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Screening Phase
(<35 days prior to randomization)
Eligible subjects: men 218 years old with high-risk NM-CRPCa

Randomization (2:1)- Stratified by PSADT, use of bone
sparing agent, presence of loco-regional disease (NO-N1)

/ Double-blind Trealment Phase \\

— T

Apalutamide Arm Placebo Arm
Apalutamide 240 mg QD Placebo QD

+ +
ADT (per label) ADT {per label)

28-day cycles until disease progression by BICR, withdrawal of consent,
or unacceptable toxicity or death

Y
Long-term Follow-up Phase
Every 4 months for survival, continue
disease svaluations every 16 weeks until
documented disease progression
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. e Ratio and .
Population Characteristics PK? 90% Confidence Interval Recommendation ¢
Renal im pairment” 1 i £ i
Blifd Crvax I I No dose adjusiment
{auc i |
Moderate® 1 Crnax L. Ko dose adjustment
{840 Ll
Hepatic impairment” | ! !
§dild® | Crosx H——H Ko dose adjistment
1AUC |
Moderatz | Cmax H—— No dose adjustment
1 auc e
Age {years} i i
<651 Cmax | | No dose adjustment
| auc ! !
754 Cmax : ! Nog dose adjusiment
1ALC : o :
Race | ! !
Black | Cmax | I Mo dose adpistiment
1AUC | |
Ashan {non-Japanese)d Crax l ! o dose adjustmant
1AUC ! |
Japanese Cmax L Ko dose adiusiment
1 a0 | W
Strong CYP2C8 Inhibitor | |
Gemfibrozit 600mg 80T Cmax i li Mo indiat dose adjusiment
1 &UC |
Strong CYP3A4 Inhibitor- : :
Ketocanazols $00mg QD' Cmax | L No inilial dose adjusiment
1 8L ! -
CYP3A4/CYP2CS Inducer: L
Rifampin 800mg Qb Cmax : ! No dose adjustment
4 AUC I
Food Effect- | l
High-fat mealy Cmax HH| | Take with or without foag
{auc ! !

00 05 10 15 20 25 3¢

Change relative io reference
Pharmacokinetic (PK) parameters (Cmax and AUC) are for apalutamide, except in the drug interaction studies,
where they are for active moieties (i.e., unbound apalutamide + potency adjusted unbound N-desmethyl
apalutamide)
Degree of renal impairment was determined based on eGFR using the modification of diet in renal disease
(MDRD) study equation; normal (>90 mL/min/1.73m?), mild (60-89 mL/min/1.73m?), moderate (30-
59 mL/min/1.73m?)
Data included 2 subjects with severe renal impairment (<29 mL/min/1.73m?)
Degree of hepatic impairment was determined based on Child-Pugh classification; mild (Child-Pugh A),
moderate (Child-Pugh B)
A population PK analysis demonstrated that mild hepatic impairment (based on the National Cancer Institute
criteria) does not influence the exposure of apalutamide
Effects on steady-state PK of active moieties based on simulations
See Drug Interactions (7.1 and 7.2) and Use in Specific Populations (8.6 and 8.7)
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CYP3A4 Substrate |
kiidazolam 2mg

CYP2C19 Substrate

Cmeprazole $0mg -

CYP2CS Substrate |

Warfann 10mg

CYP2C8 Substrate

Pioglitazone 1&mag+

P-gp Substrate Substrate -
Fexofenadine 30mg-
BCRPIOATP{B1Y Substrate-
Roswvastatin 10mg-
OCTZRATEs Substrate-

Metformin Sﬂi}mgc 1

OAT3 Substrate

Benzyipenicilin 240mg” -

combination/no combination

S-warfarin was measured in the study

based on simulations

see Drug Interactions (7.3 and 7.4)

Change relative to reference

FIG.7
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Ratio and .
PK - Recommendation 9
90% Confidence Interval 2
| i
1 i
Craay L ! ! Substitute or evaluate for
ALC M ! ! ioss of efficacy
| I
| I
- | I - "
Cmax e ! : Substihule or evaluate for
SUT | | i fss of efficacy
1 |
| I
Cmax bl | Gulsttule or avaluate for
. | I X -
ALIC | ! ! iwss of efficacy
| I
| 1
Cmax (a2 Mo doss adjusiment
| I
AL I"H :
| I
Lo
Crax *—04 ! {sa caution and evaluals
AUC g ! for loss of efficacy
|
]
Cray }l—lr—|: Use caution and evaluale
JUC e | ' fov loss of efficacy
| I
| I
| I . ‘
Crnax N No dose adjustment
. |
AUC i !o
| I
| I
Craay Lole No dose adjustment
| I
ST | [ I
AUC ‘ ’ \ L . '
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