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The prostate cancer landscape

First prostate cancer diagnosis
. Non metastatic

Newly . Metastatic hormone sensitive

di osed
I;ﬂnspg . Metastatic castration resistant

*

Primary
progressive
mHSPC

* Localised or
locally Biochemical
advanced recurrence
prostate cancer

Terminal

disease
(death)

ADT

MCRPC, metastatic castration-resistant prostate cancer;
mHSPC, metastatic hormone-sensitive prostate cancer;
nmMCRPC, non-metastatic castration-resistant prostate cancer.

Adapted from Scher Hl et al. J Clin Oncol 2016
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Elevacion Testosterona
confirmada en niveles de
de PSA castracion

Ausencia de
enfermedad por
gamma osea + TC




Mira como sigue subiendo tu PSA...

. “NOS vemaos en\g meses
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Average duration of patients in prostate cancer: ~13 yrs*

All-cause mortality
168,290

PC prevalence Biochemical failure
2,219,280 Newly after local

diagnosed therapy/rising Newly diagnosed PC;
PC** PSA metastatic disease

mCRPC
74%
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Newly diagnosed PC:
metastatic disease

Therapeutic CLOSE LOCAL THERAPIES ANDROGEN CASTRATION-RESISTANT
options MONITORING Surgery DEPLETION/BLOCKADE AR and AR signaling inhibitors
Radiation GnRH agonist/antagonist Chemotherapy
+/-antiandrogen Immunotherapy
Bone-targeted agents
External beam radiation

Scher Hl et al. PLoS One 2015
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nmCRPC

Time to Bone Metastasis or Death in unselected nmCRPC patients

Patients With Event (%)

0,8

0,6

0,4

0,2

I —Death —Bone metastasis Bone metastasis or death
/ 45% of patients developed
bone metastasis or died within 2 years
: 4 ,-:F
- !
: P
A ’ il i
0 0,5 1 1,5 2 2,5

Years Since Random Assignment

Smith M et al. J Clin Oncol 2005
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pacientes iguales?

PSADT or absolute PSA level predict bone mets or death

Patients With
Bone Metastases or Death (%)

1_

0,8 1

0,6

0,4

0,2

0

PSADT < 6.3 months
—PSADT 6.3-18.8 months
—PSADT > 18.8 months

DR FRIBS P27 2§ &

Years Since Random Assignment

Patients With
Bone Metastases or Death (%)

1_

0,8

0,6

0,4

PSA < 7.7 ng/mL
—PSA 7.7-24.0 ng/mL
—PSA >24 ng/mL

0 §O5 dm@ 1S 25

Years Since Random Assignment

p

Relative Risk for Bone

Metastasis or Death

3.0 1
2.8 1
2.6 7
2.4 1
2.2 7
2.0 1
1.8 1
1.6 1

1.4 1
20 18 16 14 12 1OI8
PSADT (Months)

Smith M et al. J Clin Oncol 2005; Smith M et al. J Clin Oncol 2013
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Apalutamide Treatment and Metastasis-free | | Enzalutamide in Men with Nonmetastatic, Castration-Resistant Darolutamide in Nonmetastatic,
Survival in Prostate Cancer Prostate Cancer Castration-Resistant Prostate Cancer

Estimated Enroliment: ENZA/APA/DARO Key secondary
1,200-1,500 5 endpoints:
OS
‘M0 CRPC R
D Time to first SSE
*PSA doubling time of <10 (1 Time to initiation of first

months
+ECOG PS 0-1

cytotoxic chemo
Time to pain
progression

Smith M et al. NEJM 2018; Hussain M et al. NEJM 2018; Fizazi K et al. NEJM 2019
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Apalutamide Treatment and Metastasis-free Enzalutamide in Men with Nonmetastatic, Castration-Resistant Darolutamide in Nonmetastatic,
Survival in Prostate Cancer Prostate Cancer Castration-Resistant Prostate Cancer

100+ Median Metastasis-free A Kaplan-Meier Analysis of Metastasis-free Survival

90 Survival (95% Cl) 1.0- Median

30 1004 Enzalutamide 36.6 (S?AOI—NR) 094" Me'tastasis-free
:s Placebo 14.7 (14.2-15.0) Survival (95% Cl)
< %’— 70+ 90+ Hazard ratio for metastasis or death, ® o 081 mo
%‘g s Apalutamide g 80 0.29 (95% Cl, 0.24-0.35) E W 074 Darolutamide 404 (34.3-NR)
=4 - T P<0.001 2% g4 Darolutamide Placebo 184 (15.5-223)

P~ T T R g G =

$s G 60 Enzalutamide °s 05 Hazard rato, 041 (95% C1, 034-0.50)
25 " 2 soq 25 4l .- P<O001
25 30+ 3 52 ‘.
i 5% o 1

20+ Hazard ratio for metastasis or death, .§ 304 a 0.2 L

Jo 028(95%C1,023-035) & 201 Placebo !

P<0.001 o 014 : Placebo
0 T T T T T T T T T T 1 0 00 T T T T T T T T T T T 1
Y S T o 3 6 9 12 15 18 21 24 27 30 3B 36 39 42 0 4 8 12162024 2832 3 40 #4 4
Months from Randomization Month Months

Aumento en la mediana de MFS: 22-24 meses
HR 0.28-0.4

Smith M et al. NEJM 2018, Hussain M et al. NEJM 2018; Fizazi K et al. NEJM 2019
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evidencia?

Apalutamide Treatment and Metastasis-free

Survival in Prostate Cancer

nmCRPC

Enzalutamide in Men with Nonmetastatic, Castration-Resistant

Prostate Cancer

Patients Who Were Alive (%)

100+

804
APA
median, 73.9 mos

604 \

PBO "
40+ median, 59.9 mos
204
HR, 0.78 (95% ClI, 0.64-0.96)
0 I T 1 1 1 Ll 1 1 1 Ll 1 1 1 1 1 1 1 1

LI
0 4 8 1216 20 24 28 3236 40 44 48 52 56 60 64 68 72 76

Months From Randomization

Owverall Survival (2%6)

—

= Placeho
1«.“ ]
g _
el
Enzalutamide Placebo
n=933 (n=468)
Median, month 670 563
(05%C)  (BA0NR) (44630)
HRO5%C)  073(061089)
Pyalue 01
0 4 8§ 116 0 0 28 % % 40 4 8 5 %60 o8 8 7N

= Enzalutamide

Patients Who Survived (%)

Darolutamide in Nonmetastatic,

Castration-Resistant Prostate Cancer

100

90

80+

70+

60

504

404

304

204

Darolutamide

Placebo

'
0-0@mD- WBOO®- -0

| Hazard ratio for death, 0.69 (95% Cl, 0.53-0.88)

P=0.003

T T T T T T T T T T T T T T 1
4 8 12 16 20 24 28 32 36 40 44 48 52 56 60

Months since Randomization

HR 0.69-0.78

Aumento en la mediana de OS: 11-15 meses

Small EJ et al. ASCO 2020; Sternberg CN et al. ASCO 2020; Fizazi K et al., NEJM 2020
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Apalutamide Treatment and Metastasis-free
Survival in Prostate Cancer

nmCRPC

Enzalutamide in Men with Nonmetastatic, Castration-Resistant
Prostate Cancer

SPARTAN' PROSPER?

Darolutamide in Nonmetastatic,
Castration-Resistant Prostate Cancer

ARAMIS?

Monitoring schedule?

Every 16 weeks

Median duration of trial
regimen (months)

Every 4 weeks Every 16 weeks
AP PBO ENZA PBO

(n =803) (n=398) (n=930) (n =465)
25,7 115 18.4 1.1

DARO

PBO

(n =954) (n =554)

14.8

i

Any AEs, n (%)

775 (96.5) 371 (93.2) 808 (87) 360 (77)

794 (83.2) 426 (76.9)

Any serious AEs, n (%)

AEs (all grades), %
Fatigue

Hypertension

Rash

Falls

Fractures

Mental impairment disorders
Seizure

199 (24.8) 92 (23.1) 226 (24) 85 (18)

30.4 21..4 33.0 14.0
24.8 19.8 12.0 5.0
23.8 5.5 NR NR
15.6 9.0 11.0 4.0
11.7 6.5 NR NR
5: 3.0 5.0 2.0
0.2 0 <1 0

237 (24.8) 111 (20.0)

121
6.6
2:9
4.2
4.2
NR
0.2

8.7
5.2
0.9
4.7
3.6
NR
0.2

Presented by Mark Fleming at ASCO Annual Meeting 2019
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CPRCnm: ¢y la toxicidad?

Impact of darolutamide on pain
and quality of life in patients with
nonmetastatic castrate-resistant
prostate cancer

Effect of apalutamide on health-related quality of lifein ~ Patient-reported outcomes following enzalutamide or
patients with non-metastatic castration-resistant prostate placebo in men with non-metastatic, castration-resistant

cancer: an analysis of the SPARTAN randomised, prostate cancer (PROSPER): a multicentre, randomised,
placebo-controlled, phase 3 trial double-blind, phase 3 trial

A FACT-Ptotal score ':4
150 s 3 Enzalutamide Study treatment
144 [] Placebo
140 132
1:0 ‘ H H H H H ‘ 120 :L —L l l :L :L i l l l :L l l :L
< £ 108 -_
¢ 120 } 2 o6 =
§ 110 ‘T H ‘ ‘ ‘ £ 847 in
g 724 o
100 T 6o o
50 2 484 %
A 36— [=
0 T, T T T T JI T T T T T T T T 24— g
Baseline 2 3 4 5 6 7 9 11 13 17 21 25 29 o] s
Number of patients in each cycle o : : : : : : .
Apalutamide 797 781 767 742 717 695 676 649 614 590 456 352 257 167 Baseline 7 33 49 65 &1 7 Darolutamide
Number at risk
Placebo 395 389 379 371 350 301 283 265 221 199 136 83 54 35 Enzalutamide 887 841 742 637 536 437 365 == Placebo
Placebo 439 420 342 250 193 148 96
C FACT-P physical wellbeing B DI W16 W32 W48 W64 W80 W96 Wi12 W128 W144 W160 Wi76 W192 EOT
30 o 77 Number of subjects at risk
e 6—
H.‘J [ H H H [ H H H [L H H_,lj £ o 3 Darolutamide 938 882 820 669 512 387 270 199 121 73 37 19 2
g 204 H ﬂ H H “ H “ H H H u H 11 "é 4 éET Placebo 546 501 376 269 18 119 79 52 31 15 8 1 0
S 2 3 E£%
. eI
3 = 1—
S 10 L T L T e SRt
S o
§ 21 oo
E 34 3%
0 T T T T T T T T T T T T T T § —4] Egl
Baseline 2 3 4 5 6 7 9 11 13 17 21 25 29 g
Number of patients in each cycle 2 g
Apalutamide 796 779 765 740 716 695 675 647 614 589 456 351 256 167 - 7 - T T T T T T 1
Placebo 394 388 379 371 349 301 283 263 221 199 136 83 54 35 Baseline v 3 o & o7
udy weel

Saad F et al. Lancet Oncol 2018; Tombal B et al. Lancet Oncol 2019; Fizazi K. Presented at ASCO Annual Meeting 2019
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CCl O

CCl 1-2
Cumulative Incidence

Cumulative Incidence

CCI 3+

Cumulative Incidence

PSADT <9 months

Entonces... ¢tratamos a
todos?

PSADT 29 months

n=40 § '6“n=16
% .5'
S 4+
® .3-
5 21
E .14
T " | T T T T T T < O-I T T T T T T T
0 12 24 36 48 60 72 8. 0 12 24 36 48 60 72 84
Months from MO CRPC Months from MO CRPC
=62 8 €n=30
g 51
S 4
® .31
5 21
E 14 !
3 L Y .Y N L € o 0 . ot

0 12 24 36 48 60 72 84
Months from MO CRPC

Cumulative Incidence

0 12 24 36 48 60 72 84
Months from MO CRPC

0 12 24 36 48 60 72 84

Months from MO CRPC

0 12 24 36 48 60 72 84
Months from MO CRPC

PC Death

== === Qther Cause Death

Fig. 1 Cumulative incidence of prostate cancer-specific and other-cause mortality by age, comorbidity, and PSADT for men (a) <70, (b) 70-79,

and (c¢) > 80 years

o

CClo

CCl 1-2
Cumulative Incidence

Cumulative Incidence

CCI 3+

Cumulative Incidence

nmCRPC

Impact of age, comorbidity, and PSA doubling time on long-term
competing risks for mortality among men with non-metastatic
castration-resistant prostate cancer

PSADT <9 months PSADT 29 months
8 Sln=27
5 .51
=]
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Whitney CA et al. Prostate Cancer Prostatic Dis 2019
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nmCRPC

¢Nuevas tecnicas
de imagen?

54.5%

Conventional
MO CRPC

98% PSMA
PET +

Local only

61% Poly

+/- 50% have
local salvage
options

+/- 50% are
PSMA M1
CRPC

Fendler et al. Clin Cancer Res 2019
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de imagen?
Old staging procedure New staging procedure
Early stage Late stage Early stage Late stage
- —p - = - e >
@ ® & ® & < . O :‘ ® [£)
®e_© e |® 5
e o ®le ) € ®:e ™
@ @
oo © ® ® »
- ® ® o & °: ® o
< Tumor size > R
® Were in early stage but were truly late stage
® Lower burden of disease than other late stage patients
* Previously worsened prognosis for early stage group
&

Now improving prognosis for late stage group
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¢Nuevas tecnicas
de imagen?

DECREASE Trial Design

Co-PlI:
Shankar Siva & Arun Azad
no disease

PET

MO CRPC

(Conventional Randomise 1:1
Imaging)

Radiological

Testosterone<0.6
PSA progression

(>2 rises, PSA >2),
PSA doubling time
< 10months,

Disease
demonstrated
on PSMA PET

Arm 1:

Darolutamide

Arm 2: Local

Progression

Scheduled
follow-up WBBS
and CT CAP,

Radium -
223 at
treating
clinicians
discretion

(up to 6
cycles)

No evidence of
metastases
on CT C/A/P or
WBBS (MO0)

Consolidation
Radiotherapy* +
Darolutamide

or
end of study
visit

(n=87)

confirmed by

PSMA-PET scan

Primary endpoint
PSA90 response at 12 months

O

PeterM
* Arm 2 receives 3 months of darolutamide, then repeat PSMA PET and consolidation RT to up to 5 sites et

Cur Caons Cat
PR -
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iento médico del cancer en

* TDA EN MONOTERAPIA ES UN TRATAMIENTO SUBOPTIMO

* TDA + NAH producen:
 Aumento de supervivencia global
 Aumento de supervivencia libre de metastasis
* Toxicidad manejable
* Sin impacto negativo en calidad de vida

 Seleccion de pacientes en funcion de PSA-DT y comorbilidad
* ¢Papel de las nuevas técnicas de imagen?
* ¢Influencia en |a secuencia terapéutica?



Prostate Cancer: Castration Sensitive (CSPC)

Advanced Prostate Cancer:
Castration-sensitive/naive

ADT: Androgen Deprivation Therapy
MO: By imaging no evidence of metastases
M1: Metastases detected by imaging

Relapsed ADT
M1
ADT+Docetaxel
De Novo
M1 ADT+Abiraterone

ADT+AR-antagonist
(Enzalutamide or
Apalutamide)

ADT+Radiotherapy
to the primary (only
for low volume)

Presented by S.Gillesen at ESMO 2020 Prostate Cancer Preceptorship
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Primary
progressive
Metastatic mHSPC

HSPC

Docetaxel ALTO VOLUMEN

2015
CHAARTED (OS) MTS DE NOVO

STAMPEDE (OS) “FIT” PARA QT

Abiraterone ALTO RIESGO
2017 MTS DE NOVO

LATITUDE (OS)

STAMPEDE (OS) (LATITUDE)

Enzalutamide

2019 — 113 _ ”
ARCHES (rPFS) ALL-COMERS

ENZAMET (OS)

Apalutamide
2019 “ALL-COMERS”

TITAN (rPFS,0S)
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HI GH VOLUME (HV)*45

At least 1 of 2:

* 24 bone lesions with
21 beyond the
vertebral bodies/ pelvis

e Visceral metastasis

Docetaxel
2015

CHAARTED (0S)
STAMPEDE (OS)

ALTO VOLUMEN

MTS DE NOVO
“FIT” PARA QT

0= — ADT PIUS QocstaRG
ADT slona
= Meqian OS5 smonihel
o8
'§ ADT plus docataxel 43.0
0 ADT slone 321
) HR, Q63 (967 C1, 0.49 1o 081
= 001
= 04
£
5
@ o2
oo

|||||||||

12 24 36 48 60 72 84 96 08
Time (menths)

No. 2t sk
ADTpeurcdocetumed 214 W4 WS VIE &2 T W
ADTaloms T I W7 EZ 47 W 3

E F

Subgroup-Analysis

A: High-volume
L [ P — gy R S —
— ADT slore — ADT alone .
s o= Median 05 imontns) o= B LOW—VOlume
€ ADT plus docataxed 612 £ ADT plus docetaxed 635
g- (-1 ] ADT slone M4 g- 06 ADT alone NR
= B4R O3 (95 O, 050 o 0L7SE =% HR, 1.04 (5% CL 0.70 b0 158k
= s P <001 E s P
- HR: 1.04
L] L ]
5: 024 E 0z
00+ 00
12 24 36 28 60 72 84 % 108 12 24 3 48 60 72 84 9 108 > (0-7‘0-1-55)
Time {months) Time (months)
W [—
ADT phus docatanad 263 239 202 81 91 Cil L 3 o ADT plus doostael 134 127 5 B F-
ADTalors 260 216 966 W4 & " L] 1 o o ADT alone 3 T 2 M & % 2 L] o

C: de-novo high-volume
D: de-novo low-volume

L — DT i d0cEtEE]
ADT aloma

S o=

E] ADT plus gocstaxsl 583

g_ 0E ADT alome sa8

g HR, 886 (3% CI, 853 o 14Ty

— " Fe=

= 04

=

=

| 4

A

|||||||||

12 24 3 48 60 72 84 96 08
Time {months)

2 »
=

vt o B B — E: After local tx high-volume
£ Pl - ADT alona
B - T F: After local tx low-volume
§, oe ADT alone 517 §, o
_§_ HR, L72 [95% O, .36 to 148 _‘Ei'_
= 04 = 044 Median OS (monthsl
E o E u_mrmamm B6
C N memontns) S memonts)
[l v Gravis Eur Urol 2018

Kvriakopoulos JCO 2018

Newly
diagnosed
mHSPC

Primary
progressive
mHSPC

Kyriakopoulos CE et al. J Clin Oncol 2018



rVITU Abiraterone ALTO RIESGO X Newly
A X j ) diagnosed
SIMPQSIO.DE REVISIONES EN CANCER LA“TZSDIZ (05) MTS DE NOVO m?-ISPC
“Tratamiento médico del cdncer en el aiio 2022”
STAMPEDE (OS) (LATITUDE)
Primary
progressive
_ - & mHSPC

Inclusion Criteria
+ Newly diagnosed

adults with high-risk R Primary Endpoint(s)
A ADT + abiraterone + + 05
HIGH RISK (HR)?! < N p (n=597) * IPFS
At | t 2 of 3¢ with or w/o concurrent D
cast 2ot = antiandrogens prior to 0 Secondary
- 23 bone lesions CiD1 M Endpoint(s)
- Visceral metastasis — I * Time to pain
| - Meets at least 2 of 3 z ——>  progression
« Gleason score 28 high-risk criteria E * Time to PSA
+ Gleason score of 28 D progression
+ Presence of 23 lesions + Time to next SSE
on bone scan 1:1 + Time to chemotherapy
+ Presence of ' + Time to subsequent PC
measurable visceral ; ADT + PBO (n=602) therapy
lesion 1209
—
Stratification factors
» Presence of visceral Treatment until disease progression,
disease (yes/no) withdrawal of consent, or occurrence of
+ ECOG (0, 1vs. 2) unacceptable toxicity?

Fizazi K et al. N Engl J Med 2017



Apalutamide
SIMPOSIO.DE REVISIONES EN CANCER 2019
“Tratamiento médico del cancer en el aiio 2022” TITAN ( I'PFS, OS)

“All-comer” patient population

Key Eligibility Criteria

Castration sensitive

Distant metastatic disease by > 1 lesion
on bone scan

ECOGPSOor1l

On-Study Requirement
Continuous ADT

Permitted

Prior docetaxel

ADT £ 6 mo for mCSPC or £ 3 yr for local disease
Local treatment completed > 1 yr prior

Stratifications

Gleason score at diagnosis (<7 vs 2 8)
Region (NA and EU vs all other countries)
Prior docetaxel (yes vs no)

“ALL-COMERS”

*

Newly
diagnosed
mHSPC

Primary
progressive
mHSPC

Presented By Kim Chi at 2019 ASCO Annual Meeting
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Apalutamide
SIMPQSIO.DE REVISIONES EN CANCER 2019
“Tratamiento médico del cancer en el aiio 2022” TITAN ( I'PFS, OS)

“All-comer” patient population

Key Eligibility Criteria
Castration sensitive

Distant metastatic disease by > 1 lesion
on bone scan
ECOGPSOorl

On-Study Requirement
Continuous ADT

Permitted

Prior docetaxel

ADT £ 6 mo for mCSPC or £ 3 yr for local disease
Local treatment completed > 1 yr prior

Stratifications

Gleason score at diagnosis (<7 vs 2 8)
Region (NA and EU vs all other countries)
Prior docetaxel (yes vs no)

“ALL-COMERS”

Newly
diagnosed
mHSPC

Primary
progressive
mHSPC

Distant metastatic disease by > 1 lesion

on bone scan

Presented By Kim Chi at 2019 ASCO Annual Meeting
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Apalutamide

* _ Newly
“ALL-COMERS” raise

“All-comer” patient population

Key Eligibility Criteria
Castration sensitive

Distant metastatic disease by > 1 lesion
on bone scan
ECOGPSOor1l

On-Study Requirement
Continuous ADT

Permitted

Prior docetaxel

ADT £ 6 mo for mCSPC or £ 3 yr for local disease
Local treatment completed > 1 yr prior

Stratifications

Gleason score at diagnosis (<7 vs 2 8)
Region (NA and EU vs all other countries)
Prior docetaxel (yes vs no)

Primary
progressive
mHSPC

Distant metastatic disease by > 1 lesion
on bone scan

ADT £ 6 mo for mCSPC or £ 3 yr for local disease
Local treatment completed > 1 yr prior

Presented By Kim Chi at 2019 ASCO Annual Meeting
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“Tratamiento médico del cancer en el aiio 2022” TITAN ( rPFS OS)
’

Apalutamide

“ALL-COMERS”

“All-comer” patient population

Key Eligibility Criteria
Castration sensitive

Distant metastatic disease by > 1 lesion
on bone scan
ECOGPSOor1l

On-Study Requirement
Continuous ADT

Permitted

Prior docetaxel

ADT £ 6 mo for mCSPC or £ 3 yr for local disease
Local treatment completed > 1 yr prior

Stratifications

Gleason score at diagnosis (<7 vs 2 8)
Region (NA and EU vs all other countries)
Prior docetaxel (yes vs no)

*

Newly
diagnosed
mHSPC

Primary
progressive
mHSPC

Distant metastatic disease by > 1 lesion

on bone scan

ADT £ 6 mo for mCSPC or £ 3 yr for local disease
Local treatment completed > 1 yr prior

Permitted
Prior docetaxel

Presented By Kim Chi at 2019 ASCO Annual Meeting
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bt FACTORES A TENER
SIMROSIO.DE REVISIONES EN CANCER mHSPC
“Tratamiento médico del cdncer en el aiio 2022”
E N C U E NTA Primary

progressive
mHSPC

BENEFICIO CLINICO Impacto en rPFS — OS, datos de QoL

Criterios de volumen — riesgo, forma
de presentacion

ENFERMEDAD

Comorbilidades, esperanza de vida,
preferencias del paciente

FARMACO Toxicidad, accesibilidad

Adapted from presentation by N.Shore at ASCO 2020



Informe de Posicionamiento ) ¢

Terapéutico de apalutamida di:ger‘l’::ge d
STMROSIO.DE REVISIONES EN CANCER (Erleada®) en combinacién con mHSPC
“Tratamiento médico del cancer en el aiio 2022 - . . r
tratamiento de privacion de
CONSIDERACIONES FINALES DEL GC REVALMED androgenos en cancer de prostata

Primary
progressive
Farmacia ha financiado Erleada® (apalutamida) para el tratamiento  1pT, 4/2021. V1 mHSPC
del cancer de prostata hormonosensible metastdasico (CPSHm) en
combinacion con tratamiento de privacion androgénica (TPA) en

La Direccion General de Cartera Comun de Servicios del SNS y hormonosensible metastasico

Fecha de publicacién: 8 de marzo de 2021

hombres adultos que no toleren o no sean susceptibles de recibir - Presencia de contraindicaciones: hipersensibilidad al

quimioterapia con Docetaxel. farmaco o excipientes, recuento absoluto de neutrdfilos
El GCPT considera que la valoracion de la susceptibilidad o no < 1.500/mm3 o insuficiencia hepdtica grave (26).

para recibir docetaxel exige una evaluacion clinica del paciente que . PS 2 o mayor (30).

debe. ser .izealzzada por el 0”‘{0,’030 .medzco,’ 0 cor?tar con su - Presencia de comorbilidades que desaconsejen el uso
participacion en un entorno multidisciplinar. A titulo orientativo, las

, , . de docetaxel, tales como problemas de coagulacion,
caracteristicas clinicas fundamentales para que un paciente no sea _ _ 5
susceptible de recibir docetaxel serian: trombocitopenia < 100.000 plaquetas/mm’ enfermedad

cardiaca activa en los ultimos 6 meses (angina, infarto
de miocardio o insuficiencia cardiaca sintomdtica),
neuropatia periférica de grado 2 o superior,
aclaramiento de creatinina (30).

- Edad mayor de 75 afios, por la menor eliminacion y la
mayor probabilidad de reacciones adversas (41,42).

- Pacientes ancianos con valoracion geridtrica
oncoldgica G8 de 14 puntos o menos y evaluacion
geriatrica de fragilidad que desaconseje el uso de
quimioterapia citotoxica (43,44).
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Terapéutico de apalutamida " Newly 3
SIMPOSIO DE REVL\IONES EN .CANCER (El"leada®) en combinacion con I:lansoPsg
Tratamiento médico del cdncer en el aiio 2022 tra tamien to de privaci 6 n de
CONSIDERACIONES FINALES DEL GC REVALMED andrégenos en cancer de préstata _
hormonosensible metastasico Primary

La Direccion General de Cartera Comun de Servicios del SNS y :
: : ® : : progressive
Farmacia ha financiado Erleada®™ (apalutamida) para el tratamiento  1pT, 4/2021. V1
. . ) . ’ mHSPC
del cancer de prostata hormonosensible metastdasico (CPSHm) en
combinacion con tratamiento de privacion androgénica (TPA) en

Fecha de publicacién: 8 de marzo de 2021

hombres adultos que no toleren o no sean susceptibles de recibir - Presencia de contraindicaciones: hipersensibilidad al

guimioterapia con Docetqret. farmaco o excipientes, recuento absoluto de neutrdfilos
El GCPT considera que la valoracion de la susceptibilidad o no < 1.500/mm3 o insuficiencia hepdtica grave (26).

para recibir docetaxel exige una evaluacion clinica del paciente que - PS 2 0 mayor (30).

debe ser realizada por el oncologo meédico, 0 contar con su
participacion en un entorno multidisciplinar. A titulo orientativo, las
caracteristicas clinicas fundamentales para que un paciente no sea
susceptible de recibir docetaxel serian:

- Presencia de comorbilidades que desaconsejen el uso
de docetaxel, tales como problemas de coagulacion,
trombocitopenia < 100.000 plaquetas/mm’ enfermedad
cardiaca activa en los ultimos 6 meses (angina, infarto
de miocardio o insuficiencia cardiaca sintomdtica),
neuropatia periférica de grado 2 o superior,
aclaramiento de creatinina (30).

- Edad mayor de 75 afios, por la menor eliminacion y la
mayor probabilidad de reacciones adversas (41,42).

- Pacientes ancianos con valoracion geridtrica
oncoldgica G8 de 14 puntos o menos y evaluacion
geriatrica de fragilidad que desaconseje el uso de
quimioterapia citotoxica (43,44).



" AMERICAN SOCIETY OF ~ CLINICAL QUESTION 1
SIMPOSIOLDE REVISIONES EN CANCER CLINICAL ONCOLOGY What are the standard initial treatment options for meta-

“Tratamiento médico del cancer en el aiio 2022” St a tIC nonca Stra te DFGSt ate cance r?

Recommendation 1

Metastatic disease Recommendation 1.0. Docetaxel, abiraterone, enzaluta-
mide, or apalutamide, each when administered with ADT,
represent four separate SOCs for noncastrate metastatic

| prostate cancer. The use of any of these agents in any

| | particular combination or in any particular series cannot yet

be recommended (Type: evidence-based, benefits-harms

ratio unknown; Evidence quality: no evidence available;
Strength of recommendation: strong).

ADT Plus Docetaxel®

| | Recommendation 1.1. For men with metastatic noncastrate
prostate cancer with HVD as defined per CHAARTED” who

De novo or after RP, RT,

De novo or ADT

| | | are candidates for treatment with chemotherapy, the ad-

dition of docetaxel to ADT should be offered (Type:
High volume evidence-based, benefits outweigh harms; Evidence
quality: high; Strength of recommmendation: strong for pa-
tients with HVD).

disease and High or ADT + ADT +
chemotherapy low risk enzalutamide apalutamide
candidate

| | Recommendation 1.2. For patients with low-volume meta-

static disease (LVD) as defined per CHAARTED’ who are

ADT + candidates for chemotherapy, docetaxel plus ADT should

abiraterone + not be offered (Type: evidence-based, benefits outweigh

predisnone/ harms; Evidence quality: high; Strength of recommendation:
prednisolone strong for patients with LVD).

ADT + docetaxel

Virgo KS et al. J Clin Oncol 2021



* Newly
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Primary
progressive

* TDA EN MONOTERAPIA ES UN TRATAMIENTO SUBOPTIMO i

* Diferentes opciones (y poblaciones) en combinacion con TDA:
* TDA + Docetaxel
 TDA + Abiraterona
 TDA + Apalutamida
 TDA + Enzalutamida

* Espectro mas amplio de pacientes para Apalutamida / Enzalutamida
* ¢Seleccionar solo por “fitness” para quimioterapia?
 iPapel de tripletes en un futuro cercano?
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“Tratamiento médico del cancer en el ario 2022”

Muchas gracias por
su atencion

Alvaro Pinto Marin

Servicio de Oncologia Médica
Hospital Universitario La Paz — IdiPAZ, Madrid

alvaro.pinto@salud.madrid.org N
Y @dralvaropinto



