Dosing, safety, and pharmacokinetics of combination therapy with darolutamide, androgen-deprivation therapy, PO SRR T
and docetaxel for metastatic hormone-sensitive prostate cancer in the ARASENS study
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INTRODUCTION Darolutamide can be effectively and safely administered with docetaxel in patients with

e In ARASENS, darolutamide in combination with androgen-deprivation therapy (ADT) and docetaxel MHSPC without clinica"y relevant changes IN the PK of either agent
significantly reduced the risk of death by 32.5% (hazard ratio 0.68, 95% confidence interval 0.57-0.80;

P<0.0001) versus placebo plus ADT and docetaxel in patients with metastatic hormone-sensitive prostate

cancer (MHSPC) _ Figure 4. Proportion of patients with TEAEs leading to dose modification, reduction
— Incidences of treatment-emergent adverse events (TEAEs) were similar between groups DOSI NG AN D SAFETY RESU LTS or discontinuation of treatment EFFEETHQ:RDIXIF?C?Lg-Il-(AII\Nn E)-IE-ISNRDEOSCLé-IF-ArfEL PK
« Darolutamide has a weak induction effect on cytochrome P450 (CYP) 3A4 and an inhibitory effect on e The median treatment duration was longer with darolutamide versus placebo (Figure 1) 100% - B Darolutamide + ADT + docetaxel
organic anion-transporting polypeptide (OATP)1B1 and OATP1B3, whereas docetaxel is a substrate for * More than twice as many patients receiving darolutamide versus those receiving ¥ Placebo + ADT + docetaxel e Docetaxel plasma concentrations with and without darolutamide were overlapping at
CYP3A4, OATP1B1, and OATP1B323 placebo were still receiving treatment at the data cut-off date of October 25, 2021 809 _ most time points, indicating no effect of darolutamide on docetaxel PK (Figure 5)
 Here we present dosing, safety, and pharmacokinetics (PK) analyses evaluating the potential for drug—drug (Figure 2.) | e Results of the NCA and popPK analysis were consistent, indicating no clinically
interactions with coadministration of darolutamide and docetaxel with ADT from ARASENS ° '(\I/lziogsl:rza;')e”ts (>85%) completed the full 6 cycles of docetaxel in both groups . s0.00, 02:9% relevant effect of darolutamide on docetaxel PK (Table 2)

Figure 5. Plasma concentrations (semi-log, geometric means + SD) of docetaxel
on the first day of docetaxel administration after multiple doses of darolutamide

ARASENS STU DY DESIG N Figure 1. Median treatment duration Figure 2. Patients still receiving treatment
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PHARMACOKINETIC RESULTS

“Docetaxel 75 mg/m? was initiated >14 days after randomization/start of darolutamide or placebo and administered every 21 days x 6 cycles.

Figure 3. Patients who completed 6 cycles of docetaxe EFFECT OF DOCETAXEL ON DAROLUTAMIDE PK [ o L e e L
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OV Now 2016 75 ma/m? Q21D arety 100% — o B Darolutamide + ADT + docetaxel e PK meta-analysis of ARASENS and ARAMIS, which considered patients’ baseline NCA of dense PK data
' x 6 cycles e 85.5% M Placebo + ADT + docetaxel intrinsic characteristics as covariates (e.g., age, body weight, region, race; Table 1) - .
LPFV: Jun 2018 L I . SN ’ ! e No clinically relevant effect of darolutamide was observed on docetaxel PK (Table 2
Data cut-off: Oct 25, 2021 80% — indicated a 10% lower AUC,_,,., Of darolutamide in patients receiving docetaxel | Y o | | ( | )
*1 enrolled patient was excluded from all analysis sets because of Good Clinical Practice violations. versus those not receiving docetaxel, which is not considered clinically relevant ¢ A slight numeric increase in docetaxel exposure was observed with darolutamide

The primary analysis was planned to occur after ~509 deaths.
*Secondary efficacy endpoints were tested hierarchically.

ADT, androgen-deprivation therapy; ALP, alkaline phosphatase; CRPC, castration-resistant prostate cancer; ECOG PS, Eastern Cooperative Oncology Group performance
status; FPFV, first patient first visit; LPFV, last patient first visit; M1a, nonregional lymph node metastases only; M1b, bone metastases + lymph node metastases;

M1c, visceral metastases + lymph node or bone metastases; mHSPC, metastatic hormone-sensitive prostate cancer; Q21D, every 21 days; SSE, symptomatic skeletal event;
ULN, upper limit of normal.

PHARMACOKINETIC EVALUATIONS

60% — versus placebo:

Z?‘I;Ii I‘!‘ A (I)Vcl>lré1par|son of select baseline covariate distributions between ARASENS _ 15% higher C._._ and 6% higher AUC, ...

— This small numeric increase is unlikely to be clinically relevant given the

ARASENS (n=652) ARAMIS (n=388) variability in docetaxel exposure (coefficient of variation, 23-54%)

Age, median (SD), years 67 (7.9) 75.5 (8.1) Table 2. NCA of docetaxel PK data

40% —

20% —

Percentage of patients who completed
6 cycles of docetaxel

0% —

Body weight, median (SD), kg 75.4 (16.2) 83.0 (16.8) _
ADT, androgen-deprivation therapy. D t | PK t Darolutamide + ADT Placebo + ADT
First 25 patients: dense PK sampling* All other randomized patients: sparse PK sampling* | | N o o Age <65 years, n (%) 243 (37.5) 41 (10.3) pEeans pargme =0 + docetaxel + docetaxel
| e | | Proportions of patients requiring docetaxel dose modifications were similar between geometric mean (CV) (n=11%) (n=12%)
e First day of docetaxel gdmlnlstratlon (>14 days . Tvyo samples on first day of stuclzly drug intake, >30 treatment groups (Figure 4) Region = Japan, n (%) 63 (9.7) 61 (15.3)
after start of darolutamide/placebo): minutes after first dose, approximately 1 hour apart Of t d dificati 46.5% in the darolutarmid d443.00 AUC L 210 (30%) .99 (33%)
_ — ocetaxel aose moairications, .0 70 1N e aaroijutamide group an .2 70 IN : _ : : 0 _tlacts ‘nN/m . 0 . 0
— Pre-dose, after start of docetaxel e Two samples during two docetaxel cycles as one 9roup Region = mainland China, n (%) 105 (16.2) 0 o-trast> HI
infusion: 20+10 minutes, 1 hour | le at ti lative to study d the placebo group were due to TEAEs
INTUSI . =+ INU , ur, Sampie per cyclie at any time reiative 1o Stuay arug R :
. " . . . i - - - - . ace = White, n (% 343 (52.9 296 (/4.4 C /mL 1.93 (23% 1.68 (54%
90 minutes, 2, 3, 4. 6, and 8 hours administration and after docetaxel administration on e Rates of TEAEs leading to docetaxel dose reduction or discontinuation were similar (%) (52.9) (74.4) maxs HO (23%) (94 %)
e Two additional samples at two subsequent same day to determine potential effect of darolutamide between treatment groups Race = Asian, n (%) 230 (35.5) 83 (20.9) *Two patients (one in each treatment arm) were excluded from calculation of PK parameters due to errors in drug concentration values.
Sl EE | mvie e on docetaxel PK — Decreased neutrgph” count was the most common TEAE |eading to docetaxel | | | | | o ADT, androgen-deprivation therapy; AUC g, area under concentration-time curve from time 0 to time of last concentration above
y . 0 0 : : : 0 0 AUGC, o, area un.de_r the curve from time O to 12 hours after nominal twice daily dosing to steady state; PK, pharmacokinetics; lower limit of quantification; C,,.,, maximum observed drug concentration; CV, coefficient of variation; NCA, noncompartmental analysis;
_ | | | | dose reduction (5.4%, 6.0%) and discontinuation of docetaxel (0.8%, 0.5%) SD, standard deviation. PK, pharmacokinetics.
Effect of darolutamide on docetaxel PK: Noncompartmental analysis (NCA) from the first 25 patients with
dense PK data and population PK (popPK) analysis combining dense and sparse PK data from all patients in CONCLUSIONS
ARASENS PopPK analysis of dense and sparse PK data
Eﬂﬁc’; of 'df:;?\;l(lesl ONnCC'II'arZOZIUtaTAI,de P:]( Darolutamulje expos;[(e n ARASEINS_ (w]!thhdocetaxel).was gohmpared In patients with mHSPC, darolutamide in combination with ADT and docetaxel increased overall survival with a similar overall incidence of TEAEs compared with ADT * PopPK analysis of docetaxel data from 1152 patients indicated docetaxel PK in
wit t at in ( . 0 .006 > wit ogt chetaxe) by pop metg-ana ysis of the two studies, wit and docetaxel, and no drug-drug interactions between darolutamide and docetaxel were observed patlents with mHSPC was generally consistent with docetaxel PK reported in the
consideration of baseline patient characteristics (age, body weight, region, race) _ literature®
The most common reasons for docetaxel dose reduction were known TEAEs of docetaxel _ | |
_ _ . _ _ _ _ _ . _ _ e Docetaxel clearance in the darolutamide plus docetaxel arm was approximately
*Concentrations of diastereomers of darolutamide, metabolite keto-darolutamide, and docetaxel were determined by validated liquid chromatography-tandem mass Darolutamide can be effectively and safely administered with docetaxel in patients with mHSPC without clinically relevant changes in the PK of either agent 59% hiaher than in the placebo plus docetaxel arm. indicatina no clinicallv relevant
spectrometry method. Darolutamide concentration was calculated as sum of the diastereomers’ concentrations. PK samples were collected from all patients to maintain _ _ _ _ _ . . . o NIg . ) P P _ . ’ 9 y
blinding, but PK samples from the placebo group were not analyzed. Darolutamide in combination with ADT and docetaxel should be considered as one of the new standards of care for patients with mHSPC drug—drug interaction of darolutamide with docetaxel
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