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A ADT was the standard of care fomHSPQpatients but progression to
CRPC in 13 years was observet

A CHAARTED trial showed that ADT plus Docetaxel improved overall
survival in newly diagnosed mHSPC

A LATITUDE and STAMPEDE trials showed survival advantageniétSPC
patients when treated with ADT plus abiraterone and prednisorfe

A The most recent trials excluded patients previously treated with
docetaxel>

ADT, androgen deprivation therapy

1. Sweeney, et al. NEJM 2015485, 3Z &Sravis, et al. Lancet Oncol 2058;13:13Weeney, et al. NEJM 2018373:737

4. Fizazi, et al. NEJM 2017:807:363ames, et al. NEJM 20174877:338 5
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A ARCHES investigates the effect of enzalutamide (androgen receptor
Inhibitor) in combination with ADT in men with mHSPC

A Patients with high and low volume disease are included (CHAARTED
criterial) and patients with and without prior docetaxel treatment

1. Sweeney, et al. NEJM 2015853:737 5
Armstrong, et al. Presented at ASCO GU 2019, Abstract Number 687
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PRIMARY: TIMEBEHEBOR DEATH (WITHIN 24 WEEKS OF TREATMENT DISCOLl

Key Secondary Endpoints Other Secondary Endpoints
A Time to PSA progression A Time to first symptomatic skeletal
A Time to use of new antineoplastic S
therapy A Time to castration resistance
A PSA undetectable rate A Time to deterioration in QoL
A ORR A Time to pain progression
A Time to deterioration in urinary A Safety
symptoms
A OS

ORR, objective response rate; OS, overall survival, PSA, prostate specific antigen; QoL, quality of life;
rPFSadiographic progression free survival 7
Armstrong, et al. Presented at ASCO GU 2019, Abstract Number 687



ARCHES STUDY DESIGN @

connect

POWERED BY COR2ED

Key discontinuation criteria
Radiographic progression, unaccgptable
toxicity, or initiation of an investigational
agent or new therapy for prostate ¢ance

4 )
Key eligibility criteria:
A mHSPC (confirmed by bone|scan,
CT, or MRI), histologically
confirmed adenocarcinoma N=1150 Enzalutamide

March 21 October 14
A ECOG Performance Status  to 1 ’ ’
+
Acurrent ADT d 160 mg/day + ADN Nt 2018
unless prior docetaxel, then ® >@ o>

[ 6 months

Placebo + ADT First I I

Stratification factors: patient rPF$inal analysis  OSinal

A Volume of disease (low vs. l{igh) enrolled Overall survivay analysis
A Prior docetaxel therapy for interim analysis
MHSPC (nopé&, br 6 cycles)
. J

ADT, androgen deprivation thecapyp @é€riseamography; ECOG, eastern cooperative oncokd§i? Gretgstatic hormone sensitive prostat
cancer; MRI, magnetic resonance imaging; OS, owffabslivgraghic progression free survival,
Armstrong, et al. Presented at ASCO GU 2019, Abstract Number 687 8
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A Enzalutamide plus ADT is associated with a 61% reduction in risk of
rPFSor death

ENZA + ADT

Median, month
(95% ClI) (NR, NR) (16.59, NR)
HR (95% CI) 0.39 (0.30, 0.50)

p value <0.0001
12-month evgnt— 0.84 0.64
free rate estimate

— ENZA+ ADT
PBO+ ADT

0 15 18

No. at risk Time (months)
ENZA + ADT 574 63

576 39

ADT, androgen deprivation theragnZaNfizdEBO, placatB-Sadiographic progression free survival
Armstrong, et al. Presented at ASCO GU 2019, Abstract Number 687
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A Excellent results observed onrPFSacross all prespecified subgroups

Enzalutamide + ADT / placebo + ADT

Subgroup

All patien

Age <65 years

Age 265 years

Geographic region — Europe

Geographic region — North America
Geographic region — rest of the world

ECOG status O at baseline

ECOG status 1 at baseline

Gleason score at initial diagnosis <8

Gleason score at initial diagnosis =8

Disease localization at baseline — bone only
Disease localization at baseline — soft tissue only
Disease localization at baseline — bone and soft tissue
Baseline PSA value at or below overall median
Baseline PSA value above overall median
Low volume of disease

High volume of disease

No prior docetaxel therapy

Prior docetaxel therapy

Previous use of ADT or orchiectomy

No previous use of ADT or orchiectomy

N (E)
149/(21) /152 (57)
426 (68) / 424 (141
341 (55) /344 (121)

86(12) /77 (28)
147 (22) 1 155 (49)
448 (65) 1 443 (143)
125(24) /133 (55)
171 (21) 1 187 (47)
386 (63) / 373 (148)
268 (33) /245 (81)

51(5) /45 (12)
217 (50) /241 (102)
293 (40) / 305 (95)
279 (49) / 269 (102
220 (13) /203 (46)
354 (76) / 373 (152
471 (68) 1474 (164)
103(21) /102 (34)
535 (86) /515 (177)

39(3) /61 (21)

0.0 05
Favors enzalutamide + ADT

0.36(0.27,0.48
0.53(0.31,0.92

1.0

Hazard ratio (95% CI)

0.30(0.18, 0.49)
0.43(0.32, 0.58
0.43(0.31,059
0.27(0.14,0.54
0.41(0.25,0.68

0.38

0.28, 0.51

0.43(0.27,0.70

0.42
0.36
0.31
0.42
0.44
0.37
0.41

0.27,0.48
0.21,0.47
0.15,1.20
0.31, 0.61
0.26,0.54
0.29,0.58

( )
( )
( )
( )
( )
(0.25,0.70)
( )
( )
( )
( )
( )

0.24(0.13, 0.45)

0.44

0.41
0.20

15 2.0
Favors placebo + ADT

(0.33,0.57

0.31,0.52
0.06, 0.66

)
)
)
)

ADT, androgen deprivation therapy; ClI, confidence interval, ECOG, eastern cooperative oncologyamntngn;PSA, prostate specific
rPFSadiographic progression free survival 10
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(n=572) (n=574)
Any AE leading to treatment withdraw 41 (7.2) 30 (5.2)
Any AE leading to death* 14 (2.4) 10 (1.7)
All grades Grade 1 3 Allgrades Gradg 3
Any AE 487 (85.1) 139 (24.3) 493 (85.9) 147 (25.6)
Most common AEs (any gradefoccurring in 15% of patient
Hot flush 155(27.1) 2 (0.3) 128 (22.3) 0
Fatigue 112 (19.6) 5(0.9) 88 (15.3) 6 (1.0)
Arthralgia 70 (12.2) 2 (0.3) 61 (10.6) 4 (0.7)
Back pain 43 (7.5) 5(0.9) 62 (10.8) 3(0.5)
Increased weight 35 (6.1) 2 (0.3) 44 (7.7) 1(0.2)
Hypertension 46 (8.0) 19 (3.3) 32 (5.6) 10 (1.7)
Diarrhea 34 (5.9) 0 33 (5.7) 1(0.2)
Peripheral edema 29 (5.1) 1(0.2) 38 (6.6) 1(0.2)
Nausea 37 (6.5) 1(0.2) 29 (5.1) 0
Asthenia 31(5.4) 6 (1.0) 28 (4.9) 3(0.5)
Constipation 28 (4.9) 0 31 (5.4) 0
Musculoskeletal pain 36 (6.3) 1(0.2) 23 (4.0) 1(0.2)
Dizziness 29 (5.1) 0 20 (3.5) 0

BoldAEs (all gradbsa} occur >2% in enzalutamide + ADT compared with placebo + ADT
*Of the AEs leading to death, none were considered related to treatment in the enzalutamide + ADT grApTagicbope in the |
(general physical health deteridhdioa)pf the most common AEs were grade 5

ADT, androgen deprivation therapy; AE, adverse event
Armstrong, et al. Presented at ASCO GU 2019, Abstract Number 687 11



AEBOF SPECIAL INTEREST

Event, n (%)

Enzalutamide + ADT
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Placebo + ADT
(n=574)

(n=572)

Any AE of special interest* 324 (56.6) 291 (50.7)

All grades Grade 1 3 Allgrades Grade 3

| Convulsion 2 (0.3) 2 (0.3) 2 (0.3) 2 (0.3) |

Hypertension 49 (8.6) 19 (3.3) 36 (6.3) 12 (2.1)
Neutrophil couleicreased 5(0.9) 2 (0.3) 4 (0.7) 2 (0.3)
Cognitive / memompairment 26 (4.5) 4 (0.7) 12 (2.1) 0
Ischemic heditease 10 (1.7) 3(0.5) 8 (1.4) 6 (1.0)
Other selected cardiovascular events 13 (2.3) 6 (1.0) 9 (1.6) 5(0.9)
Posterior reversible encephasypdtioyne 0 0 0 0
Fatigue 138 (24.1) 10 (1.7) 112 (19.5) 9 (1.6)
Fall 21 (3.7) 2 (0.3) 15 (2.6) 1(0.2)
Fractures 37 (6.5) 6 (1.0) 24 (4.2) 6 (1.0)
Loss of consciousness 9 (1.6) 6 (1.0) 1(0.2) 1(0.2)
Thrombocytopenia 3 (0.5) 0 3 (0.5) 0
Musculoskeletal pain 151 (26.4) 9 (1.6) 15927.7) 12 (2.1)
Severe cutanesmgerse reactions 0 0 1(0.2) 0
Angioedema 7(1.2) 1(0.2) 1(0.2) 0
Rash 15 (2.6) 0 9 (1.6) 0
Second primary malignancies 11 (1.9) 9 (1.6) 11 (1.9) 7(1.2)

BoldAEs (all gradba} occur >2% in enzalutamide + ADT compared with placebo + ADT

*Based on pecified combinations of preferred terms (MedDRA 21.0) related to the AE of special inteissttdresinheftsef spe

grade 5 were in the enzalutamide + ADT group (ischemic heart disease, n=1; other selected cardiovascular events, n=1)

ADT, androgen deprivation therapy; AE, adverse event
Armstrong, et al. Presented at ASCO GU 2019, Abstract Number 687
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A Enzalutamide added to ADT resulted in 1% reduction inrPFS
or death in men with mMHSPQHR 0.39; p<0.0001)

A Significant reductions inrPFSwere observed acrossll pre-specified
subgroups notably:

I Low and high disease volume
I With and without prior docetaxel therapy
I Above and below 65 years of age

A Overall survival datais too early to comment on as data isiot mature
at time of analysis

A Enzalutamide +ADTwell tolerated with safety profile consistent with that
reported previously in Enzalutamide CRPC clinical trials

ADT, androgen deprivation therapy; HR, mapt8& @étgstatic hormone sensitive prostate cancer;
rPFSradiographic progression free survival 13

Armstrong, et al. Presented at ASCO GU 2019, Abstract Number 687



ARAMIS: EFFICACY AND SAFET
DAROLUTAMINETCRPC

Fizazi, et al. Abstract #140

nmMCRP@metastatic Castration Resistant Prostate Cancer
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A nmCRPGs defined as rising PSA despite continuing ADT and no detected
metastases

A nmCRP®atients are high risk for progression and cancer related
mortality

A Two previously approved NSAA therapies, Enzalutamide aAgalutamide,
have demonstrated improvements in MFS but have been associated with
l ncreased rates of fatigue, falls
placebo!?

A Darolutamideis a novel Androgen ReceptoBignaling Inhibitor in
development

ADT, androgen deprivati on -ftedsarviaipGRPWAEESELC castiatdsistant wostatecareear;t s ;
NSAA, nonsteroidal antiandrogen; PSA, prostate specific antigen

1. Hussain, et al. NEJM 2018; 378:; 248hith, et al. NEJM 2018; 37®8:1408 15
Fizaziet al. Presented at ASCO GU 2019. Abstract Number 140



BACKGROUND: JGEXIEERATION GU
ANDROGEN RECEPTOR INHIBITORS ==

Enzalutamide Apalutamide Darolutamide

A Darolutamideis structurally distinct from apalutamide and enzalutamide,
and is characterized by low bloogl brain barrier penetrationt?

A This could result in less CNS toxicity and improved tolerability

CNS, central nervous system

1.ZurthC, et alClinOncak018;36:abstr 34mahdmais) et al. ASCO GU 2019absigtet images from PubChem dam;nas/éoubchem.ncbi.nlm.nihl%w/
Fizaziet al. Presented at ASCO GU 2019. Abstract Number 140
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N=1509

e \
Patients:

A Men with nmCRP[C
APSADT | 1lo

Stratification:

APSADT (|6
VS >6 months)

A Osteoclasirgeted
therapy (yes vs nj))

1200 mg darolutamide + AD
(2 x 300 mg tablets tvadady)
N=955

Final
analysis:
0S

Primary
analysis:
MFS

Placebo twidaily + ADT
N=554

R
A
[\
D)
O
Vi
I
S
A
T
I
O
[\

N
=

ADT, androgen deprivation therapy; MFSfreetmstassin CRP@retastatic castratesistant prostate cancer; OS, overall survival;
PSADT, prostgiecific antigen doubling time 17
Fizaziet al. Presented at ASCO GU 2019. AbstractHwamiiea 1MB;JM 2019, DOI:10.1056/NEJM0al1815671
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Primary Endpoints

Metastasisfree survival, defined as:
A Distant metastases, or
A Death from any cause

Secondary Endpoints

A Overall survival

A Time to pain progression
A Time to first chemotherapy
A Time to first skeletal event
A Safety

Fizazet al. Presented at ASCO GU 2019. Abstractivamidiex I1I4B;JM 2019, DOI:10.1056/NEJM0al1815671
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A Darolutamide combination arm delayed MFS by 22 months (median

A 59% risk reduction of distant metastases or death witldarolutamide

combination

Placebo: 18.4 months (median)

£
=
(1]
2
o
[
o
©
2
<
=
7]

—— Darolutamide
—— Placebo

0] 4 8 12 20 24 28
Months

Number of subjects at risk

Darolutamide 955 817 675 506 262 189 116
Placebo 554 368 275 180 75 50 29

32

68
12

Median follow-up time at primary analysis was 17.9 months

Darolutamide: 40.4 months (median)

HR 0.41 (95% CI| 0.34-0.50)
P<0.0001

ClI, confidence interval; HR, hazard ratio; MFS, Metastasis free survival

19
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Darolutamide (N=954) Placebo (N=554)

Adverse evert, 1 (%)
Any 794 (83.2) 236 (24.7) 426 (76.9) 108 (19.5)
Serious 237 (24.8) 151 (15.8) 111 (20) 70 (12.6)
Discontinuation 85 (8.9) 32 (3.3) 48 (8.7) 24 (4.3)
Adverse events thatocaurred 1 5% of patients in either group
Fatigue 115 (12.1) 4 (0.4) 48 (8.7) 5 (0.9)
Back pain 84 (8.8) 4 (0.4) 50 (9.0) 1(0.2)
Arthralgia 77 (8.1) 3(0.3) 51 (9.2) 2 (0.4)
Diarrhea 66 (6.9) 0 31 (5.6) 1(0.2)
Hypertension 63 (6.6) 30(3.1) 29 (5.2) 12 (2.2)
Constipation 60 (6.3) 0 34 (6.1) 0
Pain in extremity 55 (5.8) 0 18 (3.2) 1(0.2)
Anemia 53 (5.6) 8 (0.8) 25 (4.5) 2 (0.4)
Hot flush 50 (5.2) 0 23 (4.2) 0
Nausea 48 (5.0) 2 (0.2) 32 (5.8) 0
Urinary tract infection 47 (4.9) 6 (0.6) 28 (5.1) 3(0.5)
Urinary retention 33 (3.5) 15 (1.6) 36 (6.5) 11(2.0)

TEAE, treatmemergent adverse event
Fizazet al. Presented at ASCO GU 2019. Abstractivamiiexr 14B;JM 2019, DOI:10.1056/NEJM0al1815671 20
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Placebo (N=554)

Fatigue/asthecomditions 151 (15.8) 63 (11.4)
Dizziness (including vertigo) 43 (4.5) 22 (4.0)
Cognitive disorder 4 (0.4) 1(0.2)
Memory impairment 5 (0.5) 7(1.3
Seizure (any event) 2 (0.2) 1(0.2)
Bondracture 40 (4.2) 20 (3.6)
Falls (including accident) 40 (4.2) 26 (4.7)
Hypertension 63 (6.6) 29 (5.2)
Coronary artery disorders 31 (3.2) 14 (2.5)
Heart failure 18 (1.9) 5(0.9)
Rash 28 (2.9) 5(0.9)
Weight decreased (any event 34 (3.6) 12 (2.2)
Hypothyroidism 2 (0.2) 1(0.2)

TEAE, treatmemergent adverse event

Fizazet al. Presented at ASCO GU 2019. Abstractivamiiexr 14B;JM 2019, DOI:10.1056/NEJM0al1815671
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A Darolutamide significantly improved MFSin men with nmCRPC
I Median MFS 40.4 months witldarolutamide vs 18.4 month with placebo

A Initial results for OS (interim analysis) showedlarolutamide to be
associated with a29% reduction on the risk of death (p=0.045)

A Darolutamide has aconsistent safety and tolerability profile:
I Consistent with data from early phase trials ARADE%Sand ARAFOR

I Rate of adverse events including rash, fatigue, cognitive impairment, falls,
fractures and hypertension were well balanced between treatment groups

I Rates of di sconti nuat i odaroldlamele t o AEG

and placebo
AEGcs, adyver s e-freesguvivainCRPQIVhetastatiocastration tesistant prostate cancer; OS, overall survival
1. Fizazi, et al. Lancet Oncol 201-83,52%5zazi, et alJEaKFocus 2017;3:4@6 3. Massard, et dlrER0O16; 69:83W 292

Fizaziet al. Presented at ASCO GU 2019. Abstract Npazbeal1MEIM 2019, DOI:10.1056/NEJM0al1815671
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A Darolutamideis now the 3@ AR Signalling Inhibitor oral drugin
development and there could potentially soon be three treatment
options to discuss with patients

A ARAMIS is the third successful trial of these oral agents and adds to the
body of evidencefrom the PROSPERand SPARTARtrials

A This isa significant step forwardin the management ofnmCRP®atients
considering in December 2017 there were no new options

AR, androgen receptaCRP@rmetastatic castration resistant prostate cancer
1. Hussain, et al. NEJM 2018;378: 21&8mith, et al. NEJM 2018;3[/8:1408 23
Fizazet al. Presented at ASCO GU 2019. Abstractivamiiex IMB;JM 2019, DOI:10.1056/NEJM0al815671
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