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Treatment of

double-blind, phase 3

Radiographic PFS at 24

Apalutamide 240mg

metastatic, trial, months : 68.2% AAR + All the patients
castration- | Pts with metastatic, (apalutamide) vs 47.5% | continued to receive
sensitive castration-sensitive (P<0.001). androgen-

prostate prostate cancer OS at 24 months : 82.4% | deprivation therapy
cancer. 525 pts : apalutamide vs 73.5% ( P=0.005). (Previous treatment
(TITAN) plus ADT Grade 3 or4 ADE : 42.2% | forlocalized disease
N EnglJMed | 527 pts: placebo plus vs 40.8% ( rash was more | and previous

2019; 381:13-24

ADT.

common in the

apalutamide group)

docetaxel therapy
were allowed.)
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Treatment of
nonmetastati
¢, castration-
resistant
prostate
cancer.

(SPARTAN)

N Engl J Med
2018; 378:1408-
1418

double-blind, placebo-
controlled, phase 3 trial
Pts: 1207, nonmetastatic
castration-resistant
prostate cancer and a
prostate-specific antigen
doubling time of 10
months or less.

in a 2:1 ratio (806
(apalutamide) vs 401
(placebo).

Median metastasis-free
survival : 40.5 months
(apalutamide) vs 16.2
months ( placebo) ;
P<0.001).

ADE leading to
discontinuation of the
trial : 10.6% vs 7.0% .
ADE : rash (23.8% vs.
5.5%), hypothyroidism
(8.1% vs. 2.0%), and

fracture (11.7% vs. 6.5%).

Apalutamide 240 mg
qd AR

+ All the patients
continued to receive
androgen-
deprivation therapy.

mOS: median overall survival, progression-free survival : PFS, ADE: adverse event
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Second-generation

Flutamide plus antiandrogen

GnRH agonist :
First-generation e enzalutamide
superior to GnRH thesized
antiandrogen synthesize:
: alone (2008)
flutamide (Crawford et al, 1989)
synthesized A
(Neri et al, 1967) r 3
Huggins and colleagues
e e e $ scaaric kT
of androgen ablation in Medical castration available g mchan?gm o
patients with mPC Huggins awarded first achieved with (1995) antiandrogen resistance
(Huggins and Hodges, 1941) the Nobel Prize in GnRH agonist (2013)

Physiology and (Labrie et al, 1980)
Medicine Nilutamide
(Nobel Prize, 1966) available Apalutamide
(1996) innmCRPC

(Smith et al, 2018)

1940 1950 1960 1970 1980 1990 2000 2010 2020

Flutamide shown
to compete with
testosterone for
the AR binding site
(1970s)

Darolutamide in
phase 1-2 mCRPC
TRIAL
(Fizazi et al, 2014)

Combined androgen
blockade in

localized PC
(Labrie et al, 2002)
Discovery and
characterization

of sndrogen Combined androgen Enzalutamide in mPC
blockade (Tran et al, 2009)
v receptor first and second lines (Scher et al, 2010)
(Labrie et al, 1982)
Steroidal (Labrie et al, 1985)

antiandrogens shown
to slow neoplastic
growth

J Urol . 2018 Nov;200(5):956-966.
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> Apalutamide is an oral
nonsteroidal AR inhibitor that
blocks androgen-induced AR
activation, prevents nuclear
translocation, inhibits DNA
binding, and impedes AR-
mediated transcription.

» References :

doi: 10.3389/fonc.2019.00801
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