISCERALES
(MEDIBLES)

Assessed for Eligibility
(n=1209)

Site Violation

n=10)

ITT Population (N=1199)
(All patients randomized) 1:1 ratio
(ADT-abirarerone-prednisone; ADT-placebos)

Abiraterone group (1=597)
Placebo gronp (n=602)

Study Drug

(n=0)

Safety Population (N=1199)
(All patients who received study drug)

Abiraterone group (n=597)
Placebo group (n=602)

Did Not Receive
Abiraterone group

Placebo group (n=0)

ABIRATERONA 1000
mg + PREDNISONA
smg

OS:
- TIEMPO A:

EVENTO
ESQUELETICO,
PROGRESION PSA
SIGUIENTE
TRABMIENTO

QT

PROGRESION DEL
DOLOR

FizaziK.et al. Abirateroneplus Prednisone in Metastatic, CastratiSensitive Prostate Cancét. Engl. J. MedNEJM0al704174 (2017). doi:10.1056/NEJM0al704174
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FizaziK.et al. Abirateroneplus Prednisone in Metastatic, CastratiSensitive Prostate Cancét. Engl. J. MedNEJM0al704174 (2017). doi:10.1056/NEJM0al704174



The OS benefit of Abiraterone was confirmed
with longer follow-up in LATITUDE

" HR: 0.64 (95% CI: 0.538, 0.758)
% p<0.0001
80 4 v,
8
204
Median follow-up: 41.4 m 0-

| | T L T T T L T T
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i i = Months from randomization
No. of pabents at nsk

ongress s | ;
%g'c" s s s W W 0 R obal, ASCO2018

Placebo 602 564 505 432 33 34 21 13 » 0
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James, N. et al. Abirateronefor Prostate Cancer Not Previously Treated with Hormone Thela@ngl. J. MedNEIMo0al1702900 (2017).
doi:10.1056/NEJM0al1702900



