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CANCER DE PROSTATA RESISTENTE A LA
CASTRACION NO METASTASICO. ,
POSICIONAMIENTO DE LOS NUEVOS FARMACOS



CONFLICTOS DE INTERESES

« COLABORACIONES PUNTUALES CON JANSSEN, IPSEN, ASTELLAS, GSK,
CASEN RECORDATI, GSK, BAYER, LILLY

* INVESTIGADOR SECUNDARIO EN ENSAYO CLINICO DE ASTRA ZENECA

* INVESTIGADOR PRINCIPAL EN ENSAYO CLINICO DE BRISTOL MYERS
SQUIBB



DEFINICION CANCER DE PROSTATA RESISTENTE A
CASTRACION NO METASTASICO

The Prostate Cancer Clinical Trials Working Group 2 (PCWG2)

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

* Levels of testosterone < 50 ngfdL or <1.7 nmol/L
* No radiographic evidence of metastatic disease

The Prostate Cancer Clinical Trials Working Group 3 (PCWG3)

Nonmetastatic (nmCRPC)

A rising PSA with no detectable disease in the primary site, in bone by
radionuclide bone scan or CT or in visceral organs

Scher HI. Desgn and end points of dinical treals Tor patients wilh progressive prostate canoer and castrate leve’s of tegosterone: recommendations ol the Prostale

Cancer Coniga! Tna’s Werking Group, J Clin Orcol 2008; 20:1148 5%

Shar HI. T'rial Design and Qbjectives for Castration - Resistant Prostate Cancer: Updated Recommendatans From the Prestate Cancer Cinical Trals Warong Group 3

I} din Oneol 34:1402.1218,



_ INFORMES DE POSICIONAMIENTO TERAPEUTICO

« ESTOS INFORMES TIENEN COMO OBIJETIVO REALIZAR UN ANALISIS ACERCA DEL VALOR ANADIDO DE LOS
NUEVOS MEDICAMENTOS E INFORMAR SOBRE LA “POSICION QUE EL NUEVO MEDICAMENTO OCUPA EN
COMPARACION CON OTROS MEDICAMENTOS O MEDIDAS DE SALUD YA EXISTENTES”

« LA EVALUACION Y AUTORIZACION DE NUEVOS MEDICAMENTOS, UNA VEZ APROBADOS POR LA AGENCIA
EUROPEA DEL MEDICAMENTO (EMA), ABRE UN PROCESO DE DECISION SOBRE SU PRECIO Y FINANCIACION EN
EL SISTEMA NACIONAL DE SALUD, Y SU EVENTUAL INCORPORACION A LA PRACTICA ASISTENCIAL

e LOS IPT «CONTENDRAN, EN UNA PRIMERA FASE, LA EVALUACION DE LA EFICACIA Y LA SEGURIDAD COMPARADA,
ASI COMO LOS CRITERIOS DE USO Y SEGUIMIENTO. OPCIONALMENTE, PODRA(N) INCLUIR UNA EVALUACION
ECONOMICA A JUICIO DEL GCPT. EN UNA SEGUNDA FASE, TRAS EL PROCEDIMIENTO DE FIJACION DE PRECIO Y
FINANCIACION, INCORPORARA(N) SIEMPRE LA VALORACION ECONOMICA Y DE IMPACTO PRESUPUESTARIO
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- INFORMES DE POSICIONAMIENTO TERAPEUTICO

INFORME DE POSICIONAMIENTO TERAPEUTICO

Informe de Posicionamiento
Terapéutico de enzalutamida
(Xtandi®) en cancer de prostata
resistente a la castracion no
metastasico.

IPT, 3152021, VI

Fecha de publicacion: 25 de junio de 202 17
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INFORME DE POSICIONAMIENTO TERAPEUTICO

Informe de Posicionamiento
Terapéutico de darolutamida
(Nubega®) en cancer de préstata
resistente a la castracion no
metastasico

IPT, 12021, VI

Fecha de publicacién: 8 de marzo de 2021°
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INFORME DE POSICIONAMIENTO TERAPEUTICO

Informe de Posicionamiento
Terapéutico de apalutamida
(Erleada®) en cancer de préstata
resistente a la castracion no
metastasico

IPT. 52021 V1

Feeha de publicseion: & de marzo de 20217
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INFORME DE POSICIONAMIENTO TERAPELTICO

Informe de Posicionamiento
Terapéutico de apalutamida
(Erleada®™) en cancer de prostata
resistente a la castracion no
metastasico

[PT, 522021. V1

Fecha de publicacion: 8 de marzo de 20217
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INFORME DE POSICIONAMIENTO TERAPEUTICO

Informe de Posicionamiento
Terapéutico de enzalutamida
(Xtandi®) en cdncer de préstata

resistente a la castracion no
metastasico.

1P, 3172021, V1

Fecha de publicacidn: 25 de junio de 2021 :

No se han realizado estudios que comparen directamente
enzalutamida y apalutamida en el tratamiento de pacientes con
CPRCnm. El grupo control de ambos estudios fue placebo. Los
datos de eficacia disponibles no permiten considerar que haya
superioridad de un farmaco sobre otro en eficacia.
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INFORME DE POSICIONAMIENTO TERAPEUTICO
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Informe de Posicionamiento
Terapéutico de darolutamida
(Nubega®™) en cancer de prostata
resistente a la castracion no
metastasico

IPT, 12021, V1]

l'echa de publicacion: 8 de murzo de 2021 !

Darolutamida se puede considerar una alternativa terapéutica a
enzalutamida y apalutamida en pacientes con CPRCnm de alto riesgo
de metastasis, sin que exista evidencia que muestre superioridad de
uno respecto a otro.
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4
CONSIDERACIONES FINALES DEL GC REVALMED CONSIDERACIONES FINALKS DEL GC REVALMED
La Direcesin General de Corvtevae Coomin de Sevrvienay dol SNS SNS
v Parmacia ha financrado Erlcada® fapabawmda) pora of

La Diveccidn General de Cartera Comun de Servicios del SNS y
Farmaca ha financiado Nubeca™ (darolutmmda) parva ¢l iratamiento
de: hmbres adwlios con edncer de prosiate resistente a la castraiion
no meiastasico (CPRCumy con alio riesgo de desarroliar cancer con
enfermedad medsiasica, gue cumplan las siguienies critevios:

fratenuents del cancer de prostata recastente o la castracion die alto
\_ ricegn no meta viavice canforme @ los sigroentos criderios e i
quir deben camplir los pacientes pora sw wdilizacion:

o Al rlesgo de metistusls itlempa de dupliceclin de PS4
S (PEDAT) = & meses)
o Niveles de PSA = 2 ngeml, con niveles de testosicrona bajo
cestracion = 30 ng Al o 1,7 nnold duranie o tratamicnto

v @l Mesgo de meidstayis (iempo de duplicacidn de PSA
(PSOAT) < 6 meses)

con agorista o antagoniste LITRIT o tras orguectomia
bilaseral.
Sin evidencia previa o presente de enfermedad

v miveles de PS4 = 2 ngimi, con miveles de destosierona bajo
casiracian < S0 ngidi o 1,7 nolid duvante el iratzamienio con agonista
o antagonieta LHRH o tras ovguectomin bilateral

metastasica, medianie el dlagnisiice recomendable por
PEI-TAC volina, y sobre todo por el PSMA PETAC.

»  Buen estads fimciona! (ECOG 0-1)

o Faloracide pecldirica de log pacienies polercilalnents
Jragiles

v dnalisis de las comorbilidades del pacienie

v Consideracion de g medicacion concomitanie

» sin evidencia previa o preseate de enjermedad melastivien,
mediunte el diagmostica recomendable por PET-TAC colina, v sobre
toda por el PSMA PETYTTC

¢ huen estada funcional (1.0 (-1)
» valoracion gerialnica de lus pacientes polencialmente fragiles
* andtivis de las comaorhifidades del paciente

v comviderarion de la medicacion concomiianie

C ONSIDERACIONES FINALES DEL GC REVALMED
SNS

La Direceion Greneral de Cartera Comin de Servicias del SNS y
Farmacia ha cmitide resolucidn de no financiacién para la
indicacién de XTANDI® (enzalutamida) en el tratamiento de
hombres udultos con eincer de prostils resistente a la caslracion

(CPRC) no metastasico de illo nesgo.

Versiéon Junio de 2021



2 Y COMO NOS POSICIONAMOS?

Enzalutamida, apalutamida v darolutamida no deben utilizarse de
Jorma secuencial tras presentar progresion a uno de ellos.

La eleccion entre darolutamida y las alternativas existenies se
deberd basar fundamenitaimente en criterios de eficiencia.

Enzalutamida, apaluiamida y darolutamida no deben utilizarse de
Jorma secuencial iras presentar progresion a ano de ellos.

La eleccion entre apalutamida v las alternativas existenies se debera
basar jundamentalmenie en criterios de eficieacia.



EFICIENCIA EN SANIDAD

Es la ventajosa relaciéon entre los recursos invertidos y los resultados obtenidos, o seaq,
definir cudl fdrmaco y su forma de utilizaciéon produce mejores resultados para la salud,
segun los recursos invertidos, una vez identificados, medidos y comparados los costos,
riesgos y beneficios de los programas, servicios o terapias donde se usen

Medir la eficiencia no solo por el costo del medicamento comparado con
otro sino que se trata de relacionar dichos costos con los efectos obtenidos



o Y EN LA REALIDAD...




Apalutamide Treatment and Metastasis-free

o | Darolutamide in Nonmetastatic,
Survival in Prostate Cancer

Castration-Resistant Prostate Cancer

Matthew R. Smith. M.D. Ph.C.. Fred Saad. M.D.

Simon Crowdhury, M.B. B.S, Ph.D., Stéphana Oudard M.D., Pn.C., Karim Fizazi, M.D., Nezl Shore, M.D_ Teuvo L. Tammela, M D, Ph.D_.
Boris A Hadaschik, M D., Julic N. Grag. M.D., David Olmos, M.D., Ph.D., Albartas Jlys, M., kgils Vjaters, M D, Sargey Folyakov, M.D,
Paul N. Meinwaring, M.3, B5., M.D., Ji Yuul Lee, M.D, Mindaugas | evaltas, M.C., Murilo Luz, M.D., Boris Alekseev, V.D., I7is Kuss, M.D.,

Hirgji Uenura, M.D,, Ph.D. Angda Lepez-Gititz M.D., G&salyn C. Trude!, Ph.D.,
Byron M. Csgina, B.E., Youyi Shu, Ph.D,, Youn C Parg, FR.D,,
Wayne R Rucko, M D, Marga-ct K. Yu, M.D., and Eric ). Small, M.D,
ferthe SPARTAN Investigatore*

Christian Kaoacler, Ph.D., Amir Snapir, M.D., Ph.D., Toni Sarapohja, M.Sc.,
and Matthew R. Smith, M.D., Ph.D.. forthe ARAMIS Investigators™

Enzalutamide in Men with Nonmetastatic, Castration-Resistant
Prostate Cancer o NEW ENGLAND

Maha Hussain, M.C., Kar m Fizazi, M.D,, Ph.D,, Fred Saad, M.D, Per Rathenborg M.D., Neal Shors, M.D., JOURNAL o MEDICINE

Ubirajara Ferreira, M.D,, Pn.D. Petro vashchenko, M.D., Eren Demirhan, Pa.D. Katharina Vedelska, M.D. Ph.D.,
D= Phung, B.S, Andrew Kriveshik, M.D., Ph.D., and Co-a N. Sternberg, M D.
DOI: 10.1056/NEJMoal 800536




Apalutamide

Enzalutamide

Darolutamide

Fig. 3 The structure of apalutamide, darolutamide, and enzalu-
tamide. Obtained from the PubChem Open Chemistry Database.
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Treatment of nonmetastatic castration resistant prostate cancer:
focus on second-generation androgen receptor inhibitors
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TEMAS A DEBATE

e 3HAY EDAD LIMITE PARA INICIAR EL TRATAMIENTO?

« QUE HACER EN EL CASO DE TENER UN CASO DE CPRC NO
METASTASICO PERO CON TIEMPO DE DUPLICACION DE PSA
ENTRE 6 Y 10 MESES



EDAD
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o ES UNA ENFERMEDAD “ASOCIADA” A EDAD

Prostata cancer (C61), Avaraga Numbar of Naw Casas par Yaar and Aga-Spacific Incidencs Rates per 100,000 Malas, UK, 2015-2017 Prastate Cancer (C41), Average Number of Deaths per Year and Age-Specific Mertality Rates per 100,000 Male Popatation, UK, 2016
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) CONSIDERACIONES DEL PACIENTE ANCIANO

* DISFUNCION ORGANICA

* DIFERENTE METABOLISMO Y ACLARAMIENTO DEL FARMACO
« AUMENTO RELATIVO DE LA GRASA CORPORAL

« CONTENIDO REDUCIDO DE AGUA

« MENOR MASA MUSCULAR

» PRESENCIA DE COMORBILIDADES

« TRATAMIENTOS CONCOMITANTES



DEFINICION PACIENTE ANCIANO

* Guias NCCN B
g

— Anciano joven (65-75 afos) “ A

— Anciano (76-85 anos)

— Anciano mayor (>85 afos)




VALORACION GERIATRICA INTEGRAL
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« et do b medaacin

» Istad vyoond

Cognitivo -— Médico - - Afectivo

~ -
- * Estado menty
_* Estado afective / depresion

Ambiental - - Estado - » Soporte sodal

+ Segurided en &l hoger funcional * Apoy0 informal necesidades y valore

« Taniports A Wi+ Duponbildad de recursos sanitanion y econdmicos
© Teleasimencis e
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= Actnadades de la wda diari 2 nsty umer tales
« Actividad fisca | serddo
- « NMardha y equiibeio
Econdmico Espiritualidad



Nutritional status

Performance status

Activites of daily living (ADL)
Instrumental ADL (ADL)

Cumulative liiness Rating Sczle for
Geratries (CIRS.G)

Charlson Comerbidity Ihdex (CCl)
Adut Comorbidity Evaluatien 27 (ACE-27)
OARS Mulricimensional Functisml
Assessment Questionnaire

Beers crterin

Medication Appropriateness Index (MA)
Sereening Tool of Older Peraons’
Prescriptions (STOPP) criteria

Screening Tool te Alert Doctors to Right
Treatment (START) critena
Mini-Nutriticnal Assessment (MNA)
Bady mass index (BM))

Socieconomic
issues
Psychological status
¢ Depression

* Disuess
Genatric syndromes
* Debrium

o Fraiy

* Fatgue

¢ Falis
e Ostecporosis

Mini-Mental State Examination (MMSE)
Montreal Cegnitive Assessment (MoCA)
Blessed Orienaatior-Memory-
Concenuration (EOMC) wat

Lving canditions

Caregiver

Cerlatric Depressien Seale (GDS)
Cisvress Thermoneter (OT)

Confusion Assessment Method (CAM)
Fried frailty critoria Balduce frailty critoria
Screenirg questicnnalre to rate te
severity of fatigue

Multfactorial rsk assessmant

Fracture risk assessment
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VALORACION GERIATRICA INTEGRAL

 PROCESO DE DIAGNOSTICO (Y TRATAMIENTO) PARA IDENTIFICAR (Y CORREGIR) LAS
NECESIDADES DEL PACIENTE PARA MEJORAR SU EVOLUCION.
« EL PERFORMANCE STATUS (ECOG) NO ES SUFICIENTE

* ES MULTIDIMENSIONAL Y MULTIDISCIPLINAR. SE CONSENSUA CON EL

e PACIENTE (EXPECTATIVAS) Y SU UNIDAD FAMILIAR O DE SOPORTE.
ES UNA APROXIMACION SIMILAR A PROPIA DE LA ATENCION PALIATIVA



Items

APROXIMACION: ESCALA G8

Passible answers (score)

Has fond intake derl ner cver th=a nast 3
months due to locs of appetite, diqestive
aroblems, chewing or swallowing
difficulties?

Weaight loss during tha ast 3 months

. severe dearzasce in feod intake

moderete decieass in fooc intake

0
1
2 . no decrease in food irtake
0

welnht Inss > 3 <

1 : doss not kncw

2 . weight loss betweer 1 and 3 kgs
3 noweqgnt loss
0  hed ar cha s hoand
1 . able to qet out of bed/chair tut doss
Mahi ity not ga out
2 Qn=Es ou
0 : severe dementie cr cepression
Neuropsychol ogical protleme 1 mild dementia o~ depression
2 ' no psychological prob ems
0 BM™ < 19
Body Mass Index (ZMI {weight in k3) / 1:BMI=19tcBM]l <21
(height in M=) 2 BMI = 21t BM] < 23
3 BMI =23 anc > 23
Tekes maore than 3 medications per dav g ; :?
[n compar son with other oeoole of the g sr?oci;’s?.oo?;dhow
5ame age, how does the patient consider l. a.s gocd
s ner health stahis?
2 | better
Age 0 . ™85
1 8N-85
2 . <€0
TOTAL SCORE 0=-17




& ESCALA G8

[ saceins e |

Negativo > 14
[ ufip” J [ Positivo = 14 J

{ Valoracion Geriatrica ]




¢SE BENEFICIARAN DE INICIAR TRATAMIENTO ¢
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Darolutamide in Nonmetastatic,
Castradon-Resistant Prostate Cancer

Kaim Fizazs MDD, Nea Shore, MDD, Tewwo - Tamersda, MDD, PLD
Albertag Ulys, M.D. Egilz V]jatars, M.D., Sorgzy Palyckov M D,
Mincaugas Jievaltas, MDD Murilo Luz, M.D |, 3oris Alekseey, MDD Iris Kuss, MO,
Christian <egptkr, Mh.D., Arie Snapir, M.0., Fh.0D , Ton Sarepohji. M.Sc.
aned Matthew 2, Senith, MDD, P10, for thy ARARIS Irovws ligg skors®
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Table 1. Patient Demographic and Clinical Characteristics at Baseline *

Darclutamide
Characteristic [N=955)
Median age (range} — yr 74 (48-95)

HH
HE—

Placebo
|N=554)

74 (50-92)

0.59 (0.37-0.95)
0.35 (0.26-0.47)
0.43 (0.31-0.60)
0.51 (0.27-0.96)
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Apalutamide Treatment and Metastasis-free
Survival in Prostate Cancer

Mashav . Sridh, SD., .. Frad Sand, MO, Table 1. Demagraphic and Disease Characlerislics at Baseline.®

Tmor Tvedeuy, MEB RS, M D Sréphave Cudand M.D_ PR D,
BunA ~wlewhik, WIT Qb N Cad® M3, Seed Gimzy MDD P10,
AN M e MB.ES WD JiYoul Lee WD,

e s s A Apalutamide Placebo
Vapee . Resdull Ui Merpumt K 1, M2 el b S, 4.0 Characteristic (N=306) (N=401)
Age —yr
Mecian 74 it
Range 45-94 52-97
Median time from initial diagnesis to rancomization — yr 7.95 7.85

median metastasis-free survival (mo)

All patients 40.5 16.2 -
Age
<65 yr NR 7.3
65 to <75 yr NR 14.6 —e—
=75 yr 40.5 18.5 —eo—i

0.30 (0.24-0.36)

0.14 (0.08-0.27)
0.25 (0.18-0.34)
0.42 (0.31-0.56)
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Prostate Cancer

Apalutamide and Qverall Survival in Prostate Cancer

Matthew R. Smith®”, Fred Saad“, Simon Chowdhury ‘, Stéphane Oudard®, Boris A. Hadaschik*,
Julie N. Graff, David Olmos?®, Paul N. Mainwaring", Ji Youl Lee’, Hiroji Uemura’,

Peter De Porre®, Andressa A Smith’, Subine D. Brookman-May ™", Susan Li', Ke Zhang",
Brendan Kovney”, Angela Lopez-Gitlitz ™, Eric J. Small”

C
Median overall survival (mo) Events/N
Subgroup Apalutamide Placebo Hazard ratio (85% ClI) Apalutamide Placebo
Al patients 739 50.9 0.79 (0.65-0.96) 274/8086 1547401
<B5yr NR NR i 0.39 (0.19-0.78) 187106 14/43
265 yr 61.5 58.7 0.86 (0.70-1.06) 256/700 140/358

vu\/ et
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Enzalutamide in Men with Nonmetastatic, Castration-Resistant Table 1. Demographic and Clinical Characteristics of the Patients at Baseline.”
Prostate Cancer )
Aubis Fusze n, B3, <rim Fieaz, VD, Ph.D. Frod Saad, LD, For Suthenoorg, VLE., Neul Shors, MDD, Ell!dllll‘l'lldl Mbo
Ubrajars Farwita M.D.Ph 2, Pbre aushihunbo, M.C., Erwn Dereitham, B0 Katha i Modvlyea MD, P3O, Group Group
D2 Mhwng, 85, Adrew Kivoshik, M. FhDy, and Cora NL Siemberg, M 2 Characteristic (N-933I (N-“s)
Age—yr
Median 74 73
Range 50-55 33-92

Age at baseline
=Madian
>Madian

0.6¢ '0.49-0.84)
0.81 '0.62-1.05)

{ |
Ened wamide and Sorvival i Nem e,

Cows g U Wi B A%, A e s b
WL AN L LI LW LN PR W L A, ML T
Setmes e rm ME D, Oue St V8. SE,
Frares Btsmns, A0 D01 Wbl § Ll A
LUVIRL MO ML T MR T WL T LY, L
B bos 6. Boduiativhibia AL AD. jouke -5,

P Wby U and Usbabamnn U S by e 1OOVE
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Oncology

ccie S, Weptembe s 3021, Papse 72501373 S

| - 4117 patients were assigned to androgen receptor inhibitor

Survival outcomes in older men with non- (apalutamide, enzalutamide, or daralutamide; n=2694) or placebo
(n=1423) across three randomised trials

_ - The median follow-up duration for metastasis-free survival was 18

cancer treated with androgen receptor months (IQR 11-26) and for overall survival was 44 months (32-55).

inhibitors: a US Food and Drug - In patients aged 80 years or older (n=1023):

Administration pooled analysis of patient-

metastatic castrabion-resistant prostate

level data from three randomised trials

In patients aged 80 years or older (n=1023):

-The estimated median metastasis-free survival was 40 months (95% Cl 36—41) in the androgen receptor inhibitor

groups and 22 months (18-29) in the placebo groups (adjusted hazard ratio [HR] 0-:37 [95% CI 0-28-0:47])

-The median overall survival was 54 months (50—-61) versus 49 months (43-58), respectively (adjusted HR 0:79
[0-:64—-0-98]).

-In patients aged 80 years or older, grade 3 or worse adverse events were reported in 371 (55%) of 672 patients _

in the androgen receptor inhibitor groups and 140 (41%) of 344 patients in the placebo groups, compared with

878 (44%) of 2015 patients in the androgen receptor inhibitor groups and 321 (30%) of 1073 patients in the

placebo groups among patients younger than 80 years \_/

YN (U ~ )



¢Que hacer en el caso de tener un caso de CPRC no
Metastdsico pero con tiempo de duplicacion de PSA
entre 6 y 10 meses?
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@ Natural History of Rising Serum Prostate-Specific
Ant:gen in Men With Castrate Nonmetastatic
Prostate Cancer

Mashew R Sesith Farocr Kibbinar, Frod S Arf Fhussein, Mare C Gsebmas, Livid 1 Bikarz,
Thls Wywen, Rudbies Miwe oy, Nurewsas &, 3Zosssns, Chasedy Sibadvosern, Rurossded L Misg; iTuoey,
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_ Cut-points for PSA doubling time in men with non-metastatic Q
CJ castration-resistant prostate cancer
Lauren E. Howard, MS*", Daniel Moreira, MD, Amanda De Haedt, MS", William J. Aranson,

MD<-2, Christopher J. Kane, MD’, Christopher L. Amling, MDY Matthew R. Coaperberg,
MD", Martha K. Terris, MD -, cno Stephen J. Freedland, MDb

A 1.w' B 1.00~ —_— <3 mnm‘m f
log-rank, p<0.001 — 3-3.9 months
== w====: 314 Amonths | _ |~
0.75- g 075~ ===— 215 months _
3 7§§
gg 0.50 - §E D. -
3x a‘ e
53 J g
s -
0.25- o = <3 months = P
et | — 3.8 .9 months
=ess=s 9-14.9 months log-rank, p<2.001
0.00- w—see== 215 months 0.00-_ - : = . .
T T T T T o 12 24 3€ 48 60
0 12 24 36 48 60 Months from Negative Bene Scan
Months from Negatve Bone Scan Hanibar ot itk
Number at riss <3 menths 33 19 ] 0 0 ¢
<3menths 33 7 ¢ a 0 0 3-8 9 menths 128 93 68 as 17 7
3-89menths 128 /3 3€ 17 7 2 9-14.9 menths €S S0 4 2t 1€ 14
Y9149 menths 69 o4 32 17 10 8 =15 menths 210 180 140 102 69 49
2185 menths 210 163 122 ted 33
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~ Cut-points for PSA doubling time in men with non-metastatic

S’

castration-resistant prostate cancer

Lauren E. Howard, MS2®, Daniel Moreira, MD®, Amanda De Hoedt, MS®, William J. Aronson,
MDd-e, Christopher J. Kane, MD', Christopher L. Amling, MD9, Matthew R. Cooperberg,

MD", Martha K. Terris, MD'/, and Stephen J. Freedland, MDY X

Table 2
PSADT at M) CRPC us a predictor of metastases
Univariabk Multivasishie”
n HR DEC (1 P.vaue | HR PEC (1 P value
PSADT **.nmnths ‘centimupus) | 2253 | 148 | 145150 | <uml | 19 | L4150 | <ol
PSADT <0001 0,001
=15 months 210 | Res, Rel,
¥ 49 menths 2909 133 | O.87-2.02 1.31 | U.85-2,00
185 mosths 128 110 | 241451 235 | 20634
<3 months 2123 | 100 | L3160 8.53 | 507147
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~ Enzaluramide and Survival in Nonmerasratic,
) Castration-Resistant Prostate Cancer
B

\ ’ Coa M, Semberg MO Ko Faazi V.0 Fans, Fred Saad MO,
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Apalutamide and Overall Survival in Prostate Cancer

Matthew R. Smith®", Fred Saad ®, Simon Chowdhury *, Stéphane Oudard ®, Boris A. Hadaschik *,
Julie N. Graff’, David Olmos?, Paul N. Mainwaring”, Ji Youl Lee’, Hiroji Uemura’,

Peter De Porre*, Andressa A. Smith”, Sabine D. Brookman-May ™", Susan Li', Ke Zhang*.
Brendan Kovney”, Angela Lopez-Gitlitz ™, Eric J. Small®
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Darolutamide in Nonmetastatic,
Castradon-Resistant Prostate Cancer

KaimFizazs M D, Nea Shore, MO, Tewwo - Tamersla, NLD., PD
Abertag Ulyz, M.D. Egllz V]jaters, M.D., Scrgzy Palyckov M D,

Mincaugas Jievaltas, MDD Murilo Luz, M.D |, Joris Alekseey, MDD Iris Kuss, MO,
Christian <agptier, Mh.D., Arie Snapir, M.0., Fh.D , Ton Sarepolje, M.SC

andd M atthew 2, Senith, MDD, P-.D, fo- thy ARAMIS Irovws ligg sbocs®

PLA deublieg tine atbareine
<6 Mo s
26 Mo 214
All patients
PSA doubling time <6 months
PSA doubling time 26 mornths
FSA dousiing tme
s5mo 613
>Sme NR
PSA doutling tme
=bme 40.5
whmae NR

i61 mn 145
107 5 i3
o
H-
[ S
S8.7
s1.7 | e
A6 8
228 A
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069 (£.56-2.86) \J

090 K.59-1.36)

0.30 (0.25-0.36)
0.28 (0.23-0.35)
0.35 (0.22-0.56)

e .-

084 (0.67-1.05)
065 (0.44 097)

1ny284
4vi7

£.29 (2 73-0.3§)
0,30 (0 70-0.£7)

P
e (.55 (35% Cl = (.35-0.88) among 4£9 pzatients with baseline PSA doubl ng time > 6 months and 0.73 (95% C! =
(0.54-0.92) emorg 1,040 witn FEA doLbling tme <6 manths

B Subgroup Analysis of Metastasis-free Survival

Subgroup

Baseine PSA daubling tirme
A ma
& ma

No. of Patients

454
1020

Hazard Ratio (95% €1)

£.38 12.34-05¢)
.41 12.33-053)
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A Clinician’s Guide to Next Generation Imaging in
Patients With Advanced Prostate Cancer (RADAR lll)

E. David Crawfaord,*t Phillip J. Koo,¥ Neal Shore,§8 Susan F. Slovin,¥
Raoul S. Concepcion,| Stephen J. Freedland,** Leonard G. Gomella, Tt
Lawrence Karsh,#* Thomas E. Keane,58 Paul Maroni, David Penson,¥Y
Daniel P. Petrylak,||| Ashley Ross,*** Vlad Mouraviev,t1t

Robert E. Reiter, Chaitanya Divgi and Evan Y. Yu$##

far the RADAR IIl Graup

Vol. 201, B32-892, April 2013

GOAL: EARLY IDENTIFICATION OF METASTATIC DISEASE

Newly Diagnosed
Patients

}

Biochemical
Recurrent Patients

}

MD Castrate-
Resistant Patients

}

Scan high-risk patient and
intermediate-nsk patent with
at lsast 2 of the following
criteria positive:

» PSA level =10 ng/ml

= Gleason score 27

* Palpable discase (=T2b)

* 1st scan when PSA level
Lalwean 5 and 70 ngdml

+ Imaging fraquency if
negative for previous
scan: 2nd scanning when
PEA=20 ng'ml and every
doubling of PEA leve
thereafier (bassed on FSA
lesting every 3 manths)

* 1st scan when PSA level
22 ngim!

* Imaging frequency if
negative for previous
scan: 2nd scanning when
PSA=S ngiml and every
doubling of PSA level
thergafter (based on PSA
lesting every 3 months)

Figure 1. RADAR | recornmendations.’® Reprinted with permission from Elwenier,

NG \

-
9\
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A Clinician’s Guide to Next Generation Imaging in
Patients With Advanced Prostate Cancer (RADAR Ill)
MO Castrate-Resistant
E. David Crawfaord,*t Phillip J. Koo,¥ Neal Shore,§8 Susan F. Slovin,¥ Patients
Raoul S. Concepcion,| Stephen J. Freedland,** Leonard G. Gomella, Tt
Lawrence Karsh,#* Thomas E. Keane,58 Paul Maroni, David Penson,¥Y
Daniel P. Petrylak,||| Ashley Ross,*** Vlad Mouraviev, 11 13t conventional Bcan when
Robert E. Reiter, Chaitanya Divgi and Evan Y. Yu### PSA level 22 ng/ml

far the RADAR IIl Group Imaging frequency if negative
for previous conventional scan:

2nd conventional scan when
PSA=5 ng/m| and every
doubling of PSA level thereafter
(based on PSA testing avary

RADAR III suggests followup imaging every 6 to 3 months)
12 months or more frequently based on less than 6-
month PSADT and/or symptoms in patients under-
going therapy for MO CRPC. If traditional imaging
fails to detect metastatic disease, NGI can be per- of PAADT <6 montits, when M1
formed only if approved therapies in the M1 space therapies would be appropriate
are being considered. RADAR III cautions against
ceasing therapy for a PSA rise alone.




5>QUE OPCIONES TENEMOS SI TENEMOS UN
PACIENTE CON CPRC MO CON PSA DT ENTRE
6-10 MESES?

e CONTROL PSA CADA 3 MESES PARA VALORAR CINETICA DE PSA

e« HACER PRUEBAS DE IMAGEN DE NUEVA GENERACION PARA VALORAR SI ES
METASTASICO

e 5Y S| TRATAMOS LOCALMENTE LA PROSTATAZ?



Orignal Articie  Publishea: 19 March 2018
Long-term outcomes of definitive external-beam
radiotherapy for non-metastatic castration-resistant
prostate cancer

hito Azawa, Konii Takayansa, Kivanao Nalamura. Takahiro Inowe. Takashi Kobavashi, Shusuke
Akamatsy, Toshingr Yamasaki, Osamy Ogawa & Takashi Mizowakit=:

tignal Joumal of Clinical Qpcology 28, 749-756 (2018) | Cite this article

565 Arcesses I 3 Citations | 1 Atmeinc | Metries

-Retrospectively evaluated 31 NM-CRPC patients consecutively treated with definitive EBRT.
-The median prostate dose was 70.4 Gy

-The median follow-up duration after EBRT was 66.6 months.

-The 5- and 8-year overall survival rates were 74.6 and 49.8%, respectively

-The 5- and 8-year prostate cancer-specific survival rates were 77.4 and 51.7%, respectively.
-The 5- and 8-year relapse-free survival rates were 32.3 and 25.8%, respectively
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Original Paper | Published: 22 September 2013

™ May non-metastatic clinically localized castration-
resistant prostate cancer after primary androgen
ablation benefit from salvage prostate radiotherapy?
Argela Botticalla =], Alessia Guarnari, Andrea Riccardo Filippi, Nictold Giaj Levra, Fermnando Munaz,
Journal of Cancer Besearch and Cines) Oncaology 138, 1H55-19680 (2D13) | Cite this articla

432 Accesses 9 Citations 3 Altmetric Metrics

-Forty-two patients presenting a non-metastatic castration-resistant prostate cancer after PADT were
referred to our institution and underwent RT between June 2003 and July 2011.

-Median follow-up after EBRT was 53 months
- Five-year biochemical disease-free survival (bDFS), distant metastases-free survival (DMFS) and

cancer-specific survival (CSS) were, respectively, 39.4, 60 and 65 %



CONCLUSIONES

LOS INFORMES DE POSICIONAMIENTO SON DOCUMENTOS INFORMATIVOS DE AUTORIZACION
NO DIFERENCIAS EN POSICIONAMIENTO

EDAD COMO FACTOR DE RIESGO

RESULTADOS CONSISTENTES EN PACIENTES DE EDAD AVANZADA

ALTERNATIVAS A LA SITUACION DE CPRC MO EN CASOS DE NO TENER PRECIO REEMBOLSO



Muchas gracias

juanalonso.cabo@salud-juntaex.es



