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Kastrasyona Direncli Metastatik Prostat Kanseri

TAX-3271 DOC/P vs mito/P
COU-AA-302°  ABL/P vs P
COU-AA-301"  ABL/P vs P
PREVAIL® ENZ vs pbo
AFFIRM’ ENZ vs pbo (or P)
TROPIC® CABA/P vs mito/P
ALSYMPCA’ Radium-223 vs pbo

Tedavisinde Ilaclarin Erkinligi
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Erken Donem Etkili Tedavi ile Kastrasyona Kadar Gegen Sureyi
Uzatmak Sagkalimla iliskili

‘ ADT-duyarsiz kolan U AR-duyarh kolonlar

Erken donem uygun hastaya yogun tedavi ile kastrasyona kadar gecen siire
uzatilabilir ve daha uzun sagkalim iyi yasam kalitesi elde edilebilir



Prostat Kanserinin ve Tedavisinin Seyri

Docetaxel (CHAARTED and STAMPEDE)
Abiraterone (LATITUDE and STAMPEDE]
Enzalutamide [ARCHES)

Apalutamide (TITAN]

Clindcally Rising mCAPC: mCRFC: - —3» —J» MCARPC
Localizad —— P5A Lling » | ine Line ¥
AmCRFC
Abiraterone Docetaxel
Muneastrali Erzalutamide Cabazitaxel
Castration-resistant Sipuleucel-T Radium

Pembro (MSI-H disease)
PARPI's (DDR)

Enzalutamide (PROSPER)
Apalutamide (SPARTAN)
Darolutamide (ARAMIS)



Kastrasyona Duyarli Prostat kanserinde
Biyokimyasal Reklirens Metastaz riski

Figure 3. Actuarial Likelihood of Metastasis-Free Survival in 304 Men With Prostate-Specific (PSA) Antigen Elevation
After Radical Prostatectomy
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A, Based on Gleason scores in the radical prostatectomy specimen (P<<.001). B, Based on years until initial biochemical recurrence (P<.001). C, Based on prostate-
specific antigen doubling time (PSADT) (P<..001).
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Kastrasyona Duyarli Prostat kanserinde
Biyokimyasal Rekurens Metastaz riski
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Cerrahi sonrasi mediyan 8 yil takip siiresinde, 450 biyokimyasal niiks gelisen ve herhangi bir
salvage tedavi almayan hastanin 134’de metastaz goriildii(%29.8).

Emmanuel S. Antonarakis, BJU Int. 2012



nmCRP
PSADT: Metastaz ve hastaliga baglh olimu prediktife eder
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NnMCRP Yogun Tedavi

(NCI?I'I?)(;(S)(P)5224) 1560 Enzalutamide 160mg once daily Metastasis-free survival

(NCSTF(’)Alz-ELA6|:O4) 1200 Apalutamide 240mg once daily Metastasis-free survival
ARAMI

> 1500 Darolutamide 600mg twice daily Metastasis-free survival

(NCT02200614)



Apalutamide nmCRP etkinligi(SPARTAN)

« Randomization stratification factors: »—-:\ N: 806
o PSA doubling time A
(<6 months vs. =6 months)

Apalutamide (240 mg once daily) with

o Baseline use of bone-targeted — ADT
agents
o NO or N1
Nor?-metastalic castration 2:1 Primary endpoint
resistant prostate cancer —>» Metastasis free survival
« Rising PSA despite castrate testosterone
levels (< 50 ng/dL) % N: 401
» Pelvic nodes < 2cm below iliac bifurcation
(N1) allowed
e PSA-DT < 10 months —> Placebo with ADT

Smith MR et al, NEJM 2018



Apalutamide nmCRP etkinligi(SPARTAN)

A Kaplan—Meier Estimates of Metastasis-free Survival
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Matthew R. Smith at al, NEJM 2018



Apalutamide nmCRP etkinligi(SPARTAN)

B Subgroup Analyses
Subgroup

median metastasis-free survival (mo)

All patients
Age
=65 yr
65 to <75 yr
=75 yr
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Region
Morth America
Europe
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MR
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1
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0
1
Baseline PSA level
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Use of bone-sparing agent
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Mo
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MO
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27.8
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30.0
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40.5
NR

Placebo
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18.5
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16.6
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.30 (0.20—0.47)
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.33 (0.26—0.41)
.15 (0.09—0.25)

Placebo Better

Matthew R. Smith at al, NEJM 2018




Apalutamide nmCRP yan etki (SPARTAN)

Table 3. Adverse Events.

Apalutamide Placebo
Adwverse Event™ (N =S803) (M =398)

Any Grade Grade 3 or 4 Any Grade Grade 3 or 4

mno. of patients ('26)

Any adverse event 775 (96.5) 362 (45.1) 371 (93.2) 136 (34.2)

Serious adverse event 199 (24.8) _— 92 (23.1) —_—

Adverse event leading to discontinuation of the trial 85 (10.6) —_— 28 (7.0) —_—
regirmen

Adverse event associated with death 10 (1.2) —_— 1 (0.3) —_—

Adverse events that occurred in =15%4 of patients
im either group¥

Fatigued 244 (30.4) 7 (0.9) 24 (21.1) 1 (0.3)
Hypertension 199 (24.8) 115 (14.3) 79 (19.8) 47 (11.8)
Rash- 191 (23.8) 42 (5.2) 22 (5.5) 1 (0.3)
Diarrhea 163 (20.3) 8 (1.0) 60 (15.1) 2 (0.5)
Mausea 145 (18.1) o 63 (15.8) o
wWeight loss 129 (16.1) 9 (1.1) 25 (6.3) 1 (0.3)
Arthralgia 128 (15.9) o 30 (7.5) o
Fallsi 125 (15.6) 14 (1.7) 36 (9.0) 3 (0.8)

Orther adverse events of interest
Fracturez o4 (11.7) 22 (2.7) 26 (6.5) 3 (0.8)
Dizziness 75 (9.3) 5 (0.86) 25 (6.3) L]
Hypothyroidisrmzi: 65 (8.1) o] g (2.0) (o]
Mental-impairment disorderf 41 (5.1) o 12 (3.0) o]
Seizurei 2 (O.2) (o] L o

* The incidences of the following adwverse events in the apalutamide group wversus the placebo group were adjusted for exposure (events per
100 patient-years): fatigue (incidence, 32.3 vs. 27.2), hypertension (36.3 wvs. 38.7), rash (29.6 wvs. 8.3), diarrhea (21.6 vs. 22.6), nausea (15.8 ws.
20.4), weight loss (183 vs. 10.5), arthralgia {(14.7 vs. 8.0), falls (13.6 vs. 10.0), fracture (10.5 vs. 7.8), dizziness (7.7 vs_. 6.6), hypothyraidism
(7.6 ws. 2.2), mental-impairment disorder (3.9 vs. 3.4), and seizure (0.2 ws. O).

4 This category includes adwverse events that ococurred up to 28 days after the last dose of the trial regimen was administered.

I These adwverse events were considered by the investigators to be related to the trial regimen.

% Mental-impairment disorders included the following adwverse events: disturbance in attention, mMemory impairment, cognitive disorder, and
Armmnesia

Matthew R. Smith at al, NEJM 2018



Enzalutamide nmCRP etkinligi(PROSPER)

« Randomization stratification factors: .-"'\A-""-l N: 933
o PSA doubling time '

(<6 months vs. 6-10 months) Enzalutamide (160 mg once daily)

o Baseline use of bone-targeted : with ADT
agents
Non-metastatic castration ; ;
—} . —
2:1 : Primary endpoint

resistant prostate cancer Metastasis free survival

» Rising PSA despite castrate testosterone

levels (= 50 ng/dL) % _
» Baseline PSA 2 2ng/mL N: 468

¢ PSA-DT = 10 months

> Placebo with ADT

Hussain M et al, NEJM, 2018



Enzalutamide nmCRP etkinligi(PROSPER)

Patients without Event (%)

MNo. at Risk
Enzalutamide
Placebo

Median Metastasis-free
Survival (95% Cl)

mo
100 Enzalutamide 36.6 (33.1-NR)
Placebo 14.7 (14.2-15.0)
50+ Hazard ratio for metastasis or death,
20 0.29 (95% Cl, 0.24—0.35)
P=0.001
70—
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50
40
30—
204 Placebo
10—
{} I T I T | I T I T I | ] T 1
] 3 6 g 12 15 18 21 24 27 30 33 36 39 42
Month
933 265 759 637 528 431 418 328 237 159 87 77 31 4 O
468 420 296 212 157 105 a8 64 49 31 16 11 5 1 0

Hussain M at al, NEJM 2018




Enzalutamide nmCRP etkinligi(PROSPER)
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Hussain M at al, NEJM 2018



Enzalutamide nmCRP yan etki(PROSPER)

Table 3. Adverse Events of Special Interest, Irrespective of Relationship

- Tabla 3. Advares Evants. to Enzalutamide or Placebo.
Enzalutamide Group Placebo Group Enzalutamide Placebo
Event (N=930) (M =465) Group Group
Adverse Event (N=930) (M =465)
All Grades Grade =3 All Grades Grade =3
number of patients (percent) no. of patients (3}
Any adverse event 803 (87) 292 (31) 360 (77) 109 (23) Fatigue* 424 (48) 103 (22)
Any serious adverse event® 226 (24) — 85 (18) —_ Musculoskeletal eventf 315 (34) 107 (23)
Adverse event leading to discontinuation of trial 87 (9) — 28 (B) — Fractured 168 (18) 25 (6)
regimen )
Adverse event leading to death 32 (3) — 3(1) — Hypertension§ 167 (18) 28 (6)
Mast commen adverse events, occurring in =5% Fall 164 (18) 25 (3)
of patients Cognitive and memary impairmentf| 73 (8) 10 {2)
Fatigue 303 (33) 273 B4 (14) 3 Cardiovascular events| 80 (6) 11 (2)
Hot flush 121 (13 1 (=1 36 (8 0
ot flus (13 <1 @) Ischernic heart disease®* 60 (6) 2(2)
Mausea 106 [11) 3 (<1) 40 (9) 0 )
. Second primary cancer 48 (5) 7(2)
Diarrhea 91 (10) 3 (<) 45 (10) 2 (<1)
Hypertension 111 (12) 43 (5) 24 (5) 10 (2) Rashi 38 (4) 13 (3)
Fall 106 (11) 12 (1) 19 (4) 3 Loss of consciousnesstt 34 (4) 4 (1)
Constipation 25 (9) 2 (<) 12(7) 2 (<1 Angioedemaf 20 (2) 4 (1)
Dizziness 91 (10) 4(<1) 20(4) 0 Hepatic disorderqq] 16 (2) 15 (3)
Arthralgia 78 (8) 1 (<1) 32 (7) 1(<1) Renal disorder 14 (2) £2)
Asthenia 82 (9) 11 (1) 28 (8) 1 {=1) Thromboeytapenial | 12 (1) 4(1)
Decreased appetite 29 (10) 2 (<1) 18 (4) 1 (<1) .
. Meutropenia 12 (1) 1 (=1)
Back pain 73 (8) 2 (<1) 33 (7) 1 (<)
Severe cutaneous adverse reaction 1 (=1} 0
Headache 85 (9) 2 (<1) 21 (5) 0
Hematuria 62 (7) 16 (2) 36 (8) 13 (3) Sefzure 3(<1) 0
Urinary tract infection 33 (4 701 30(8) 31 Pﬁﬂﬂfigf reversible encephalopathy 0 0
Weight loss 55 (6) 2 (<1) 7 0 Tl
Urinary retention 0(2) 4 (<1} 28 (8) 50 *  Fatigue events included asthenia.

Musculoskeletal events included back pain, arthralgia, myalgia, muscule-
skeletal pain, pain in extremity, musculoskeletal stiffness, muscular weak-

—

Adverse events of special interest

Hypertension 114 (12) 43 (5) 25 (5) 17
i ) ness, and muscle spasms.

Major adverse cardiovascular event 48 (3) 34 (4) 13 (3) B (2) + Fracture events included bone and joint injuries.

Mental impairment disordersf] 4% (5) 1(<1) 9(2) 0 § Hypertension events included hypertensive retinopathy, increased blood

Hepaticimpairment 10 5 (1) 3 2) 2 (<1 pressure, srstn_lu_c hypertension, a.nd h}.:p:rtcn_swe crisis. .

. 9 Events of cognitive and memory impairment included disturbanee in atten-
Neutropenia 5 (1) 5(1) 1(=1) 1(=1) tian, cognitive disorders, amnesia, Alzheimer's disease, dementia, senile
Convulsion 3 (<1) 2 (<1) o o demnentia, mental impairment, and vaseular dementia.

Posterior reversible encephalopathy syndrome B 0 0 2 | Cardiovascular events included hemorrhagic central nervous system vas-

cular conditions, ischemic central nervous system vascular conditions, and

Hussain M at al, NEJM 2018



Enzalutamide nmCRP yan etki(PROSPER)
Nadir PSA ve Derin PSA yaniti Uzun Sagkalim ile Iliskili

Long-term analysis from PROSPER: PSA nadir associated with benefit
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STRIVE calismasi: Faz 2 nmCRP/mCRP Enzalutamide vs Bicalutamide
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Penson D at al, JCO 2016



Darolutamide nmCRP etkinligi(ARAMIS)

« Randomization stratification factors:
o PSA doubling time
(<6 months vs. 6-10 months)
o Baseline use of bone-targeted
agents

Non-metastatic castration 2:1
. —_— :
resistant prostate cancer

+ Rising PSA despite castrate testosterone
levels (< 50 ng/dL)
+ PSA-DT = 10 months

Darolutamide (600 mg twice daily)
with ADT

% N: 554

Placebo with ADT

Y

R

Fizazi K et al, NEJM 2019

Primary endpoint
Metastasis free survival



Darolutamide nmCRP etkinligi(ARAMIS)

A Kaplan—Meier Analysis of Metastasis-free Survival

1.0 Median
0.9 Metastasis-free
Survival (95% Cl)
= 0.8+ mo
S 07- Darolutamide  40.4 (34.3-NR)
AL 06 Darolutamide Placebo 18.4 (15.5-22.3)
T a
23 054 \H‘ Hazard ratio, 0.41 (95% Cl, 0.34-0.50)
= - P<0.001
= = Ud_ &
£ !-HH‘
.E -g U 3_ :-0
'3 ' - o
ol |
0.2+ 5
|
0.1 : Placebo
U'U 1 | | | | 1 1 1

| | ] I
0 4 8 12 16 20 24 28 32 36 40 44 48
Months

No. at Risk

Darolutamide 955 817 675 506 377 262 189 116 68 37 18 2
Placebo 554 368 275 180 117 75 50 29 12 4 0 O




Eur Urol 2022 September 8;[Online ahead of print].

available at www.sciencedirect.com
journal homepage: www.europeanurology.com
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Efficacy and Safety of Darolutamide in Patients with Nonmetastatic
Castration-resistant Prostate Cancer Stratified by Prostate-specific
Antigen Doubling Time: Planned Subgroup Analysis of the Phase 3
ARAMIS Trial

Martin Bogemann®", Neal D. Shore®, Matthew R. Smith¢, Teuvo L.J. Tammela“, Albertas Ulys®,
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Jorge Ortiz°, Ateesha F. Mohamed °, Toni Sarapohja®, Karim Fizazi“



Darolutamide nmCRP PSADT gore etkinligi(ARAMIS)

. <
PSADT >6 mo Darolutamide Placebo PSADT <6 mo
1004 Darolutamide: median NR 100+ Darolutamide: median 34.3 mo
901 (95% CI 40.5 mo-NR) 90- (95% CI 30.8 mo—-NR)
80+ . 801
3 ES
3: 704 -~ 70-
2 £
= 60+ = 604
3 2
R T O rCTRRSS NSRRI — 8 BOp-rerererersnn s T T ————_
o .
& 40- Placebo: median 30.7 mo & 404 Placebo: median 17.2 mo
— (95% CI 18.4-36.9 mo) Y 30- (95% Cl 14.6-21.8 mo)
= =
204 20
10+ 10+ 0
HR 0.38 (95% CI 0.26-0.55) HR 0.41 (95% CI 0.33-0.52)
0_ I I 1 1 I 1 1 I 1 1 0- I I I I I I I I I I I
0 4 8 12 16 20 24 28 32 36 0 4 8 12 16 20 24 28 32 36 40
Time from randomization, mo Time from randomization, mo
Patients at risk, n Patients at risk, n
Darolutamide 286 251 206 147 114 83 61 42 27 14 Darolutamide 669 566 469 359 263 179 128 74 41 23 12
Placebo 183 133 107 69 50 34 26 16 7 3 Placebo 371 235 168 111 67 41 24 13 5 1 0

PSADT = prostate-specific antigen doubling time
Bogemann M et al. Eur Urol 2022 September 8;[Online ahead of print].



Darolutamide nmCRP PSADT gore etkinligi{l ARAMIS)

PSADT >6 mo PSADT <6 mo
D
100+ Darolutamide: median NR 100+ Darolutamide: median NR
(95% CI 54.3 mo-NR) o
90+ 90 (95% CI 54.2 mo-NR)
80+ 80
X 701 X 701
£ 601 £  60-
T L B T
a Q
g 40+ Placebo: median NR g 404 Placebo: median NR
o (o]
201 20
101 HR 0.55 (95% Cl 0.35-0.88) 107 HR 0.74 (95% Cl 0.55-0.99)
O_ T T T T T T T T T T T T T T O_ T T T T T T T T T T T T T T
0 4 8 12 16 20 24 28 32 36 40 44 48 52 0 4 8 12 16 20 24 28 32 36 40 44 48 52
Time from randomization, mo Time from randomization, mo
Patients at risk, n Patients at risk, n
Darolutamide 286 277 268 260 241 232 203 154 126 89 64 43 26 13 Darolutamide 669 655 640 603 575 539 477 395 299 204 150 86 43 24
Placebo 183 178 164 153 146 133 114 87 56 41 30 22 11 8 Placebo 371 352 333 307 286 261 219 174 126 89 63 32 17 8
Darolutamide Placebo

Bogemann M et al. Eur Urol 2022 September 8;[Online ahead of print].



Darolutamide nmCRP etkinligi(ARAMIS)

B Subgroup Analysis of Metastasis-free Survival
Subgroup No. of Patients Hazard Ratio (95% Cl)
Baseline PSA doubling time
=6 mo 469 - 0.38 (0.26—0.55)
=6 mo 1040 H- 0.41 (0.33-0.52)
Osteoclast-targeted therapy at baseline
Yes 64 - 0.22 (0.08-0.57)
No 1445 Ll 0.43 (0.36-0.53)
PSA level at baseline
=20 ngfml 379 H 0.39 (0.29-0.54)
>10 to =20 ng/ml 337 Ha— 0.48 (0.32-0.72)
<10 ngfml 793 e 0.39 (0.29-0.53)
PSA level at baseline relative to median
At or below median 755 HH 0.38 (0.28-0.52)
Above median 754 HH 0.44 (0.34-0.56)
Gleason score
=7 1106 H 0.40 (0.32-0.50)
<7 359 ] 0.42 (0.28-0.63)
Age
<65 yr 197 —-—] 0.59 (0.37-0.95)
6574 yr 589 L3 0.35 (0.26-0.47)
75—84 yr 593 HH 0.43 (0.31-0.60)
=85 yr 130 —-—] 0.51 (0.27-0.96)
Geographic region
Rest of world 1139 HH 0.47 (0.35-0.58)
MNaorth America 184 HEH 0.19 (0.10-0.35)
Asia-Pacific 186 - 0.35 (0.19-0.65)
Presence of regional pathologic lymph
Yes 149 H— 0.28 (0.15-0.51)
Na 210 b 0.46 (0.35-0.61)
ECOG score at baseline
1 468 o 0.50 (0.36—0.68)
0 1041 . 0.38 (0.30-0.48)
Race or ethnic group
White 1194 . 0.43 (0.35-0.53)
Other 15 I - i 0.48 (0.08-3.05)
Asian 193 - 0.32 (0.18-0.59)
Hispanic or Latino 47 } L { 0.87 (0.29-2.60)
Mo. of previous hormonal therapies
Two or more 1147 L3 0.42 (0.34-0.53)
One 280 Hm— 0.33 (0.22-0.52)
Overall 1509 . |eI| : i i : , 042 (0.35-0.50)
0.000 0500 1.000 1.500 2.000 2500 3.000 3.500
Darolutamide Better Placebo Better



Darolutamide nmCRP yan etki(ARAMIS)

Table 3. Adverse Events.

Darolutamide Placebo
Adverse Event® (M =9554) (N =554)

Any Grade Grade 3 or 4 Any Grade Grade 3 or 4

number of patients (percent)

Any adverse event 794 (83.2) 236 (24.7) 426 (76.9) 108 (19.5)
Serious adverse event 237 (24.8) 151 (15.8) 111 (20.0) 70 (12.6)
Grade 5 adverse event 37 (3.9) — 13 (3.2) —
Adverse event leading to discontinua- 85 (8.9) 32 (3.4) 48 (8.7) 24 (4.3)

tion of the trial regimen

Adverse events that occurred in =5% of
patients in either group

Fatigue 115 (12.1) 4 (0.4) 438 (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) O 31 (5.8) 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 an 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) L8] 23 (4.2) 0

MNausea 48 (5.0) 2 (0.2) 32 (5.8) 0

Urinary tract infection 47 (4.9) 6 (0.86) 28 (5.1) 3 (0.5)

Urinary retention 33 (3.5) 15 (1.6) 36 (6.5) 11 (2.0



Ug tedavinin: Metastasis Free Survival

-

= 100
g
= 80
£
a t {Median MFS: 40.5 ma)
SPARTAN g © o
= [T N Placebo ~ ~ ~ =~ " 77 77
. ‘E 40 7| — Apalutamide L (Median MFS: 16.2 mo)
Apalutamide g p0 T -
E HR = 0.28 (95% CI. 0.23-0.35)
© P =001
= 0O T T T T T T
o 4 8 12 16 20 24
Time Since Randomization, mo
No. at Risk

\ Placabo 401 291 220 153 a1 58 34

Apalutamide 808 713 652 514 398 282 180 26

[==]

-

=2
§ %
5 -
£ o0 L

PROSPER I3 I =N o SR

. R e :
2 3] _
Enzalutamlde § 20 HR =029 (95% CI, 0.24.0.35) \_\__\_‘—L—

g 0 P <001 :

AN

3 06 9 12 15 18 21 24
Time, mo
No. at Risk

Placebo 468 420 296 212 157 105 98 64 49

Enzalutamide 933 865 759 637 528 431 418 328 237 150 87 77

\-
[ ioq,

0.9
0.8 +
z o]
ARAMIS 2 o6
. & 05 T T
DarOIUtamlde g 04 Median MFS: 18.4 mo
B g 0.3 4 — Darolutamide
v 0.2 - — Placebo
0.1 4 HR=0.41(95% cI, 0.34.0.50)
o | P= 0001

Median MFS: 40.4 mo

0 4 8 12 16 20 24 28
No. at Risk Time, mo

Darolutamide 955 817 675 506 T 262 189 116
Flacebo 554 368 275 180 "7 75 50 29

e 72% reduction of distant progression or death
Median MFS: APA 40.5 vs PBO 16.2 months
24-month MFS benefit

71% reduction of distant progression or death
Median MFS: ENZA 36.6 vs PBO 14.7 months
22-month MFS benefit

59% reduction of distant progression or death
Median MFS: DARO 40.4 vs PBO 18.4 months
22-month MFS benefit

Smith M, et al. N Engl J Med. 2018;378:1408-1418. Hussain M, et al. N Engl J Med. 2018;378:2465-2474. Fizazi K, et al. N Engl J Med. 2019;380:1235-1246.



Time to PSA progression (resistance)

SPARTAN!?
(APA)

HR (95% CI): 0.06 (0.05-0.08)

100
a0.] p < 0.0001
$__ 807
e
g= ]\ APA, NR
£5 %7 1PBO, 3.7 months
3 a 50 :
@
2& 407 4
£ O ﬂ |
'g rS'. 30 "L
= 20+ 1
10 e
0 T T T — T T T

T T T T 1
0 4 8 12 16 20 24 28 32 36 40 44
Months

949% risk reduction in PSA progression
TTPP: PBO 3.9 vs APA NR months

ARAMIS3
(DARO)

PROSPER?

(ENZA)

1.0
. HR (95% CI): 0.13 (0.11-0.16)
e HR (95% CI): 0.07 (0.05-0.08) 3 % p < 0.0001
~10Q "= -y P <0.0001 g _ o0
- o\o 90 o=y E g 0.7 ®
s~ 80 ENZA, 37.7 months £8 8
85 70 . a® % DARO, 33.2 months
s 60 { S & 054
2w 50 L 23 o4 v PBO, 7.3 months
ﬂ g 40 " J ‘_E o
co 30 e, PBO, 3.9 months s % )
=8 20 *,,,,,,,\ = o021 %.,_,‘
g% 18 I - - 019 R q_e---@---0
i Placeb
a 0 3 6 91215182124273033363942 00—

Months

Months

87% risk reduction in PSA progression
TTPP: PBO 7.3 vs DARO 33.2 months

93% risk reduction in PSA progression
TTPP: PBO 3.9 vs ENZA 37.7 months

Resistance to therapy much longer than in mCRPC

1. Smith MR, et al. N Engl J Med. 2018;378:1408-18. 2. Hussain M, et al. N Engl J Med. 2018;378:2465-74. 3. Fizazi K, et al. N Engl J Med. 2019 Feb 14 [Epub ahead of print].



UC TEDAVI: UZUN DONEM OS SONUCLARI

PROSPER

100
504
304
9 704
e Enzalutamide
2
2
I e
n N No. of Patients  Median Survival (35% CI)
4 mo
v
g N Enzdutamice 933 67.0 (64.0-NR)
204 Placebo 468 56.3 (544-63.0)
1A Hazard ratio, 0.73 (95% C1, 0.61-0.89)

P=0.001

SPARTAN

0 4 g 12 16 0 u B N % 4 4 48 52 56 60 64 62
Months

No. at Risk

Enzalutamide 933 926 910 897 874 850 8§22 78 700 608 517 4M 3 M4 169 ¥ B A
Placeho 468 467 439 444 428 404 BD 363 3 4 219 177 140 106 o4 30 16 3

Median OS| HR (95% CI)

67.0 vs. 56.3
(months)

o

Treatment: Enzalutamide

Control: ADT 0.73 (0.61-0.89)

Median Follow up: 48.0 months

100 __\
g‘ 804 \
.g Apalutamide
w \\\ median, 73.9 mo
d 60+ \H \
z —,
-§ 40 Placebo /
a T median, 59.9 mo
f=4
2
£ 201
1
n 0
1 | ] 1 1 ] 1 1 I 1 ) i 1 1) I i 1 I i
0 4 8 1216202428 32364044 485256 6064687276
Months from randomisation
0 Number of patients

Apalutamide 806 791 774 758 739 717 691 658 625 593 558 499 376 269 181 100 47 19 4 0
0 Placebo 401 392 385 373 358 330 328 306 286263 240204 156114 82 38 21 6 2 O

Median OS| HR (95% CI)

73.9 vs. 59.9
(months)

Treatment: Apalutamide

Control: ADT 0.78 (0.64-0.96)

Median Follow up: 52.0 months

ARAMIS

904

30 Darolutamide
704

60+

T
O-OmBD- ®OWOO-®- 0

Patients Who Survived (%)

104  Hazard ratio for death, 0.69 (95% Cl, 0.53-0.88)
P=0.003

T T T T T T T T T T 1
4 8 12 16 20 24 28 32 36 40 44 48 52 56 60

Months since Randomization

No. at Risk

Darolutamide 955 932 908 863 816 771 680 549 425 293 214 129 69 37 12 0
Placebo 554 530 497 460 432 394 333 261 182 130 93 54 28 16 4 0

Median OS| HR (95% CI)

NR vs. NR
(months)

Treatment: Darolutamide

Control: ADT 0.69 (0.53-0.88)

Median Follow up: 29.0 months

Sternberg CJ et al, NEJM 2020; Smith MR et al, Eur Urol 2021; Fizazi K et al, NEJM 2020



Recent FDA Approvals of Next-Generation Antiandrogens for
Nonmetastatic Castration-Resistant Prostate Cancer

Agent Approval date Pivotal study
Darolutamide July 30, 2020 ARAMIS
Enzalutamide July 12, 2018 PROSPER
Apalutamide February 14, 2018 SPARTAN

https://www.fda.gov/drugs/resources-information-approved-drugs/



nmCRP hangi hastalara yogun tedavi gerekir

Study Name
Agent

Design
Number of pts

Inclusion:

Met Free Surv

Discontinuation

SPARTAN
Apalutamide
240 mg daily

2:1 apal/placebo
1207

PSA DT <10 mo
Pelvic LN <2 cm
OK

40.5 mo vs 16.2
placebo (HR 0.28)

10.6% apa, 7.0%
placebo

PROSPER
Enzalutamide
160 mg daily

2:1 enzal/placebo
1401
PSA DT <10 mo

bPSA >2

36.6 mo vs 14.7 placebo

(HR 0.29)

9% enza, 6% placebo

ARAMIS
Darolutamide
600 mg BID

2:1 daro/placebo
1509

PSA DT <10 mo
Pelvic LN <2cm OK
bPSA >2

40.4 mo vs 18.4 placebo
(HR 0.41)

8.9% daro, 8.7% placebo

1. Smith MR et al. NEJM 2018; 378:1408-1418
2. Hussain M et al. NEJM 2018; 378:2465-74
3. Fizazi K et al. NEJM 2019; 380:1235-46



Kastrasyona Direnc¢li nmCRP Yogun Tedavi
Yasam Kalitesi Sonuclari

Health-Related QoL is Maintained

SPARTAN PROSPER ARAMIS

FACT-P total score (treatrment difference in least squares mean FACT-P total score (freatment difference in least squares mean

A FACT-P total score [difference
change from baseline)

change from baseline) with placebo)
—
© 7] < 1.3 (0.4, 2.1)
o — 4 +
E 20 R PP : |
[E] B o 4 i 9 ‘E 120 4 .
oo 0 4 s L1t&8 1104
@£ 7 =5 1= 3
c's =% 2] § 70
g 8 20 | gaﬁ: ! 5 - T 80 -
] 5 40 2 E 11 B 1 1 70 -
BE 5E 21ex gy
g_ = — R c_:} o 504
g -0 U S8 4l:g 40-
W - Apalutamide 4 pigce ADT -+ Wl s}
8 i ADT acebo + a 54* 8 304
= T T T T T T T T T T T T T L 64 o 20 J
2 3 4 5 &6 7 9 11 13 17 21 25 29 -7 : : i : : i : o
Baseline 17 33 49 65 81 97 7
Study week 0
No. of patients in each cycle MNo. at risk
APA +ADT 787 769 750 732 707 689 657 631 598 486 373 274 179 ENZA + ADT 815 718 421 592 427 354 )
PBO + ADT 390 382 376 358 339 289 276 255 208 181 99 42 44 PBO +ADT ... 403 329 239 183 139 %0 W Darolutamide [ Placebo

+ ADT + ADT

Saad F, et al. Lancet Oncol 2018;19:1404-1416;
Tombal B, et al. Lancet Oncol 2019;20:556-559;
Fizazi K, et al. N Engl J Med 2019;380:1235-1246. [Epub ahead of print](Supplement Appendix)



Apalutamide nmCRP etkinligi(SPARTAN)
Yasam kalitesi sonuclar

Long-term results from nmCRPC trials: SPARTAN (apalutamide)

“l am bothered by side effects of treatment” (item GPS5)

—e— PBO —&— APA
o
G. FACT-P Trial Outcome Index H. FACT-P Pain-Related Subscale &
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Oudard S et al. Eur Urol Focus 2022; 8:958-67

a|qeioAeun

o|qeione
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Darolutamide nmCRP etkinligi( ARAMIS)
Yasam Kalitesi Sonuclari

Long-term safety and tolerability of darolutamide: ARAMIS
.

t adverse e

(TEAES): n (00)
Any TEAE
Worst grade
lor2
3
Serious TEAE
TEAE leading to discontinuation of
darolutamide
Any drug-related TEAE
Worst grade
lor2
3
Serious drug-related TEAE

Drug-related TEAE leading to
discontinuation of darolutamide

Diarrhea
Abdominal pain
Nausea
Arthralgia
Fatigue
Hematuria
Influenza

4.03.

Total: Darolutamide >2 years
(n=13)
13 (100)

7 (54)
6 (46)
6 (46)
1(8)

5(38)

5 (38)
0
0
0

Most common TEAEs (occurring in 23 patients)"

5 (38)
431
431
3(23)
3(23)
3(23)
3(23)

Table 1. Treatment-emergent adverse events during long-term darolutamide treatment.

Darolutamide >2 and <4 years
(n=7)
7 (100)

6 (86)
1(14)
2 (29)
104)

3 (43)

3 (43)
o
o
o

2 (29)
2 (29)
2 (29)
104)
2 (29)
1(014)
1014)

“Treatment-emergent adverse events were assessed according to National Cancer Institute Common Terminology Criteria for Adverse Events (CTCAE) version

“All TEAEs were grade 1 or 2 except 1 event each of grade 3 nausea and grade 3 hematuria.

Darolutamide >4 years

(n=6)

6 (100)

—— Very small subset of patients
5 (83)

467 No new safety signals emerged

2(33)

No DEXA data

2(33)

3 (50)
2(33)
2(33)
2 (33
107)
2(33)
2(33)

Jones RH et al. Prost Ca Prost Dis 2023; 1-4




UC TEDAVININ YAN ETKILERI

Any AE, n (%) 781 (97) 373 (94) 876 (94) 380 (82) 818 (85.7) 439 (79.2)
Any serious AE, n (%) 290 (36) 99 (25) 372 (40) 100 (22) 249 (26.1) 121 (21.8)
AE leading to discontinuation, % 15.0 7.3 17.0 9.0 8.9 8.7

AE leading to death, n (%) 24 (3.0) 2 (0.5) 51 (5.0) 3(1.0) 38 (4.0) 19 (3.4)

AE (all grades), %

Fatigue 31.9" 21.4" 37 16 13.2 8.3
Hypertension 27.6" 20.9" 18.0 6.0 7.8 6.5
Rash 26.0 6.3 4 3 3.1 1.1
Falls 22.0 9.5 18.0 5.0 5.2 4.9
Fractures 18.0 7.5 18 6 5.5 3.6
Mental impairment disorder® 5.1% 3.08 8.0 2.0 2.0 1.8

#SPARTAN: disturbance in attention, memory impairment, cognitive disorder and amnesia; PROSPER: as per SPARTAN trial with the addition of Alzheimer's disease, mental
impairment, vascular dementia and senile dementia; ARAMIS trial: cognitive disorder, memory impairment and change in mental status; § Data taken from first interim analysis as
placebo group not reported in final analysis! ; * Data taken from second interim analysis as placebo group not reported in final analysis?

AE, adverse event; APA, apalutamide; DARO, darolutamide; ENZA, enzalutamide; NA, not available; PBO, placebo

1. Smith MR, et al. N Engl J Med. 2018;378:1408-18; 2. Small EJ, et al. Annals of Oncology 2019; 30: 1813-1820; 3. Smith MR, et al. Eur Urol. 2020;
https://doi.org/10.1016/j.eururo.2020.08.011; 4. Sternberg CN, et al. N Engl J Med. 2020;382: 2197-206; 5. Fizazi K, et al. N Engl ) Med. 2020; 383: 1040-1049

Courtesy of Tanya B Dorff, MD



UC TEDAVININ YAN ETKILERI

Any AE, n (%) 781 (97) 373 (94) 876 (94) 380 (82) 818 (85.7) 439 (79.2)

Any serious AE, n (%) 290 (36) 99 (25) 372 (40) 100 (22) 249 (26.1) 121 (21.8)

AE leading to discontinuation, % 15.0 7.3 17.0 9.0 8.9 8.7

AE leading to death, n (%) 24 (3.0) 2 (0.5) 51 (5.0) 3(1.0) 38 (4.0) 19 (3.4)

AE (all grades), %
Fatigue 31.9" 2147 37 16 13.2 8.3
Hypertension 27.6" 20.97 18.0 6.0 7.8 6.5
Rash 26.0 6.3 4 3 3.1 1.1
Falls 22.0 9.5 18.0 5.0 5.2 4.9
Fractures 18.0 7.5 18 6 5.5 3.6
Mental impairment disorder” 5.1% 3.08 8.0 2.0 2.0 1.8

#SPARTAN: disturbance in attention, memory impairment, cognitive disorder and amnesia; PROSPER: as per SPARTAN trial with the addition of Alzheimer's disease, mental
impairment, vascular dementia and senile dementia; ARAMIS trial: cognitive disorder, memory impairment and change in mental status; § Data taken from first interim analysis as

placebo group not reported in final analysis! ; * Data taken from second interim analysis as placebo group not reported in final analysis?

AE, adverse event; APA, apalutamide; DARO, darolutamide; ENZA, enzalutamide; NA, not available; PBO, placebo
1. Smith MR, et al. N Engl J Med. 2018;378:1408-18; 2. Small EJ, et al. Annals of Oncology 2019; 30: 1813-1820; 3. Smith MR, et al. Eur Urol. 2020;

https://doi.org/10.1016/j.eururo.2020.08.011; 4. Sternberg CN, et al. N Engl J Med. 2020;382: 2197-206; 5. Fizazi K, et al. N Engl ) Med. 2020; 383: 1040-1049

Courtesy of Tanya B Dorff, MD



Kastrasyona Direngli nmCRP Yogun Tedavi
Iskelet lliskili Olaylar

A Total Hip: Mean Difference in BMD Percentage Change
Table 1 Falls, fractures, and other bone-related AEs in phase 3 trials for ARIs.

- ZA
Denosumab
Treatment arm Placebo arm - Pamidronate
Alcadronate  vs Placebo
Study Drug Falls* n (%) Fractures n (%) Othe? n (%) Falls'n (%) Fractures n (%) Other® n (%) . Roloxifene
Toremifene
SPARTAN (N = 1207) [15] Apalutamide 125 (15.6) 94 (11.7) NR 36 (9.0) 26 (6.5) NR
ARAMIS (N = 1509) [17] Darolutamide 40 (4.2) 40 4.2) 139 (14.6) 26 (4.7) 20 (3.6) 68 (12.2) }'*"*::‘mh
PROSPER (N = 1401) (16, 28] Enzalutamide 106 (11) 91 (10) 73 (8) 19&) 23 (5) 30 A]‘:’:l‘dlt‘;‘:l‘: vs ZA
Raloxif
AE adverse event, ARI androgen receptor inhibitor, NR not reported. Ton:niz:e
“In SPARTAN, falls were deemed treatment-related by the investigators. In ARAMIS, falls included events recorded as accidents, and were
determined to have been accidental falls. - i
"Other includes back pain in PROSPER, and back pain or pain in an extremity in ARAMIS. > A‘l:“n:lm:
" ° Raloxifene v Dc b
Toremifene
Management strategies: oo
. . . Raloxif vs Pamid;
- Vitamin D +/- Calcium . Tormiee
- Exercise
- Regular screening by DEXA -
Toremifene
- Bone support agents

Hussain A et al. PCAN 2021; 24:290-300 Rolasiene v Tormifne

1 1 1 1
-5.0 0.0 5.0 100

Mean Difference in BMD Percentage Chanee

Poon Y et al. BJUI 2018; 121:17-28
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Fall Risk Screening Diagram

nmCRPC prostate cancer patient being considered for apalutamide

Screen for fall risk

Any one of these risk factors:
e Age 275

e ECOG PS =1

¢ History of neuropathy

¢ Use of alpha blocker

Answers “Yes” to these questions:

1) Do you feel unsteady when standing
or walking?

2) Are you worried about falling?

3) Have you fallen in the past year?

Or

Refer to a geriatrician
or primary care doctor
for fall assessment and
intervention using tools

such as STEADI

~

/

Continue to screen for fall risk at follow-up visits

In addition to the initial risk factors above, has

the patient developed:

1) Neuropathy

2) Arthralgia
3) Weight loss

\

Pollock YY et al. Prostate Cancer Prostatic Dis 2022 October 8;[Online ahead of print].



Gelecek Perspektif
ARASTEP: Phase 3 Trial of Darolutamide in nmCSPC

Key inclusion criteria
¢ High-risk BCR defined
as:
- No metastasis on
conventional imaging
- PSADT <12 months
- PSA 20.2 ng/mL after
RP followed by ART
or SRT (or RP alone in
patients unfit for ART
or SRT) OR
- PSA 22 ng/mL after
primary RT only
- 21 PSMA PET/CT
positive lesions
e >1 PSMA PET/CT
positive lesions

24-month
treatment period*

Darolutamide

600 mg PO twice Follow-up
daily + ADT Rinanss
R 1:1 progressian Active
(N=750) or end of follow-up s
Placebo treatment -

PO twice daily +
ADT

Long-term

follow-upf

I Progression confirmed by '

Stratification factors PSMA PET/CT at any time

* PSADT<6 months
vs 26 to <12 months

e Prior RP vs RT

e Distant metastasis

(+ locoregional lesions) vs
locoregional lesions only

Optimizing the Management of Nonmetastatic Prostate Cancer

Endpoints

Primary:

* rPFS by PSMA PET/CT
assessed by BICR

Secondary:

* MFS by conventional
imaging by BICR

* Time to CRPC

e Time to initiation of first
subsequent systemic
antineoplastic therapy

* Time to locoregional
progression by PSMA
PET/CT

* Time to first SSE

* OS

* PSA <0.2 ng/mL
at 12 months

* Time to deterioration in
FACT-P total score

* Safety



Gelecek Perspektif
Kastrasyona Duyarli Lokalize Yiiksek Riskli PSA Niiksu

EMBARK and PRESTO at a glance
- 000000000_000000000_]

Inclusion

Arms

Treatmt duration
Baseline PSA

Primary Endpt
result

EMBARK (n=1068)

PSA DT =9 mo
PSA 22 post RT or 21 post RRP

A) Leuprolide

B) Leuprolide + Enzalutamide
C) Enzalutamide

36 weeks (stop if PSA <0.2)

Median 5-5.5 (1-308)
50% had RRP + salvage RT
30% had prior ADT

5 year MFS (A vs B)
87.3% vs 71.4% HR 0.42 (0.30-0.61)

PRESTO (n=503)

PSA DT <9 months
PSA >0.5

A) Degarelix (or LHRH agonist)
B) Degarelix + Apalutamide
C) Degarelix + Apalutamide + Abiraterone

1 year

Median 1.8 (1-3.6)
100% had RRP, 85% salvage RT
42% had prior ADT

PSA PFS (incr by 25%, >2 ng/dL) Avs B
24.9 mo vs 20.3 HR 0.52 (0.35-0.77)



Gelecek Perspektif
Kastrasyona Duyarh Yuksek Riskli PSA Niiksu

&% PRIM®RDIUM

PRIMORDIUM Study

Screening phase: 8 weeks

Patients

* High risk HS patients post RP

* Rising PSA (2 0.1 ng/ml)

Eligibility criteria

* BCR after RP

* High Risk defined as PSADT
<12 months or pathological
Gleason score >8 after RP

¢ Positive by PSMA-PET witth
at least 1 loco-regional
(pelvic) lesion with or
without distant lesions

* MO by CT/MRI and

bone scan
Stratification:
* Distant PET lesions
|extra pelvic]: Yes vs No
e PSADT (<6 versus >6 months)

¢ Planned use of SBRT: Yes vs
No

INTERVENTIONAL COHORT

Treatment phase: Post-treatment Post PSMA-PET

26 weeks phase: 6.5 years  Progression phase
Assessments: Assessments:
PSA PROs
Testosterone CT/MRI+BS

PSMA-PET
blinded
PROs

Next therapy

—)E OBSERVATIONAL COHORT

Data Collection

ENDPOINTS:

Primary

* ppMPES (PSMA-PET
metastatic PES)

Secondary

* Time to PSA progression

¢ PSA response rate

* PSA and testosterone
levels at Week 26

* Time to loco-regional
progression by PSMA-PET

¢ Overall Survival

¢ PCa-specific survival

* AE, SAE

OBJECTIVE:

Description of management
ind outcomes for high-risk BCR

PSMA-PE T-negative patients ir

routine clinical practice
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PSMA-PET nmCRP tedavisini nasil degistir

Precision Medicine and Imaging Clinical

Cancer
Research

Prostate-Specific Membrane Antigen Ligand
Positron Emission Tomography in Men with
Nonmetastatic Castration-Resistant Prostate
Cancer

wWolfgang P. Fendler2, Manuel Weber', Amir lravani®, Michael S. Hofman®, Jérémie Calais?,
Johannes Czernin®, Harun llhan®, Fred Saad®, Eric J. Small®, Matthew R. Smith”,

Pacla M. Perez® Thomas A. Hope®, Isabel Rauscher®, Anil Londhe®, Angela Lopez-Gitlitz'°,
Shinta Cheng”, Tobias Maurer8'12, Ken Herr‘mar‘lnl, Matthias EiberS, and Boris Hadaschik'

Abstract

Purpose: Systemic androgen-signaling inhibition added 1o
ongoing androgen-deprivation therapy (ADT) improved
clinical outcomes in patients with nonmetastatic castration-
resistant prostate cancer without detectable metastases
by conventional imaging (nmCRPC). Prostate-specific
membrane antigen ligand positron emission tomography
(PSEMA-PET) detects prostate cancer with superior sensitivity
to conventional imaging, but its performance in nmCRPC
remains largely unknown. We characterized cancer burden in
high-risk patients with nmCRPC using PSMA-PET.

Experimental Design: We retrospectively included 200
patients with nmCRPC, prostate-specific antigen [(PSA) =2
ng/ml, and high risk for metastatic disease |[PSA doubling
time (PSADT) of <10 months and/or Cleason score of =8|
from six high-volume PET centers. We centrally reviewed
PSMA-PET detection rate for pelvic disease and distant metas-

tases (A1), We further evaluated SPARTAN patients stratified
by risk factors for PSMA-PET-detected M1 disease.

Results: PSMA-PET was positive in 196 of 200 patients.
Owerall, 44% had pelvic diseases, including 24%& with local
prostate bed recurrence, and 55% had M1 disease despite
negative conventional imaging. Interobserver agreement was
very high (k: 0.81-0.91). PSA = 5.5 ng/mlL, locoregional nodal
involvement determined by pathology (pMN1), prior primary
radiation, and prior salvage radiotherapy independently pre-
dicted M1 disease (all P = 0.05).

Conclusions: PSMA-PET detected any disease in nearly all
patients and M1 disease in 55% of patients previously diag-
nosed with nmCRPC, including subgroups with PSADT of
= 10 months and Cleason score of = 8. The value of PSMA-PET
imaging for treatment guidance should be tested in future
studies.

"k v7 7 ipd-a e saLsueIwy o sEnoloeE iy Way papeciumag



PSMA-PET nmCRP tedavisini nasil degistirir

Table 1. Patient characteristics

All PSMA-PET patients PSADT of <10 months Gleason score =8 only SPARTAN
(N = 200) (n =15) (n = 85) (N =1207)
Age (years)
Median (range) 71 (46-94) 71 (46-94) 73 (48-86) 74 (48-97)
Prostate-specific antigen (ng/mL)
Median (range) 5.3 (1.3%-263.8) 5.2 (1.3%-263.8) 5.4 (2.0-99.1) 7.8 (0.1-294.8)
Prostate-specific antigen doubling time (months) n=132 n=17
Median (range) 4.0 (0.0-90.0) 3.6 (0.0-10.0) Mot applicable 4.4 (0.7-10.0)
5:: SPARTAN, PROSP%;@?RAMIS benzeﬁ?i??ta 6ze|iklerin%rsglgwip iig '22?;}
]
Gleason score 200 hastanin verilg[fgihastalarm %ngn)étastatik (oo " ](m}
<=8 42 (22) 42 (39) 0 (0 661 (56)
=8 151 (78} 66 (61) a5 (100) 510 (44)
Prior therapy
Prior prostate cancer-related surgery 130 (65) 79 (69) 51(60) 682 (57)
Prior prostate cancer-related radiotherapy 104 (52) 69 (60) 35 (41 696 (58)

NOTE: Data are number of patients (%) unless otherwise indicated.
"Twao eligible patients had prostate-specific antigen <2 ng/mL at time of PSMA-PET.

SPARTAN, PROSPER, ARAMIS benzer hasta 6zeliklerine sahip 200 hastanin verileri ; hastalarin %55 metastatik

Fendler W at al, Clin Cancer Res 2019
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Table 2. Stage categorized by PSMA-PET PROMISE criteria {160

PSADT of Gleason score
All patients =710 months of =8 only
miTNM stage, n {26) LN — 200Y) {rr — 115> {r — 85)
M1 91 (46> A8 (42 435 (S51)»
T OO0 (2D A (3D O 000
TrNOMO A8 (240 22 (193 26 (31
TOMNTIMMO 15 {7 1 (100 PE
TrNTMO 25 {13) 1 (100 15 {182
11 109 (55) a7y (58) G2 (49
TOMNOMM 31 (16D 15 (13D 1& 192
TrMNORMMT 9 (5) & (5) 34
TOMNTHMI A2 (210 B0 (265D 12 {147
TrN1TMT 27 (14 15 {147 11 {1373
Extrapelvic disease®
Mla Iwvmph noda) FAr A= 51 (444 25 (31
Mb Cbhonel) AT (249 26 (23] Z1 (250
M1cP® (wisceral) 125 (&) 8 (7 A (5]
MNMAMM disease extent
Unifocal (1) 29 {15 1= {17 10 (12
Oligometastatic (Z2—30 28 {142 15 {147 12 {147
Multipley/dissaminated (=473 97 (450 54 (47> 37 (44D

MNMOTE: NMumbers in boldface represent the total.

Abbreviations: MITHRNM, molecular imaging TRM; TRIM, tumor, nodes,
metastases; Tr, local recurrence in the prostate bed.

TPROMISE allows patients to be counted under multiple M1 cateqories.

':'I_ur'ug (= A%, liver (n = 5), peritonaeurm 0 = 4%, and connective tissuae (n = 1)
with overlap.

Fendler W at al, Clin Cancer Res 2019
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N = 200

n =196 n

v A

Tr 55% N1 54% M1a 39% M1b 24% M1c 6%

Fendler W at al, Clin Cancer Res 2019
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Table 4. Multivariable analysis of odds for PSMA-PET M1 disease (n = 200)

Variable n (%) OR 95% CI P
Age >65 years 151 (76) 0.6 0.3-1.3 0.23
Gleason score of >8 151 (76) 1.1 0.5-2.3 0.80
PSA >5.5 ng/mL 97 (49) 2.0 1.1-3.6 0.03°
PSADT of <6 months (n = 132P) 85 (43) 1.6 0.8-3.3 0.22
Locoregional disease pNI 45 (23) 2.7 1.3-6.0 0.01°
RPE and SRT 40 (20) 4.6 2.0-11.0 <0.01°
PRT 64 (32) 3.1 1.5-6.1 0.02°

Abbreviations: PRT, primary radiotherapy; RPE, radical prostatectomy; SRT,
salvage radiotherapy.

P < 0.05.

°On the basis of univariate analysis.

Niiks ile iliskili parametreler: PSA diizeyi, PSADT, Lokal hastalik i¢in aldigi tedaviler

Fendler W at al, Clin Cancer Res 2019
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The median new metastases-free survival was significantly shorter in patients with polymetastatic disease (5+ lesions:

38 months versus <5 lesions: 60 months):

FIGURE 2: nMFS in the entire cohort (A) and in patients
stratified by number of extrapelvic metastases by PSMA-PET (B)

New Metastasis-Free
Survival (%)

b o —————

Entire cohort
Median 59 mo
(959% Cl, 49-69)
83 events (42%)

0
0

L L) T L) LJ 1 1
12 24 36 48 60 72 84 96

Time From PSMA-PET (Months)

New Metastasis-Free

Survival (%)

<5 distant lesions
Median 60 mo
(95% Cl, 47-73)

b - ———— ——— ————————-

0 T L L] LJ L L) L] L]
0 12 24 36 48 60 72 84 96

Time From PSMA-PET (Months)

SPARTAN, PROSPER, ARAMIS benzer hasta ozeliklerine sahip 200 hastanin verileri ;
hastalarin %55 metastatik, polimetastaz olanlar daha koéti seyirli

Hadaschik B at al, ASCO 2024
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Subgroup (N=200) N (%6) 0s
HR (95% Cl) p

Age <65y 49 (25) 0.97 (0.52-1.81) 0.92
Gleason grade >8 151 (76) 1.41 (1.77-2.58) 0.27
pMN1 45 (23) 2.01 (1.17-3.45) 0.012*
Prior definitive RT 64 (32) 1.58 (0.93-2.70) 0.092
Prior salvage RT 40 (20) 0.64 (0.31-1.31) 0.22
PSA >5.5 mg/dL 97 (49) 1.29 (0.76-2.19) 0.34
PSADT <6 852 (64) 0.87 (0.45-1.66) 0.66
Extrapelvic disease, any 109 (55) 1.41 (0.83-2.40) 0.21
Extrapelvic disease, =5 lesions 37 (19) 1.93 (1.08-3.46) 0.027*

2n=132, *p<0.05.

SPARTAN, PROSPER, ARAMIS benzer hasta 6zeliklerine sahip 200 hastanin verileri ; pN1 ve extrapelvik
2 5 lezyon kotii gidisle iliskili

Hadaschik B at al, ASCO 2024



Sonug

L nmCRP sagkalim sonugclari Kastrasyona duyarli metastatik prostat ca ile benzer

L nmCRP kanserinde yogun tedavi i¢in primer prognostik ve prediktif faktér PSDBT 10 ay <

L ARAMIS, PROSPER, SPARTAN benzer MFS ve OS

U Tedavi kararinda etkili faktor hasta 6zeliklerine bagh uzun donem kulanim ile iliskili toksisite
L PSMA-PET CT ile ayni grup hastalari > %50 fazlasinda metastaz

dKlinik lenf nodu pozitifligi, bazal PSA degerinin yiiksek olmasi, PSA double time < 6 ay olanlarda
metastaz orani yuksek

L PSA niiksii olan kastrasyona duyarh yiiksek riskli grupta EMBARK, PRESTO ¢alismalari ile yeni nesil AR
yolagi inhibitorleri bu evreye tasimistir.
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