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Definicion de CPRC MO

The Prostate Cancer Clinical Trials Working Group 2 (PCWG2)

A RisingPSA[>2ng/ml, higher 25% than nadir and confirmed by second PSA at 3
weeks]

A Levelsof testosterone < 50 ngdLor <1.7nmol/L
A Noradiographic evidencef metastatic disease

The Prostate Cancer Clinical Trials Working Gr8pCWG3)

NonmetastatignmCRPLC

Arising PSAwith no detectablediseasen the primary site, in bone by
radionuclidebone scanor CT or in visceralorgans

4

ScherHI. Design and end points of clinical trials for patients with progressive prostate cancer and castrate levels of testostyonmendation®f the Prostate
Cancer Clinical Trials Working Grou@lidOncol2008; 26:114&9

Sher HI. TridDesign and Objectives f@astrationResistant Prostate Cancédpdated Recommendations From tReostate CanceClinical Trials Working Gro@p
JClinOncol34:14021418.
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Definiciobn de CPRC MO

.CPRC MO:

St Gallen2015 MO isan artificial diseasestagedesignation

The definition of MO is dependent upon the imagen technology
chosert. Thereis a high likelihoodthat systemicmicro-metastasesare
missedby commonlyusedimagingtools (CTand bonescintigraphy.

I St Gallen2015 (77%): In daily clinical practise a negative CT
and a negative Bone Scanare suficient for diagnosisof MO

disease




Only technology limits our
detection of the extremely
small or the extremely

remote.

Eric Small, 2017




Papelde distintastécnicasde imagenen lavaloracioninicial MO.

GO Actividad Cuerpo - Baja Esp
osteoblastica completo - Lesiones
liticas
TC Densidad 6sea - Cuerpo Lesiones
completo  medulares
- Alta Esp
RM Alteraciones de - Lesiones  Lesiones
senal medulares corticales
- Alta Se
PET Proliferacion - Cuerpo Disponibilidad
colina celular (carga completo
tumoral) - Alta Se

Wade AA, et alAJR 2006, 186:178&%5.

Talbot JN, et alQ INucIMed Mol Imaging. 2011;55: 37410.
Costelloe CM, et al. J Cancer 2010; 19380

WondergemM, et al.NuclIMed Commun 2013;34:93545. Review.

hown R
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Diagndstico de MO.

- Especialmentssi los nivelesde PSAson> 2 ng/ml o lostiemposde
duplicaciérnsonbajos(<6 meses$ o el Gleasonniciales> 71,

A PETcon analogos de colina

A ;PSMA?

I Elevadasensibilidacconnivelesde PSAde 0,5 ng/ml [ASCQ01§

Bauman G, et al. 18kiorocholine for prostate cancer imaging:
a systematic review of the literature. Prostate cancer and prostatic diseases. 201.1:1

9
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Prospective data on the natural history of
MO CRPC: phase lll trials

Median PSA
velocity at
Median PSA PSADT at baseline, log
No. of at baseline baseline (ng/mL)/
Trial patients  (ng/mL) (mo) month
Zoledronic acid® [30] 201 13.8 9.7 0.058
Atrasentan® [31] 331 13.1 NA 0.1
Denosumab [32] 716 12.5° =10° NA
pswoz2nugp [35] \TP 152 =T0 ny
11
Smith. et al. LlinOncol 2005;23:29185 Eoledronicy Nelson et aCancerl13:2478, 2008Atrasentar) Smith et all.ancet2012; 379:39

(Denosumal
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Risk Factors for Bone Metastases:
comparison of the placebo arms
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Table 3. Comparison of the placebo arms of three prospective trials in patients with nonmetastatic castration-resistant

prostate cancer /—\

Median PSA
velocity at Median ti Median bone
Median PSA PSADT at baseline, log tofirst bo metastasis- atients with Patients with
No. of at baseline baseline (ng/mL)/ metastas free survival etastases metastases at
Trial patients (ng/mL) (mo) month (mo) (mo) 1lyr (%) 2yr (%)
Zoledronic acid® [30] 201 13.8 9.7 0.058 NR 30 26 33
Atrasentan® [31) 331 13.1 NA 0.1 NA 25 28¢ 46
Denosumab [32] 716 12.5¢ =10° NA 29.5 ~26¢ ~ 464

“In multivariate analysis, baseline PSA >10 ng/mL was significantly associated with shorter bone m esurvival (RR: 2.96). High PSA
velocity was significantly associated with shorter time to first bone metastasis (RR: 1.47 for each year incréase in velocity).

®In multivariate analysis, PSA =3.1 ng/mL was significantly associated with time to first bone metastasis (RR: 1.98) and bone metastasis-free
survival (RR: 1.98).
“Atotal of 48% had dual risk factors of PSA =8 ng/mL and PSADT =10 months; 52% had a single risk factor.
9Approximate values were extrapolated from Kaplan-Meier curves.

Abbreviations: NA, not available; NR, not reached; PSA, prostate-specific antigen; PSADT, prostate-specifigantigen doubling time; RR, relative risk.

Diﬁerencesbasedon PSADT




Denosumab and Bone Metastasis—Free Survival in Men
With Nonmetastatic Castration-Resistant Prostate Cancer:
Exploratory Analyses by Baseline Prostate-Specific Antigen
Doubling Time

Matthew R. Smith, Fred Saad, Stephane Oudard, Neal Shore, Karim Fizazi, Paul Sieber, Be trand Tombal,
Ronaldo Damiao, Gavin Marx, Kurt Miller, Peter Van Veldhuizen, Juan Morote, Zhishen Ye, Roger Dansey,

and Carsten Goessl
)
A
1.432 CPRC L Denosumahl20 mgsc / \
e g
A cada 4 semanas
I ng¢mb T - .
LS{AS ¢ X >Ky o g N=716 Objetivo principal:
IZ A Supervivencia libre
Factores de estratificacion: A de metastasis 6sea
APSAx ng/mLy PSADT c Placebo 120 mgc 0 muerte
X meses (si 0 no) | cada 4 semanas
A QT previa o actual para 8 N
CaP(si 0 no =
R(si 0 no) 3 \_ )
Q

13

Smith MR et aDenosumaland bonemetastasisfree survival in men with castratieresistant prostate cancer: results of a phasea®idomised
placebacontrolled trial. Lance2013;379: 3946



Shorter PSA Doubling Tinsea Predictor of Increasing

RISk for Bone Metastasis and Death
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A Placebo arm of the Denosumab study demonstrates shortening PSA doubling time as a
predictor of increasing risk for bone metastases development

Aln a separate study, PSA was a key risk fact
6 months was significantly associated with shorter bone metastasis-free survival!

Smith et al 15
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A Placebo arm of the Denosumab study demonstrates shortening PSA doubling time as a
predictor of increasing risk for bone metastases development

Aln a separate study, PSA was a key risk fact
6 months was significantly associated with shorter bone metastasis-free survival!

Smith et al (2005)
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MSKCC PSADT calculate

http://nomograms.mskcc.org/Prostate/PsaDoublingTime.aspx

|H Prostate Cancer Nomograms: PSA Doubling ... | B - B & ® - Page~ safe

- * PROSTATE CANCER INFORMATION * MAKING AN APPOINTMENT

T,
i . Memorial Sloan-Kettering mskcc.org
3 + Cancer Center PREDICTION TOOLS
“wweo™ Brediction Tools » Prostate Cancer Nomograms » PSA Doubling Time | Change Prediction Toal v |
Prostate Cancer Nomograms: PSA Doubling Time TEXT SIZE [b4|[TA]

This tool can be used to calculate the rate of rise of PSA. expressed as the velocity in nanograms/mlfyear, or the PSA doubling time. in months or
years. The most important values o enter are the date/PSA value for each PSA measured over the last 12 months. Alternately. if at least three PSA
values are available. enter all PSA values after receiving radical prostatectomy. beginning with the lowest PSA value. (Mote: Disregard any PSA values
obtained after hormonal therapy was begun.) To learn more, visit our Frequently Asked Questions.

Enter Your Information Clear Calculate »
Date PSA Learn more about your results below
=  lngm o
(Month / Date / Year) (=01)
Slope Log (PSA)
Doubling Time
Remove
Velocity
Years
Slope Log (PSA)
Doubling Time

17
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MO CASTRATION-RESISTANT PROSTATE CANCER:
PHASE Ill CLINICAL TRIAL

Enzalutamidel60 mg oncelailyvs

PROSPER (NCT0200392 1401
placebo

Metastasisfree survival

Apalutamide240 mg oncelailyvs

SPARTAN (NCT01946204 1207
placebo

Metastasisfree survival

Darolutamide600 mg twicedailyvs

placebo Metastasisfree survival

ARAMIS (NCT022006)14 1509

Positive results from the SPARTAN and PROB&ER
ARAMIS ongoing with recruitment stopped.

22



SPARTAN, a Phase 3 Double-Blind, Randomized Study of Apalutamide vs Placebo in Patients With Nonmetastatic Castration-Resistant Prostate Cancer

23
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