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Increased Phase 3 randomized enzalutamide (800 BEH
Survival with pts) vs placebo (399 pts). 160mg

Enzalutamidein | ® The median overall survival 18.4 months | AR
Prostate Cancer vs 13.6 months (placebo); P<0.001.

after ® Reduction PSA level (54% vs. 2%,
Chemotherapy P<0.001)
2012 ® The soft-tissue response rate (29% vs.

4%, P<0.001),

® The quality-of-life response rate (43% vs.
18%, P<0.001)

® Radiographic progression-free survival
(8.3 vs. 2.9 months; p<0.001)

® The time to the first skeletal-related
event (16.7 vs. 13.3 months; P<0.001).

® Rates of fatigue, diarrhea, and hot flashes
were higher in the enzalutamide group.

Seizures 0.6% (enzalutamide)
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NEIM 2012 367:1187-1197
metastatic ® ARCHES, randomized (1:1) Phase 3 BH
castration- ® enzalutamide (N=574) vs placebo 160 mg
sensitive (N=576). All patients received a GnRH [ Al
prostate cancer analog or had a prior bilateral
(mCSPC). orchiectomy. the risk of radiographic
FDA: 2019 progression or free survival (hazard ratio,

0.39; P <.001; median not reached v 19.0
months).
® ADR>=Grade 3 24.3% enzalutamide+
ADT versus 25.6% placebo plus ADT
Clinical Oncology 37, no. 32 (November 10,
2019) 2974-2986.
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BEMEIZE B (2%)
3. KMEFHEEIER  8EG42), KERZER(4x) NE KA HEEITER | $UiAT
(18-20%) ~ FEERES(122) ~ BHLILEE (3%)
SBAHEEER | B (23%) * B (17-22%) * BEARIE (19%) ~ HBEZE (4%)
MRFAEEER | MNRIET (6%)
Nrhgrm EEIER : =B (3%)
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9. WIRZ#MAEEER | EFRERKE (1116%) ~ [FIREEE (112) ~ T ERE R
(8-9%), Mt =M (3%)
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Substrate of CYP2C8 (major), CYP3A4 (major); Note: Assignment of

Major / Minor substrate status based on clinically relevant drug

interaction potential; Inhibits MRP2; Induces CYP2C19 (moderate),

CYP2C9 (moderate), CYP3A4 (strong)
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Enzalutamide is a pure

IL Androgen receptor (AR) v Testosterone x Enzalutamide

androgen receptor

O AR after conformational change due to : Blcaldtamide

testosterone or bicalutamide binding

signaling inhibitor; unlike

. Sl \V4 4. Enzalutamide lacks
1. Enzalutamide inhibits . ; 5
other antiandrogen skl R \  partial AR agonist
. . with higher affinity than sv(i:ttrlwvgcg:s:aﬁ;is
therapies, it has no e resistance

2. Enzalutamide receptor

%) ©+

H H inhibition blocks the
known agOI’]IStIC activational change
induced by
H H thi AR-testosterone £ 3. Enzalutamide inhibits
p ro pe rt I€S. It In h I b I ts binding AR-testosterone nuclear

translocation and
DNA transcription

androgen receptor

nuclear translocation,
DNA binding, and

. o . © 2012 American Association for Cancer Research
coactivator mobilization,

leading to cellular apoptosis and decreased prostate tumor volume.
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