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Prostat kanserinin seyri

Clinical Disease States Model of Prostate Cancer!?
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1. Adapted from Scher Hl et al. J Clin Oncol. 2008;26:1148-1159. Courtesy of Matthew R Smith, MD, PhD



Biyokimyasal Reklirens ve PSA Persistansi

Tanim

PSA persistansi; Prostatektomi yapilan hastalarda 4-8 hafta sonrasi 20.1 ng/ml olmasi

U Genel olarak, >T3a, gleason skoru> 8, cerrahi sinir+, pelvik lenf nodu+ ve kot prognoz ile iliskili
0 %5-20 oraninda gorulir

L PSMA PET/CT niksi belirlemede sensitivitesi yliksek, 6zelikle PSA >0.2 ng/ml olan hastalarda

[ PSA persistansin olan hastalarin %74 PSA artisi devam eder ve metastaz riski bu grup icin yiksek

Mottet N, et al. EAU-EANM-ESTRO-ESUR-SIOG Guidelines on Prostate Cancer—2020 Update, Eur Urol 2020



PSA Persistansi sagkalim sonuclari

Table 4 - Multivariable Cox regression models predicting metastasis, death, and cancer-specific death in the subgroup with postoperative
persistent PSA (>0.1 ng/ml at 6 wk after RP)

Predicting metastasis Predicting death Predicting cancer-specific
death
HR 95% ClI p value HR 95% ClI p value HR 95% CI p value

Year of surgery 1.23 1.17-1.30 <0.001 0.96 0.91-1.02 0.2 0.91 0.85-0.98 <0.01
Age 0.97 0.95-0.99 0.02 1.03 0.99-1.07 0.2 1.03 0.98-1.10 0.3
Preoperative PSA 1.01 0.99-1.01 0.4 0.98 0.97-1.01 0.1 0.99 0.97-1.01 03
Pathologic stage <T2c (referent) 1.00 - - 1.00 - - 1.00 - -
Pathologic stage T3a 1.59 0.95-2.66 0.1 1.77 0.70-4.49 0.2 1.95 0.38-10.03 0.4
Pathologic stage T3b 2.01 1.21-3.35 =0.01 292 1.16-7.33 0.02 448 0.93-21.72 0.1
Pathologic GG1-2 (referent) 1.00 - - 1.00 - - 1.00 - -
Pathologic GG3-5 3.17 1.92-5.24 =0.001 249 1.30-4.77 <0.01 5.05 1.76-14.46 <0.01
Negative surgical margin (referent) 1.00 - - 1.00 - - 1.00 - -
Positive surgical margin 0.93 0.67-1.27 0.6 1.60 0.98-2.62 0.1 1.50 0.77-293 0.2
Pathologic lymph node status NO (referent) 1.00 - - 1.00 - - 1.00 - -
Pathologic lymph node status N1 1.32 0.96-1.83 0.1 1.49 0.87-2.54 0.1 1.46 0.71-2.99 0.3
Pathologic lymph node status Nx 0.68 0.35-1.30 0.2 0.79 0.39-1.63 0.5 1.09 0.41-2.86 0.9
CClo 1.00 - - 1.00 - - 1.00 - -
CCI =1 0.89 0.63-1.25 0.5 1.82 1.07-3.13 0.03 1.06 0.51-2.21 0.9

CCI = Charlson Comorbidity Index; CI = confidence interval; GG = Gleason grade group; HR = hazard ratio; PSA = prostate-specific antigen.

PSA persistansi, pT32, Gleason skoru>, cerrahi sinir+, lenf nodu+ olanlarda
kotl sonug ile iliskili

Felix Preisser, European Association of Urology 2019




PSA Persistansi sagkalim sonuclari
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Fig. 1 — A risk stratification tree assessing metastasis-free survival (MFS), based on 925 patients treated with salvage radiation therapy for prostate-
specific antigen (PSA) rise after radical prostatectomy.

Nicola Fossati, Eur Urol (2017)



Biyokimyasal Reklirens

Tanim

d QBi okimyasal Reklrens ; Daha 6nceleri EUA tanimlamasi, Prostatektomi sonrasi PSA degeri nadir diizeye dugen
hastalarda PSA degerinin artarak >0.2 ng/ml olarak 6lctilmesi ve bunun birkag 6lciimle dogrulanmasi

O @NCCN tanimlamasi; Prostatektomi sonrasi PSA degeri nadir diizeye diisen hastalarda PSA degerinin artarak >0.1
ng/ml olarak 6l¢lilmesi ve bunun birkag 6lcimle dogrulanmasi

O @Primer tedavi olarak radyoterapi alan hastalarda PSA degerinin 22 ng/ml olarak 6lcilmesi
U Biyokimyasal Rekiirens, Prostatektomi ve Radyoterapi sonrasi risk grubuna gére 27-53%.

U Biyokimyasal Rekiirens olan hastalarin hepsinde metastaz gériilmez. Bu nedenle risk skorlamasina gore ytiksek
grupta olanlar erken ya da salvage tedavi almaldir.

o Van den Broeck T, et al. Biochemical Recurrence in Prostate Cancer: The European Association o fUrology Prostate Cancer Guidelines Panel Recommendations. Eur Urol Focus 2019)

e Schaeffer E, Srinivas S, Antonarakis ES, et al. NCCN guidelines: prostate cancer, version 3.2023



Biyokimyasal Rekiirens Ongérme

EUROPEAN UROLOGY XXX (2019) XXX-XXX

Table 1 - EAU risk groups for biochemical recurrence of localised and locally advanced prostate cancer.

Definition
Low risk Intermediate risk High risk
PSA < 10 ng/mL and ISUP grade 1 PSA 10-20ng/ml or ISUP grade 2/3 PSA =20 ng/mL or ISUP grade 4/5 Any PSA, any GS (any ISUP grade),
(GS<7)and cT1-2a (GS 7) or cT2b (GS=7) or cT2c cT3-4, or cN+
Localised Locally advanced

GS =CGleason score; ISUP =International Society for Urological Pathology; PSA = prostate-specific antigen.

EAU-EANM-ESTRO-ESUR-SIOG Guidelines on ProstateCancer—2020 Update.
Part 1: Screening, Diagnosis, and Local Treatment with Curative Intent



Biyokimyasal Reklirens ve PSA Persistansi 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).

1594 JAMA, May 5, 1999—Vol 281, No. 17 ©1999 American Medical Association. All rights reserved.



Biyokimyasal Reklirens Metastaz riski
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Number at risk PSADT < 3 Month 46 0 0 0
Gleason score 4-6 88 26 6 1 PSADT 3-9 Month 106 16 2 0
Gleason score 7 239 85 29 3 PSADT 9-15 Month 86 37 11 1
Gleason score 8-10 123 28 7 0 PSADT = 15 Month 212 86 30 3

Cerrahi sonrasi mediyan 8 yil takip stiresinde, 450 biyokimyasal niiks gelisen ve herhangi bir
salvage tedavi almayan hastanin 134’de metastaz goriildii(%29.8).

Emmanuel S. Antonarakis, BJU Int. 2012



Biyokimyasal Reklirens Metastaz riski

Preoperative PSA, ng/mL (continuous)  1.00 (0.99-1.01) 0.567 0.99 (0.98-1.01) 0.424
Pathological Gleason sum
4-6 1 [reference] 1 [reference] D PSA d O u b I e ti m e
7 4.3 (1.7-10.7) 0.002 2.4(0.9-6.2) 0.067
8-10 10.9 (4.4-27.1)  <0.001 4.5(1.7-11.9) 0.002
Pathological stage
Organ-confined disease 1 [reference] 1 [reference] D G | e a S O n S ko r u 2 8
Extraprostatic extension 1.2 (0.6-2.3) 0.658 0.6(0.3-1.3) 0.240
Seminal vesicle invasion 3.0(1.5-6.0) 0.002 1.3 (0.6-2.8) 0.434
Lymph node involvement 3.1(1.6-6.0) 0.001 1.1(0.5-2.2) 0.811
Surgical margin status D G | e a SO n S ko r u 7 ?
Negative 1 [reference] 1 [reference]
Positive 0.8 (0.6-1.1) 0.198 0.9(0.6-1.4) 0.829
Time to PSA recurrence
< 3 years 1 [reference] 1 [reference] m eta Sta Z a ra S I n d a
> 3 years 0.4 (0.3-0.6) <0.001 1.0 (0.6-1.5) 0.964 - | "o I : k
PSA doubling time guclu 1liski mevcut
= 15 months 1 [reference] 1 [reference]
9.0—14.9 months 2.7(1.6-4.8) 0.005 2.5(1.445)
3.0-8.9 months 11.6 (7.0-19.3)  <0.001 8.0 (4.5-14.1)
< 3.0 months 47.4(25.2-89.0) <0.001 33.3(16.4-67.4)
Pathological
Pathological Gleason  Gleason score 7 (n = Pathological Gleason PSADT <3 PSADT 3-9 PSADT 9-15 PSADT 215
score 8-10 (n =123) 239) score 4-6 (1 = 88) months (n=46)  months (n=100)  months (n =86) months (n=212)
Median MFS, years (95% CI) 4(2,6) 11(9,>17) >15(14,>15) 1(0,1) 4(2,4) 13 (6,>15) 15 (15,>17)

Metastasis- free rate at 5 years, 43(32,54)

71(63,78)

94 (86,98)

5(1, 21

27(16,39) 77(63,36) 91 (85,95)

% (95% CI)

Metastasis- free rate at 10 years,
% (95% CI)

19(9,33)

52(41,62)

94 (86, 98) N/A

7(1.22) 51(34, 66) 72(59,83)

Emmanuel S. Antonarakis, BJU Int. 2012




Radikal Prostatektomi sonrasi Adjuvan RT vs Salvage RT

Three Randomized Trials Suggest Most Patients Should Get
Salvage Radiation, Not Adjuvant

ARTISTIC Meta-Analysis (Vale CL, Lancet Oncology 2020)

Trial , HR (95% CIl) Weight (%)
RADICALS - 1.10 (0.81 - 1.49) 63
GETUG-AFU 17 = 1.27 (0.56 - 2.87) 9
RAVES ; 1.11 (0.71 - 1.75) 29
Overall . 1.12 (0.88 -1.42) 100
ART better 1 eSRT better
e o W e e ———— ASCO st

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Radikal Prostatektomi sonrasi Adjuvan RT vs Salvage RT

BUT, These Three Trials Had Fewer Patients With

the Worst Prognostic Factors
15% GI 8-10, 19% SVI

RADICALS-RT® GETUG-AFU 17° RAVES’

Adjuvant Early salvage Adjuvant Early salvage Adjuvant Early salvage

radiotherapy radiotherapy radiotherapy radiotherapy radiotherapy radiotherapy
Patients randomised 697 699 212 212 166 167
Gleason score

<6 48 (7%) 48 (7%) 21 (10%) 22 (10%) 8 (5%) 8 (5%)

7 537 (77 %) 528 (76%) 173 (82%) 167 (78%) 132 (80%) 134 (80%)
Positive margins 439 (63%) 443 (63%) 211 (100%) 210 (100%) 110 (66%) 113 (68%)
Seminal vesicle involvement

No 568 (81%) 567 (81%) 167 (79%) 165 (78%) 135 (81%) 134 (80%)

Unknown 0 0 1(<1%) 1(<1%) 0 0

ASCO Genitourinary
Cancers Symposium

presentep By: Paul Nguyen, MD MBA ASCO) smsiieams
Presentation is property of the autl "

author and ASCO. Permission required for reuse; contact permissions@asco.org KNOWLEDGE CONQUERS CANCER

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Radikal Prostatektomi sonrasi Adjuvan RT> Salvage RT

1. Practical/Gut Feeling: He has over a 90% chance of needing salvage RT so
we're not overtreating; if there is any benefit to adjuvant, it will be for younger pts

« 2. Retrospective data: Tilki/D’Amico JCO 2021 — pNO pts who had both Gleason

8-10 and pT3/4 had lower all-cause mortality w/adjuvant RT than early salvage
(aHR=0.33[0.13-0.83])

« 3. Genomics? — Analysis from Den, et al JCO 2015

ASCO Genitourinary
Cancers Symposium




Radikal Prostatektomi sonrasi Adjuvan RT> Salvage RT

Den, JCO 2015: Decipher May ldentify

Men Who Benefit Most from Adjuvant RT
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Fig 3. Cumulative incidence curves to evaluate benefit from adjuvant radiotherapy (RT) versus salvage
Assessment Postsurgical (CAPRA-S) score and (C and D) genomic classifier (GC).

RT stratified by (A and B) Cancer of the Prostate Risk




PSMA PET CT pozitifligi prognostik faktor

Characteristic Number
&
Median age (y) 65 (range, 57-67) qg;
Median PSA at PSMA PET 0.23 (range, 0.14-0.35) E
w
Tumor stage %
T2 43 (24.8) e
o "
T3a 78 (44.4) § l:egjllve
n 1
T3b 29 (16.6) & e
Missing 14 (14.2) 3
Positive surgical margins 55 (32.5) ;
Gleason score . PSA 0.05-0.19 PSA 0.20-0.29 PSA0.30-0.39 PSA 0.40-049 PSA 0.50-1.00
6-7 118 (84) Serum PSA at PSMA PET
8-10 46 (26) _ e
Variable Odds ratio Significance (P)
Months since RP 48 + 43
PSMA PET result PSMA PET: negative/local, 0.15 0.001
Negative 62/164 (38) lymph nodes, distant disease
Fossa recurrence only 38/164 (23) PSA at PSMA PET 0.026 0.02
Lymph node positive 41/164 (25) pT stage 0.98 0.98
Distant disease 23/164 (14) Gleason score 0.91 0.91
Surgical margins 0.80 0.80

PSMA PET negatif olmasi salvage RT i¢in prediktif degeri var

Louise Emmett at al, J Nucl Med 2017



PSMA PET CT pozitifligi prognostik faktor

PSMA PET Guided Salvage Radiotherapy
Among Prostate Cancer Patients in the Post-
Prostatectomy Setting: A Single Center
Post-Hoc Analysis

Total cohort PFS Between All Stages (n=175)
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Zamboglou et al. Int J Radiat Oncol Biol Phys. 2022 Aug 1; 113(5): 1015-1024
2023 ASCO ASCO 2

ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco org KNOWLEDGE CONQUERS CANCER

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



PSMA PET/CT sagkalim sonucunu etkiler

Conventional *F-fluciclovine-
imaging-guided PET/CT-guided
(n=82) (n=83)
Age, years 61 (55-68) 61 (57-68)
Race
White 52 (63%) 52 (63%)
African-American 29 (35%) 30(36%)
Other 1(1%) 1(1%)
PSA before radiotherapy, ng/mL 0-34(0-82) 0-34(0-92)
Extracapsular extension 43 (52%) 39(47%)
Seminal vesicle invasion 22 (27%) 24(29%)
Margin-positive 41 (50%) 37 (45%)
Node-positive 14 (17%) 16 (19%)
Gleason score =8 29 (35%) 23(28%)
Androgen deprivation therapy— 28 (35%) 30(38%)
any use
Androgen deprivation therapy— 8 (10%) 9 (11%)

long-term use (18-24 months)

Data are median (IQR) or n (%), unless otherwise specified. PSA=prostate-specific
antigen.

1.0
)
g 08+
P
k=
&
£ 0.6
g
e
=
=
= WA=
Z 04
7
g
= Study group HR (95% Cl)
§ 027 — Conventional imaginggroup ~ 1-84 (0-98-3-47)
- — " -fluciclovine-PET/CT group  (reference)

Log-rank p=0-0540
0 | T I | T T T 1
0 6 12 18 24 30 36 42 48
Number at risk Time since end of radiotherapy (months)
(number censored)
Conventional imaginggroup 81(1) 76(4) 66(13) 54(21) 44(22) 36(25) 28(31) 23(33) 19(54)
’SF-HucicIc}vine-PETfCTgr0up 76 (1) 71(4) 59(13) 53(15) 46(19) 41(22) 35(26) 30(32) 21(b1)

Table 1: Baseline characteristics of patients enrolled in the study

Figure 2: 3 year event-free survival
Figure shows Kaplan-Meier curves for event-free survival among the modified intention-to-treat population,
consisting of all patients assigned to a study group who received radiotherapy.

BE-fluciclovine-PET/CT imaging resulted in a change of radiotherapy choice for 28 (35%)

patients( 4 metastases)

EMPIRE-1 trial, Lancet 2021




Ideal Evreleme Nasil Yapilmali

Intermediate Risk High Risk (or greater) Biochemical
T2b and GS7 and/or >T2c or GS 9-10 or Relapse /
PSA 10-20 PSA>20 Progression

NCCN (ver 1.2023) PSMA PET (unfavorable) PSMA PET PSMA PET

ESMO CT/MRI + Bone Scan CT/MRI + Bone Scan PSMA PET
PAN-ASIAN ESMO or PSMA PET or PSMA PET

EUA CT/MRI + Bone Scan PSMA PET or whole body PSMA PET
MRI

Unfavorable = >2 intermediate risk factors (cT2b-cT2c, GG 1 or 2, PSA 10-20) or GG3 or = 50% biopsy cores positive

ASCO Ge”'*ouﬁ‘”ary #Gb23 | presenten v: David M. Nanus, M.D., Professor of Medicine and Urology, Weill Cornell Medicine ASCO CUNICAL ONCOLOGY
Cancers Symposium B  #rccontason i property of the author and ASCO, Permission required for reuse; contact permissions@95c0.1g KNOWLEDGE CONQUERS CANCER




Lokalize Yuksek Riskli Prostat Kanseri

EUROPEAN UROLOGY XXX (2015) XXX-XXX 3

Regression tree g ;

Risk Group 5

BlopsyGS 28 ~ 7 | (PSA >10 ng/ml, and GS 28) 26.2(17.8-38.4)
~+ PSA>10 ng/ml |

Risk Group 4

' Biopsy GS7 ‘ (PSA >10 ng/ml, and GS 7) 30.6(19.1-44.7)

Risk Group 3

-[BiopsyGszs | 36.2 (25.3-51.6)
- | PSA <10 ng/ml, and GS 8
|PSA<10 ng/ml | (PSA £10 ng/ml, an 28)

, . Risk Group 2
+| Biopsy GS7 - ; .5-83.
IoBC o (PSA <10 ng/ml, and GS 7) elbi b

» | RiskGroup 1

(GS <6) 85.5(79.0-92.6)

Fig. 1 - A novel biochemical recurrence risk stratification regression tree, based on the data of 1100 D’Amico high-risk prostate cancer patients treated
with robot-assisted radical prostatectomy with and without lymph node dissection between 2002 and 2013 at three tertiary care centers.
BCR = biochemical recurrence; CI = confidence interval; GS = Gleason score; PCa = prostate cancer; PSA = prostate-specific antigen.



Lokalize Yuksek Riskli Prostat Kanseri

(B) CR-free survival: Stratified according to novel risk-groups

< ¥ ;
A L Group 1
.r.:r‘_\-:ll.h i Group 2
9
=}
Group 3 RISKGROUP —
o _| Syr m
= CRFS(9556Cl) | 99.5(985-100) | 98.6(96.7-100) | 98.6(96.7-100)
B At Risk 189 100 17
o
Group 4 CRFS(9556CI) | 99.3(980-100) | 98.0(951-100) | 96.0(914-100)
g - At Risk 132 71 14
X Group § CRFS(95%CI) | 98.5(973-996) | 94.4(920-969) | 85.3(795-914)
w0 At Risk 435 179 18
L o
5 CRFS(95%CI) | 95.9(920-999) | 93.5(876-99.7) | 67.4(37.9-100)
g. i At Risk 89 45 11
CRFS(95%CI) | 94.9(912-986) | 83.2(757-913) | 54.6(369-779)
g - At Risk 121 37 5
o p < 0.001
= Harrell’sC=0.69
b =% —
=}
Q
=} T T T T T T T T T 1
0 5 10
Time, yr

Fig. 3 - Kaplan-Meier curve for clinical recurrence-free survival in (A) the overall cohort and (B) after stratification according to the novel regression
tree model.
CI = confidence interval; CRFS = clinical recurrence-free survival; GS = Gleason score; PSA = prostate-specific antigen.



Lokalize YUksek Riskli Prostat Kanserinde Doz Yogun Tedavi Gerekli

STAMPEDE: Abiraterone * Enzalutamide in nmCSPC

Study design

e MO pts in AAP comparison: continued FU with no further efficacy
inspections

¢ 2019 - amended the reporting plan* to split M1 & MO, power the 127V end-
point on MFS, meta-analyse with new data from AAP+ENZ comparison

N=1974 2011 2012 2013 2014 2015 2016

SOC: ADT x 3 years | | | » No overlapping controls

=R » Same protocol & eligibility criteria
1:1 randomisation > 2 years AAP+/-ENZ

:> SOC + AAP (2y) [ > No evidence of OS benefit with

SOC + AAP+ENZ (2y) 1 AAP+/-ENZ in mCRPC 1

Courtesy of Neal D Shore, MD Attard, et al. Lancet, 2022



Lokalize Yuksek Riskli Prostat Kanserinde Doz Yogun Tedavi Gerekli

Abiraterone acetate plus prednisolone with or without <
enzalutamide added to androgen deprivation therapy
compared to ADT alone for men with high-risk
nonmetastatic prostate cancer: primary combined analysis
from two comparisons in the STAMPEDE platform protocol

MO Newly-diagnosed
No evidence of metastases on bone and CT Any of:
scan of pelvis, abdo, chest e Node-Positive

(pre-defined stratification criterion) e >2 of: Stage T3 or T4
PSA=240ng/ml
Gleason 8, 9 or 10

Relapsing after previous RP or RT All patients
Any of: Written informed consent

« Node-positive Fit for all protocol treatment

e PSA24ng/ml, rising & doubling time <6m Fit for follow-up

e PSA220ng/ml _ :
Full criteria: www.stampedetrial.org

Attard G, et al. ESMO 2021.




Lokalize YUksek Riskli Prostat Kanserinde Doz Yogun Tedavi Gerekli

Improvement in PFS, MFS, and OS with the Addition of
Abiraterone and Prednisolone to ADT — Very High Risk

" STAMPEDE 1,974 PTS. Median 6-year follow up.
" Node positive or 2 of the following: T3/4, Gleason 8-10, PSA >40, high-risk relapse

6 yr MFS: 69% vs. 82% 6 yr OS: 77% vs. 86%

HR 0.53, p<0.001@ ™ HR 0.60, p<0.001

T T 1
84 96 108 96
ion (months)

Metastasis-free survival Overall survival

Median age 68. 73% T3/4. 79% GI8-10. Median PSA 34. 39% Node-positive

No additional benefit to enzalutamide in addition to abiraterone. Attard G Lancet 2021: 399:447.



Lokalize Yiksek Riskli Prostat Kanserinde Doz Yogun Tedavi Gerekli

Treatment Options For High-Risk Prostate Cancer

|HIGH- OR VERY-HIGH-RISK GROUP

EXPECTED INITIAL THERAPY
PATIENT

SURVIVAL!
EBRTP + ADTY (1.5-3 y; category 1)
or
EBRTP + brachytherapyP + ADTY (1-3 y; category 1 for ADT)
or
EBRTP + ADTY (2 y) + abiraterone®® (for very-high-risk only)

>5yor
symptomaticdd
RPY + PLND994

<5y and
asymptomatic

High-Risk

No very high-risk features and
exactly one high-risk feature:

« cT3aOR

» Grade Group 4 or 5 OR

« PSA> 20 ng/ml

Very High-Risk
Has at least one of the following:
cl3b to T4 OR
Primary pattern 5 OR
2 to 3 high-risk features
>4 cores with Grade Group 4 or 5

MNati . . .
Cammanensive NCCN Guidelines Version 1.2023
NCCN B Prostate Cancer

Network®




PSA persistansi olan hastalarda tedavi

Table 2 - Salvage treatments and outcomes of patients included in the 20 selected retrospective studies

EBiochemical outcomes

Metastasis-free survival Cancer-specific survival

Owverall survival

Predictive factors for survival

Tewelf
median
time from
RP to sRT
Author Cormparat BCR BCRFS Time 95% Metastasis MFS Time Q5% CShA Cs5 Time 95% MO s Endpoint Univariate Multivariace
ref] rate I rate (] rate I race analysis analysis
Only pNO
included
Bartkowiak 0 10 e 49% Syr MNA NA A A BCRFS Overall cohorr Oweroll cohart
1z]
[ P5A [PSA
persistence  persistence not
mot correlated )
correlaned}
Pre-sRT PSA  Pre-sRT PSA
Gleason Gleason soore
score (6-7 ws [(6-7 ws =7}
=7
Versus D27/30 mo 62% Syr MNA NA pT pT
undenecrabi
PSA
Risk-marcfed
cohorr (n=224)
P - 0LOOT Pre-sRT PSA
= 0250 BT
(PsA
persistence not
ocorrelated )
Fossari [17] SRT [+ ADT): [0 3" S2.4% TAE if 8yr A A MFS pT stage
10O ([ 30X) Gs 6-7
BZFE if Byr Gleason Ssoorne
G5 B-10
PSA persistence
Derecrabde PSA at sRT
PsA: 1.0
ndetecrable ADT duration
PSA: 0.2
= OUDD1 Time from RP to
detectable PSA
Lohun [19 D29 52.E% I Syr 3Ix [PE i 4 LIE BCRFS Pre-sET P5A
after BT
Gleason
soore (6 ws T—
10
PSADT
Versus 034 B5.4% I5yr
undenecrabi
PsA
p=0215
Eisenberg Pl 30.4% 67X Syr A A A BCRFS Pre-RP PSA
121]

PSM

PSA persistence
Gleason score
(& we 7-10}

841

691-051 (1Z0Z) ¥ ADOTOINO ADOTOUN NYIJ0UNT



Biyokimyasal Reklirens olan hastalarda Salvage RT

-

Freedom from BCR (%)
8 8 8 8 8

o

ART (n=361)
------- No ART (n=722)

3 4 S 6 T 8 9 10
Years following RRP

% S5-yr survival
(no. at risk)
75 (252)

61 (405)

% 10-yr survival
(mo. at risk)
63 (140)

45 (185)

Figure 2. BCR-free survival in patients treated with ART wvs

P=0.265

100
£ s0-
B
-E m-
=
(7]
= 40 -
s
2
S 20
] T
4] 1
Group

ART (n=361)
- MNo ART (n=722)

Figure 3. Owerall survival

3 4 ] e 7

Years following RRP
% S5-yr survival
(no. at risk)
94 (324)
95 (646)

8 9 10

% 10-yr survival
{no. at risk)
87 (214)

84 (396)

in patients treated with ART ws

controls. controls.
Univariate Analysis Multivariate Analysis™

End Point HRT (95% ClI) p Value HRT (95% ClI) p Value
BCR 0.57 (0.45-0.71) <<0.0001 0.53 (0.42-0.67) <<0.0001
Local recurrence 0.11 (0.05-0.24) <<0.0001 0.11 (0.05-0.23) <<0.0001
Systemic progression 0.97 (0.62-1.51) 0.88 0.93 (0.58-1.49) 0.76
Late ADT 0.60 (0.45-0.81) 0.0008 0.57 (0.42-0.78) 0.0003
Death from any cause 0.85 (0.63-1.15) 0.85 0.81 (0.59-1.10) 0.18

* Controlling for matching variables and late ADT.
T Association of ART and end point with no ART as referent (HR 1).

Boorjian at al, THE JOURNAL OF UROLOGY 2009



Biyokimyasal Reklirens ve PSA Persistansi
Prostat +/-pelvis RT+ADT

Radiotherapy Radiotherapy and
alone (n=373) goserelin (n=369)

Age (years) 67 (52-85) 67 (49-80)
Gleason score

<8 332(89%) 329 (89%)

=8 41 (11%) 40 (11%)
Pathological tumour stage (TNM 2005)

pT2a 37 (10%) 29 (8%)

pT2b 76 (20%) 75 (20%)

pT2c 88 (24%) 92 (25%)

pT3a 121 (32%) 127 (34%)

pT3b 50 (13%) 44 (12%)

pT4 bladder neck 0 1(<1%)

involvement

Missing 1(<1%) 1(<1%)
Pathological node involvement (TNM 2005)

pNO 274 (74%) 273 (74%)

pNX 99 (27%) 96 (26%)
Positive surgical margins 196 (53%) 175 (47%)
Seminal vesicle involvement 318 (85%) 312 (85%)
PSA doubling time =6 months 276 (74%) 270 (73%)
ECOG performance status

o 345 (92%) 329 (89%)

1 13 (4%) 22 (6%)

Missing 15 (4%) 18 (5%)
PSA at baseline randomisation 030 (0-20-0-50) 030 (0-20-0-50)
(ug/L), median (IQR)*
Time between surgery and 29.99 (19-52) 33-98 (21-53)
relapse (months), median
(IQR)*
Presurgery PSA (pg/L), 8.10(6-12) 835 (6-12)
median (IQR)#

Progression-free survival (%)

Number at risk
Radiotherapy alone
Radiotherapy plus goserelin

100

90

804

70+

60 -

50

40

30

204

104

—— Radiotherapy alone

—— Radiotherapy plus goserelin
Hazard ratio 0-50 (95% Cl 0-38-0-66)
Stratified log-rank test: p<0-0001

" by

RT vs RT+2 doz Zoladex 10.8

6 12 18 24 30

367 338 315 204 280
363 360 349 342 319

3'6 4'2 4'8 5'4 60 66 ?'2 ?§ 8'4 9'0 9'6
Time since randomisation {months)

266 252 228 188 140 79 61 31 19 5
298 285 269 236 185 111 87 46 24 5

Free-biochemical progression or clinical progression at 5 years
(80% vs 62% [57-67]; HR 0-50 ; p<0-0001.

GETUG-AFU 16, Lancet Oncol 2016




Biyokimyasal Rekiirens ve PSA Persistansi
Prostat +/-pelvis RT+ADT

n Univariate analysis Multivariate analysis* - "
bys bys Radiotherapy alone  Radiotherapy plus
HR (95% Cl) p valuet HR (95% Cl) p valuet .

Age at randomisation 0166 NS} [I'I=3?2} gDSElEIII'I {I'I=366]
<65 years 283 Reference Reference
65 years R Grade1-2 Grade3 Grade1-2 Grade3

Gleason score 0-001 NSH 1
=8 661 Reference Reference G}'I"I Aecomastia 0 0 4 El%} 0
=8 81 181 (1-6-2.6) . Hot flushes 1(<1%) 0O 163 (45%) 3 (1%)

PSA at relapse (baseline) =0-0001 =0-0001 )
=0-5 pg/L 589 Reference Reference Breast pain 0 0 5 El%} 0
05-1pglt e ) B Sweating 0 0 47 (13%)  1(<1%)
=1 pg/L 63 2.40(1.6-3-6) 2:30(1-5-3-4) )

Seminal vesicle 0001 <0-0001 Paraesthesia 0 0 0 0
Non-involvement 630 Reference Reference Spl nal-cord co mp ression 0 0 0 0
Involvement 112 1-88 (1-4-2-6) 193(14-2.7)

Surgical margins 0-003 0-010 Hypertension 1 ('ﬂl%] 0 21 Eﬁ%] 0
Positive 371 Reference Reference

_ Muscular weakness 0 0 6(2%) 0
Negative 371 152 (1-2-1.99) 1.44 (1-1-1.9)

PSA doubling time at 0-002 0-007 Arthralgia 1 (.‘:1%] 0 7 Ez%] 0

relapse
=6 months 546 Reference Reference Osteoarticular and 6 (2%) 0 6 (2%) 0
<6 months 196 157 (1-2-2-1) 1-48 (11-2-0) muscular pa'ln

Delay between 0-045 NSE )

prostatectomy and Sexval disorders 4 (1%) 1(<1%) 3(1%) O

recurrence
>30 months 390 Reference Reference . X . )

Data are number of patients with at least one episode of that event (% of patients).
=30 months 348 132 (1-0-17)
No grade 4 or 5 events were reported.
HR=hazard ratio. NS=non-significant. PSA=prostate-specific antigen. *Multivariate model including significant
parameters at 20% significance level in the univariate procedure. fp value for overall trend on multiple categories of
the predictor in the regression model. $Parameter not kept in the final model because of non-significant p value in the Tﬂb'e3_‘ Acute adverse events Pmimsly associated with hnrmonethe rapy
backward procedure.

GETUG-AFU 16, Lancet Oncol 2016



Biyokimyasal Reklirens ve PSA Persistansi
RT+2 yil bicalutamide 150 mg/gin(RTOG 9601

A Owerall Surwvival, All Patiendts

Mo, of Deaths

B Owverall Survival, Patients with PSA Level =15 ngfml

Mo, of Deaths

Placebo Group 131 Placebo Group 33
Bicalutamide Group LOE Bicalutamide Group 18
100 ——— 100 -
—_—— . e "1_|__r_1_-1
i : ST _E_u:alul:ar‘rude E -_\'_'-.___h___ Bicalutamide
B 77 —— B 7 ’ .
= Place=bo =, FPlacebo
2 50 = 5.0 | “
= = —ra——— o 4
= = L.
% Hazard ratic, O.F7F [(925%4 CI. O.59—-0_99) % Hazard ratic, 045 (9596 CI. 0. Z5—0.81)
= 25 P =004 = 25 P=0.007
a2 ac
o T T T T 1 a T T T T 1
o 3 [ =] 12 15 0 3 [ =] 12 15
Wears since Randomization Years since Randamization
Mo, at Risk Mo, at Risk
Flacebao ITFa Isg 19 280 203 25 Flacebo a3z 5 47 a7 25 =
Bicalutarmide IE4 IcE 37 254 223 Iz Bicalutamide 55 53 45 =13 34 T
C Death from Prostate Cancer D PActastatic Prostate Cancer
Mo, of Patients witl
Mo, of Death=s Treatrment Failure
Flacebo Graup (==} Flacebo Graup 93
Bicalutamide Group =4 Bicalutamide Group 63

1000 —
— Hazard ratic, 0439 (92596 CI1. O.32—-0_F4)
£ 75 P00l
=
=
i
'E Bicalutamide
= 57 Placeb
acebo w7
———— " e ———
o T —— — T 1
o 3 (=] = 12 15
Tears since Randomization
Mo, at Risk
Flacebo ITFTE 359 19 280 203 25
Bicalutamide IS4 IGE 237 294 223 3z

Hazard ratic, OL63 (9596 CI. D.46—0.87)
P=0_0:05

—
_,_-l__-—.

e - Bicalutamide

T

10 —
-=
f— 75
i=
= g
=3 50
= 5
oy
5 =
= oo Z5 —
a0
o
o
Mo, at Risk
Placeb= ITE
Bicalutamide 354

T T T T 1
=] (] 9 1= 15

Years since Randomization

251 17FE 23
2F% 1= 2&

e 299
£ =) I27F

RTOG 9601, N Engl J Med 2017




Biyokimyasal Reklirens ve PSA Persistansi
RT+2 yil bicalutamide 150 mg/gin(RTOG 9601)

Subgroup

Overall
Gleason score
2-6
7
8-10
PSA level at trial entry
<0.7 ng/ml
0.7-1.5 ng/ml
>1.5 ngl/ml
Positive surgical margin
Mo
Yes

No. of
Patients (%)

760 (100.0)

214 (232)
413 (54.5)
131 (17.3)

405 (53.3)
237 312)
118 (15.5)

191 (25.1)
569 (74.9)

Bicalutamide Placebo
Group Group

12-yr overall survival rate (%)
76.3 71.3
79.5 79.2
78.5 70.9
63.9 58.4
76.8 80.7
77.0 67.5
73.5 489
73.5 72.9
77.3 70.7

Hazard Ratio (95% Cl)

——
L .I |
I N L
———'
| :
Pt
L = | !
1 | N}
[
P
I | | I [ 1
0.4 06 08 1012 16
Bicalutamide Placebo
Better

0.77 (0.59-0.99)

0.95 (0.57-1.59)
0.69 (0.49-0.98)
0.76 (0.44-1.30)

1.13 (0.77-1.65)
0.61 (0.39-0.95)
0.45 (0.25-0.81)

0.87 (0.53-1.41)
0.73 (0.54-0.98)

P Value

0.04

0.84
0.04
0.32

0.53
0.03
0.007

0.56
0.04

Resulting in 69.7% of the
patients in the bicalutamide
group having gynecomastia

The rate of cardiovascular
deaths that were reported as
adverse events was not
significantly

higher in the bicalutamide
group than in the

placebo group.

RTOG 9601, N Engl J Med 2017



Biyokimyasal Rekiirens ve PSA Persistansi
RT+2 yil bicalutamide 150 mg/gin(RTOG 9601)

Feng Reanalysis of RTOG 96-01 Suggests Decipher
Identifies Men Who Benefit Most from ADT With Salvage RT

JAMA Oncology | Original Investigation

Validation of a 22-Gene Genomic Classifier in Patients

With Recurrent Prostate Cancer
An Ancillary Study of the NRG/RTOG 9601 Randomized Clinical Trial

Felix Y. Feng. MD; Huei-Chung Huang. MA; Daniel E. Spratt, MD: Shuang (George) Zhao, MD:

Howard M. Sandler, MD; Jeffry P. Simko, MD, PhD: Elai Davicioni, PhD; Paul L. Nguyen, MD: Alan Pollack, MD, PhD;
Jason A. Efstathiou, MD, PhD: Adam P. Dicker, MD, PhD: Tamara Todorovic, MSc: Jennifer Margrave, BSc:

Yang (Seagle) Liu, PhD: Bashar Dabbas, MD:; Darby J. S. Thompson. PhD; Rajdeep Das, MD. PhD;

James J. Dignam, PhD: Christopher Sweeney, MD; Gerhardt Attard, PhD: Jean-Paul Bahary, MD:

Himanshu R. Lukka, MD; William A. Hall. MD: Thomas M. Pisansky, MD: Amit B. Shah, MD;

Stephanie L. Pugh, PhD: William U. Shipley, MD: Phuoc T. Tran. MD. PhD

ASCO Genitourinary
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Biyokimyasal Reklirens ve PSA Persistansi
RT+2 yil bicalutamide 150 mg/glin(RTOG 9601)

Among PSA <0.7, Only Decipher Int/High Has OS

Benefit from ADT
ALL PATIENTS ... PSA<0.7

Bars show %

Difference in OS
by Treatment Arm
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Biyokimyasal Rekirens ve PSA Persistansi
Prostat+pelvis RT+ADT Sonuclari

S-year rate Log-rank tests: T2 T3
Group 1 70.9% (5% C167-0-74.9) Group 3 vs group 1: p=000538 p p
Growp 2: 81-3% (95% 0 78.0-84.6) Geoup 2 vs group 1: p=0-083

e s e T O3 provi 215-0043 Overall, about 15% had pT3b disease, 53% had

Growp 3 vs group 1 p<00001

o i pT2 disease, 50% had positive margins, and

103-—-\::\ = w0 0 . .
= S = z 17% had Gleason score 28 disease. Pelvic
£ 75+ caar -0 ———— 3 3 0 H
g ~— lymphadenectomy was done in 65%, with a
g = .
g 5o § 3o median number of lymph nodes removed of 6.
1-PBRT £ — : Sl The median PSA at protocol registration was
_ & —— PBRT plus shont-term ADT (group 2) g 104 e
N e T TR T 0.35 and 25% had a value of 0.2 or less.

L] T T T L) T T 1
o 1 2 3 4 S 6 7 8 0 1 2 3 4 5 [ 7 8

Number at risk

2-PBRT+4-6 ay (nubos consoned) ... A : ” .. .
PER " 564 50 g W rp 333 290 23 130 L E 1 4G 470 1 (a} 263
LHRH “orovpl) (0 @3 @9 (59) 1) (83 (106) (149) (196) © Ch On @6 € Th o @ 39 The 5 yr FFP rates for all 1716 eligible patients

PERT plus shoet-term ADT S78 555 S24 480 440 401 241 273 193 S78 S58 543 521 498 474 415 335 244

PLNRY pls PBRT pus short-tlam ADT. 574 559 536 S11 484 403 396 304 250 LA o R s ol were 71%, 81% and 87% for Arms 1, 2 and 3,
(group 3) (0) (11} (17) (24) (34) (46) {(83) (146) (207) (0) (13) (22) (31) (45) (58) (106) (187) (263) tively
respec
3-PBRT+PLNRT+2- c > P
Log-rank tests: Log-rank tests:
4 ay LHRH Grovp 2 v grove 1 pe0 168 G2 W g 1§05
Growp 3 vs group 2 p=0-100 Geoup 3 vs group 2: p=~O-620
1032; 100 T ——— — _
£ 59 .| Acute grade 2+ and 3+ adverse events
3 - z . . . fe
-G 3 increased significantly from Arm 1 to Arm 2
E 301 g 504 s
- 3 to Arm 3; however, only significant late grade
E 10 ] 2+ blood/bone marrow events were

i e ——— .
& F 3 3 4 B 5 3 s 1 3 3 3 f & 7 3 attributable to the use of PLNRT
Number at risk Time since randomsation (years) T since randomisation {years)
(number censored)
PBRTJone S64 540 S29 516 495 472 441 360 286 564 5S40 529 516 495 472 441 360 286
{(group1) (0) (24) (34) (46) (60} (77) (104) (179) {250) 0) (22) (27) (34) (45) (58) (82) (154) (223)
PERT plus shoet-term ADT 578 558 S48 538 523 500 444 360 264 578 558 548 538 523 S00 444 360 264
(group2) (0} (20) (30} (40) (52) (73) (125) (202) (294) Q) (20) 27) (32) {41) (57 (103) (177) {(266)
PLNRT plus PERT plus shoet-term ADT 574 S61 552 543 527 S12 455 368 287 S74 561 S52 543 S27 512 455 368 287
(group3) (0) (13) (21) (29) (44) (58) (110) (190) (270) @ (1) (15) (19) 27) (39} (83) (159) (231)

RTOG 0534 SPPORT, Lancet. 2022
Figure 2:

Kaplan-Meier estimates and cumulative incidence curves: (A) Freedom from progression.



Biyokimyasal Reklirens ve PSA Persistansi
RT+uzun dénem ADT

RADICALS-HD: Duration of ADT with post-op RT for prostate cancer

Recruitment and Randomisation

e = fla

RT alone RT+STHT RT alone RT+STHT RT+LTHT RT+STHT RT+LTHT
RT alone vs RT+STHT RT+STHT Vs RT+LTHT
n=1 480 n=1523
NONE vs SHORT SHORT vs LONG

-> 268 MFS events observed —> 313 MFS events observed
-=> 9 year median follow-up -=> 9 year median follow-up

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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Biyokimyasal Reklirens ve PSA Persistansi
RT+uzun dénem ADT

RADICALS-HD: Duration of ADT with post-op RT for prostate cancer

None vs Short: Metastases-Free Survival (MFS)

NONE vs SHORT

1 -
RT alone RT+STHT
—_— (n=737) (n=743)
8 -
@ s | Events 142 126
z o HR (95%Cl) 0.89 (0.69 to 1.14)
® P-value 0.35
'(8) 4 10yr event free 79% 80%
Q.
S Note: HR < 1 favour RT+STHT
2] Note: predicted 10yr MFS = 80%
0- RT alone RT + STHT
T T T T T T T T T O - =
= ¥ :';ﬁme sir?ce randgmisatio?\ (years;, ¢ b 29 A) Recelved Adjuvant R T
At-arigll;‘e 737 688 663 639 603 510 294 193 N
cpm * oz 2 8 ¥ OB o%og
RT+ STHT 11% Gleason 8-10
At-risk 743 705 683 658 622 524 307 187
Censored 0O 14 17 23 48 132 329 440
Event 0 24 43 62 73 87 107 116

ERESVD™™™
2022

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Biyokimyasal Reklirens ve PSA Persistansi
RT+uzun dénem ADT

RADICALS-HD: Duration of ADT with post-op RT for prostate cancer

Short vs Long: Metastases-Free Survival (MFS)

SHORT vs LONG

RT+STHT RT+LTHT
(n=761) (n=762)
Events 174 139
HR (95%CI) 0.77 (0.61 to 0.97)
P-value 0.03
10yr event free 72% 78%

1
- .8
£
& .6
>
)
=
o 4
T 4
o
.
o
[
2
2 RT + STHT RT + LTHT |
T T T T T T T T T T T T
0 1 2 3 4 5 6 7 8 9 10
Time since randomisation (years)
RT+ STHT
At-risk 761 747 730 707 685 646 608 488 384 265 155
Censored O 10 13 15 22 26 49 150 238 344 440
Event 0 4 18 39 54 89 104 123 139 152 166
RT + LTHT
At-risk 762 745 730 T3 706 689 633 526 403 275 178
Censored O 1 16 21 22 25 57 144 252 365 455
Event 0 6 16 24 34 48 72 92 107 122 129

PARIS ongress
2022

Note: HR < 1 favour RT+LTHT
Note: predicted 10yr MFS = 75%

43% Received Adjuvant RT

28% Gleason 8-10

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.




Izole PSA niikstinde hangi hastalar tedavi edilmeli

Risk group Characteristics

BCR after radical prostatectomy

Low-risk BCR PSA-DT =1 yr and pGS <8 (ISUP grade
<=4)

High-rislkk BCR PSA-DT <1 yr or pGS 8-10 (ISUP grade
4-5)

BCR after radiation therapy

Low-risk BCR IBF = 18 mo and bGS <=8 (ISUP grade
<4)

High-risk BCR IBF < 18 mo or bGS 8-10 (ISUP grade
4-5)

BCR = biochemical recurrence; PSA-DT = prostate-specific antigen

doubling time; pGS = pathological Gleason score; ISUP = International
Society of Urological Pathology; IBF = interval from primary therapy to
biochemical failure; bGS = biopsy Gleason score.



Biyokimyasal Reklirens ve PSA Persistansi
Doz Yogun Tedavi

FORMULA 509 Schema

Patients With Recurrent Prostate Cancer After Prostatectomy

Stratify Salvage Radiation
1. PSA >0.5 vs. <=0.5 with 6 mo GnRH Agonist and
2. pN1 vs. pNO bicalutamide

Salvage Radiation
with 6 mo GnRH Agonist,
Abiraterone Acetate plus
Prednisone, and Apalutamide

N=345

Primary outcome: Progression-free survival

Secondary outcomes: Metastasis-free survival, Physician-reported toxicity,
Patient-reported toxicity

ASCO Genifourinary Iv\ge?uz—agl presenten By: Paul Nguyen, MD, MBA; FORMULA 509 Trial
Cancers Symposium it Presentation is property of the suthor and ASCO. Permissi 2t permissionsg

entation is property of the author and ASCO. Permission required for reuse; contact permissions@asco org
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Biyokimyasal Reklirens ve PSA Persistansi
Doz Yogun Tedavi

ADT + Bical
(N=172)

Patient Characteristics

ADT + AAP/Apa
(N=173)

Overall
(N=345)

Age at Enroliment
Mean (SD)
Median (Range)

64.2 (6.8)
65.0 (47.1 — 78.9)

63.2 (7.4)
63.0 (43.6 — 81.8)

63.7 (7.1)
64.7 (43.6 — 81.8)

Race
Asian
Black
White
More than one race
Other

2 (1.2%)
18 (10.5%)
146 (84.9%)
3 (1.7%)
3 (1.7%)

4 (2.3%)
13 (7.5%)
150 (86.7%)
2 (1.2%)
4 (2.3%)

6 (1.7%)
31 (9.0%)
296 (85.8%)
5 (1.5%)

7 (2.0%)

Gleason Score

2 (1.2%)
86 (50.0%)
17 (9.9%)
67 (38.9%)
0 (0%)

2 (1.1%)
96 (55.5%)
20 (11.6%)
54 (31.2%)
1(0.6%)

4 (1.2%)
182 (52.7%)
37 (10.7%)
121 (35.1%)
1(0.3%)

PSA at Enroliment
Mean (SD)
Median (Range)

0.9(17)
0.3 (0 — 11.58)

0.8 (1.6)
0.3 (0.1-9.1)

0.9 (1.6)
0.3 (0 — 11.58)

Pathologic Nodal Status
pNO
N1

#GU23

123 (71.5%)

presenteD By: Paul Nguyen, MD
Presentats roperty of the author and ASCO. Permission required for reuse; contact permissions@asco.org

123 (71.1%)
50 (28.9%

246 (71.3%)

Median age 65
35% Gleason 9
Median PSA 0.3
31% PSA >0.5
29% pN1

" AMERICAN SOCIETY OF
CLINICAL ONCOLOGY

KNOWLEDGE CONQUERS CANCER



Biyokimyasal Reklirens ve PSA Persistansi
Doz Yogun Tedavi

Radiation Treatment

ADT + Bical ADT + AAP/Apa Overall
(N=172) (N=173) (N=340%)

Radiation Dose
Median 69.2 Gy 68.4 Gy 68.4 Gy

Pelvic Nodal Treatment
Yes 40 (23.5%) 49 (28.8%) 89 (26.2%)
No 130 (76.5%) 121 (71.2%) 251 (73.8%)

*5 pts without
radiation details

FORMULA

ASCO Genitourinary

e Symposium #GU23 eo sy: Paul Nguyen, MD, MBA; FORMULA 509 Trial ASCO AMERICAN SOCIETY OF
: erty » author & SCC BIMIS: q se; contact g s@asco.or

ion is property of the hor and ASCO. Permission required for reuse; contact permissions@asco.org



Biyokimyasal Reklirens ve PSA Persistansi
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Progression Free Survival

®" Median follow-up 34
months [range 6-53]
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HR=0.71 (90%CI 0.49-1.03);
p=0.06*

18 24 30 36 42 48

Months from Enroliment

0 6 12

Number at risk

ADT+Bical ] 166 166 158 142 116 81 44
88

30

165 158 131 61
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- 1 166 151

AAP/ Apa

0 6 18 24 36

KNOW

3 year PFS
74.9% vs. 68.5%

*one-sided
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Metastasis-Free Survival

3 vear MES
90.6% vs. 87.2%
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HR=0.57 (90% Cl 0.33-1.01);
p=0.05*

0 6 12 18 24 30 36 42 48
Months from Enroliment

Number at risk .
*one-sided

ADT+ Bical
166 166 164 161 138 97 60 FORMUL
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PFS Benefit Among PSA >0.5 (n=100)

3 year PFS
67.2% vs. 46.8%

ADT+ Bical
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HR=0.50 (95% CI 0.27-0.95);
p=0.03**

0 6 12 18 24 30 36 42 48
Months from Enrollment

Number at risk **two-sided

ADT+Bical 1 48 48 40 32 26 18 10 FORMULA

52 52 46 44 38 25 17
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MFS Benefit Among PSA >0.5 (n=100)

3 year MFS
84.3% vs. 66.1%

ADT+ Bical AbSOIUte

improvement
18.2% at 3 years

2
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HR=0.32 (95% Cl 0.13-0.84);
SNl | NNT =5

0 6 12 18 24 30 36 42 48
Months from Enrollment

Number at risk
* % :
A two-sided
ADT+Bical | 48 48 46 43 37
FORMULA

49 47 _
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MFS Results by Pre-Planned Stratified Subgroups -

N HR Cl  p-Int

PSA>0.5 | |— 5 100 03 0.13,0.84 0.06
PSA<0.5 ' — 232 12 0.43, 3.28
pN1 - . ‘ 96 0.7 0.21,2.10 0.73
pNO ' - o 236 05 0.23,1.22
Overall . : 332 06  0.33, 1.01
FORMULA

HR O 1 2 3
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Comparison of FORMULA-509 & RADICALS-HD

Experimental MFS HR
ADT Arm vs 6 mos of ADT

RADICALS HD 24 mos ADT =0.03**
All Patients

FORMULA-509 6 mos ADT/AAP/Apa p=0.05*
PSA>0.5 Subgroup | RADICALS HD 24 mos ADT =0.04**
FORMULA-509 6 mos ADT/AAP/Apa =0.02**

Trial

*one-sided
**two-sided

" For patients with higher risk features intensifying 6 months of ADT may
be an appealing alternative to lengthening ADT duration to 24 months

" This concept will be tested in the PROSTATE-IQ Study
* Pls Karen Hoffman (MDACC) & Marisa Kollmeier (MSKCC) & Paul Nguyen

éSCO %eﬂifouﬁi”ary BIEUEE oo o Paul Nguyen, MD, MBA; FORMULA 509 Tria ASCO zasycre
ancers Symposium , | e im0 st e ABCO PeA I —
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6 Months of ADT+AAP+Apa May be Another Way
to Intensify Beyond 6 Months of ADT

Trial Experimental MFS HR
ADT Arm vs 6 mos of ADT

RADICALS HD
all patients

FORMULA-509
all patients

RADICALS HD
PSA>0.5 Subgroup

FORMULA-509
PSA>0.5 subgroup

24 mos ADT 0.77, p=0.03**

6 mos ADT/AAP/Apa 0.57, p=0.05*

24 mos ADT 0.67, p=0.04** *one-sided
**two-sided

6 mos ADT/AAP/Apa 0.32, p=0.02**

" This concept will be tested in the PROSTATE-IQ Study
® Pls Karen Hoffman (MDACC) & Marisa Kollmeier (MSKCC) & Paul Nguyen

ASCO GeniTour_inary #GU23 presenten By: Paul Nguyen, MD MBA ASCO AMIRCAN SOCIETY O
Cancers Symposium _ | Prosentaton is property of #he author and ASCO. Permission required for reuse: contact pemissions Gasco.0n
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New Paradigm For ADT With Post-op Salvage RT
Now Mirrors ADT With Intact Prostate RT (At Last)

LOW RISK INTERMEDIATE HIGH RISK
RISK

INTACT NO ADT Short Term Long Term
PROSTATE ADT ADT

POST-OP NO ADT Short Term Long Term
PROSTATE ADT ADT

RISK DEFINED BY COMBINATION OF CLINICAL AND GENOMIC/PATH Al FEATURES

RISK CUTPOINTS WILL BE DIFFERENT FOR INTACT VS POST-OP

ASCO GeniTOU(inary : #GU23 ‘ presentep By: Paul Nguyen, MD MBA ASCO CUNICAL ONEOLOGY
Ca ncers SyfﬂpOSIU m i | Presentation is property of the author and ASCO. Permission required for reuse permissions@asco.org
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LOW RISK

INTERMEDIATE
RISK

New Paradigm For ADT With Post-op Salvage RT
Now Mirrors ADT With Intact Prostate RT (At Last)

HIGH RISK

INTACT
PROSTATE

POST-OP
PROSTATE

NO ADT

NO ADT

Short Term
ADT

Short Term
ADT

Long Term
ADT

Long Term
ADT

??76 mos ADT
+AAP/Apa??

RISK DEFINED BY COMBINATION OF CLINICAL AND GENOMIC/PATH Al FEATURES

RISK CUTPOINTS WILL BE DIFFERENT FOR INTACT VS POST-OP
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PARIS
2022

PRESTO: A Phase 3 Open-
Label Study of Androgen
Annihilation in Patients
with High-Risk
Biochemically Relapsed
Prostate Cancer (AFT-19)

Rahul Aggarwal, on behalf of the Alliance
AFT-19 Study Investigators

Paris, France
11 SEP 2022
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Study Schema

Arm A:
LHRH Analog

Arm B:
LHRH Analog +
Apalutamide

Arm C:
LHRH Analog +

Apalutamide + Abiraterone
Stratified by PSA doubling | Acetate + Prednisone

time
(< 3 months vs. 3 — 9 months)

Treatment per Investigator
Discretion

Aggarwal R et al. ESMOQ 2022;Abstract LBAG3.
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Study Objectives

To compare each experimental arm versus control with respect to:

Primary Objective: PSA progression-free survival, with PSA progression defined as nadir + 2 ng/mL
during treatment or > 0.2 ng/mL following treatment confirmed by repeat measurement (> 2 wks)

Secondary Objectives:
PSA progression-free survival in testosterone-evaluable population (T > 50 ng/dL)
Time to recovery of serum testosterone (T > 50 ng/dL)
Safety profile
36-month PSA progression-free survival rate
Metastasis-free survival
Time to castration resistance
Short- and long-term patient reported quality of life

Aggarwal R et al. ESMO 2022;Abstract LBAG3.
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Baseline Characteristics, cont.

Median PSA at study entry, ng/mL
(Q1, Q3)
PSA doubling time strata (%)

< 3 months
3 — 9 months

Median time interval between radical
prostatectomy and study entry, years
(Q1, Q3)

Prior radiation, N (%)

Prior androgen deprivation therapy, N
(%)

1.73
(1.01, 3.20)

43 (25.9)

123 (74.1)

46
(2.8, 7.3)

147 (88.6)

71 (42.8)

1.80
(0.97, 3.58)

43 (25.6)

125 (74.4)

4.7
(2.8, 6.5)

142 (84.5)

75 (44.6)

Doz Yogun Tedavi

1.77
(0.95, 4.21)

44 (26.0)

125 (74.0)

4.0
(2.8, 6.8)

137 (81.1)

67 (39.6)

Aggarwal R et al. ESMO 2022;Abstract LBA63.

Overall
Study
Cohort
(N = 503)

1.77
(0.97,3.57)

130 (25.8)

373 (74.2)

4.4
(2.8, 6.8)

426 (84.7)

213 (42.35)




Biyokimyasal Reklirens ve PSA Persistansi
Doz Yogun Tedavi

Arm B: ADT + apalutamide vs. ADT monotherapy

Median follow up 21.5 months

ARM Events/Total

102 PSA PFS events

Median PSA progression-free
survival

ADT + APA = 24.9 months
(95% Cl: 23.3 — 32.3)

ADT alone = 20.3 months
(95% Cl: 18.2 — 22.9)

Hazard ratio 0.52 (95%
Cl: 0.35-0.77)
Time (months)

Patiejngts-at-Risk One-sided p-Va|ue =
32 0.00047)
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Aggarwal R et al. ESMO 2022;Abstract LBAB3.
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Arm C: ADT + apalutamide + abiraterone acetate + prednisone
vs. ADT monotherapy

Events/Total Median follow up 21.3 months

59/149
43/149
+ Censor

102 PSA PFES events

Median PSA progression-free survival

ADT + APA + AAP = 26.0
months (95% CI: 22.9 — 32.5)

ADT alone = 20.0 months (95%
Cl: 18.2 — 22.5)

Hazard ratio = 0.48 (95% CI:
| | | | | | 0.32-0.71)
" rime (months) One-sided p-value = 0.00008

Patients-at-Risk
18

-
=
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L
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@
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Aggarwal R et al. ESMO 2022;Abstract LBA63.
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PSA Progression-Free Survival by PSA Doubling Time

Hazard Ratio for PSA Progression-Free Survival

Overall 0.50 (0.34-0.75)

Arm A: n =38
< 3 months r 0.57 (0.28-1.18) Arm B: n = 39

3 to 9 months ! 0.50 (0.31-0.80)

<C
B
<
2
o
-
<C

Overall 0.47 (0.32-0.70)

< 3 months 0.46 (0.22-0.95)

3 to 9 months 0.48 (0.30-0.77)

Arm C vs. Arm A

T t T
0.0 k 0.8 1.2
Hazard ratio (95% ClI)

-t
%

Favors experimental arm ‘ Favors control arm

Aggarwal R et al. ESMO 2022;Abstract LBAG3.
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Most Common Grade 2 2 Adverse Events (N = 484)

Arm A Arm B Arm C
(n = 160) ) (n =161)

Adverse Events (AE) Grade 2 Grade 2 3 Grade 2 Grade 2 3 Grade 2 Grade =2 3
n (%) n (%) n (%)

Hypertension 19 (12) 12 (8) 25 (15) 12 (7) 18 (11) 31 (19)

Hot flashes 19 (12) 1(1) 8 (5) 0 23 (14) 0

Fatigue 14 (9) 0 8 (5) 3(2) 16 (10) 2 (1)

Injection site reaction 9 (6) 0 10 (6) 0 11 (7)

Insomnia 9 (6) 0 5(3) 0 8 (5)

Hyperglycemia 0 6 (4) 6 (4)
Rash 2 (1) 7 (4) 3 (2)

Erectile dysfunction
Arthralgia
Elevated ALT

10 (6)
4 (3)
1(1)

6 (4)
6 (4)
1(1)

2 (1)
3 (2)
2 (1)

Aggarwal R et al. ESMO 2022;Abstract LBA63.
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Limitations

- PSA-based rather than metastasis-free survival primary endpoint

 Follow up is ongoing to estimate median metastasis-free survival in each
study arm

- Metabolic imaging (e.g. fluciclovine or PSMA PET) not required at screening

 Truly MO biochemically recurrent CSPC population shrinking with stage
migration

 Role of metastasis-directed therapy in oligometastatic CSPC in
conjunction with ADT remains to be defined

Aggarwal R et al. ESMO 2022;Abstract LBAB3.
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AUA-2023 T

= APR 28-MAY 1 EMBARK study design

Primary endpoint®:
MFS by BICR, enzalutamide +

leuprolide acetate vs. leuprolide
acetate alone

Patient population:

» Screening PSA =21 ng/mL after RP
and at least 2 ng/mL above the
nadir for primary EBRT
PSADT <9 mo

No metastases on bone scan or
CT/MRI per central read

Suspend
treatment at

Yes week 37
—» Monitor PSA
(reinitiate if Key secondary endpoints®¢:
PSA rises)® - MFS by BICR, enzalutamide

Testosterone =150 ng/dL

Prior hormonal therapy =9 mo prior
to R (neoadjuvant/adjuvant for <36
mo OR <6 mo for rising PSA)

monotherapy vs. leuprolide
acetate alone

Time to PSA progression

Time to first use of new
—> antineoplastic therapy
Enzalutamide monotherapy treatment ose
(160 mg oral qd)
n = 355
Unblinded

No Remain on

Stratification factors:

» Screening PSA (=10 ng/mL vs.
>10 ng/mL)

« PSADT (=3 mo vs. >3 to <9 mo)
» Prior hormonal therapy (yes vs. no)

9¢ Yoem Je Jw/bu Z'0> ¥Sd

Other secondary endpoints:
- Safetyd

aStudy treatment was suspended once at week 37 if PSA was <0.2 ng/mL and restarted when PSA was =5.0 ng/mL (without prior RP) and =2 ng/mL (prior RP). EIntent-to-treat population. “Primary endpoint and key secondary endpoints for enzalutamide
combination and enzalutamide monotherapy are alpha-protected P-value to determine significance for OS of combination and monotherapy treatment comparisons was dependent on outcomes of primary endpoint and key secondary endpoints 9Safety
population. BICR, blinded independent central review; CT, computed tomography; d, day; EBRT, external beam radiotherapy; IM, inframuscular, MFS, metastasis-free survival, mo, month; MRI, magnetic resonance imaging; OS, overall survival; PSA,
prostate-specific antigen, PSADT, PSA doubling time; q, every, R, randomization; RP, radical prostatectomy, w, weeks.

Shore N et al. AUA 2023;Abstract LBA02-09.
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«APR 28-MAY 1 Demographics

Enzalutamide monotherapy
Characteristic (n = 355)

Age, median (range), yr 69 (51-87) 70 (50-92) 69 (49-93)
Race, n (%)2
White 293 (82.5) 301 (84.1) 295 (83.1)
Asian 26 (7.3) 26 (7.3) 26 (7.3)
Black 16 (4.5) 16 (4.5) 15 (4.2)
Other? 10 (2.8) 10 (2.8) 5(1.4)

PSADT, n (%)°
<3 mo 69 (19.4) 80 (22.3) 76 (21.4)

>3 to <9 mo 285 (80.3) 277 (77.4) 278 (78.3)
PSADT, median, mo 4.6 5.0 5.0
Serum PSA, median, n (%), ng/mLd 5.0 2D 5.3
<10 278 (78.3) 273 (76.3) 272 (76.6)
>10 77 (21.7) 83 (23.2) 82 (23.1)
Prior hormonal therapy, n (%) 107 (30.1) 113 (31.6) 112 (31.5)
RP alone, n (%) 90 (25.4) 75 (20.9) 99 (27.9)
RT alone, n (%) 86 (24.2) 104 (29.1) 90 (25.4)
RP and RT, n (%) 179 (50.4) 179 (50.0) 166 (46.8)

aNot reported included: enzalutamide combination, n = 10 (2.8%); leuprolide acetate, n = 5 (1.4%); enzalutamide monotherapy, n = 14 (3.9%). PIncludes patients who identified as multiple races (enzalutamide combination, n = 5; leuprolide acetate, n = 9;
enzalutamide monotherapy, n = 5), American Indian or Alaskan Native (enzalutamide combination, n = 4; leuprolide acetate, n = 1; enzalutamide monotherapy, n = 0), Native Hawaiian or other Pacific Islander (enzalutamide combination, n = 1; leuprolide
acetate and enzalutamide monotherapy, n = 0). “Missing included n = 1 (0.3%) for each treatment group. “Missing included: leuprolide acetate, n = 2; enzalutamide monotherapy, n = 1. RT, radiation therapy; yr, year.
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AUA* 2 O 2 3 Primary endpoint — MFS for enzalutamide 1| &
*APR 28-MAY 1 combination vs. leuprolide acetate X

3-yr rate
92.9%, 5-yr rate

83.5%

PoB ; i Median follow-up, mo 60.7 60.6
—=— Enzalutamide combination ' g YW ity Events, n (%) 45 (13) 92 (26)

—— Leuprolide acetate i - Per BICR, median MFS NR

(95% CI), mo NR(NR) (85 1_NR)

HR (95% ClI):
0.42 (0.31-0.61); P<0.00012
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12 18 24 30 36 42 48 54 60 66
Metastasis-free survival (mo)

292 281 265 251 234 180

259 238 221 203 183 138

A consistent treatment effect was seen for investigator-assessed MFS: HR (95% CI): 0.47 (0.37-0.67); P<0.0001

Data cutoff: January 31, 2023. Symbols indicate censored data. *HR was based on a Cox regression model with treaiment as the only covariate stratified by screening PSA, PSADT, and prior hormonal therapy as reporied in the IWRS; relative to leuprolide
acetate <1 favoring enzalutamide combination; the two-sided P-value was based on a stratified log-rank. Cl, confidence interval; HR, hazard ratio; IWRS, interactive web response system; NR, not reached.
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AUAc 2 O 2 3 Subgroup analysis of MFS for enzalutamide
* APR 28-MAY 1 combination vs. leuprolide acetate

Subgroup Events, n /patients, n MFS HR (95% CI)
All patients 45/355 92/358 0.42 (0.30-0.61)
PSADT =3 mo 14/69 30/80 0.46 (0.24—-0.88)
>3 to =<6 mo 18/187 35/142 0.33 (0.19-0.59)
>6 to =<9 mo 13/98 27/135 C ! 0.63 (0.32—-1.22)
Baseline age =65 years 11/81 28/91 0.40 (0.20-0.81)
=265 years 34/274 64/267 0.44 (0.29-0.67)

Geographic region North America 22/144 32/137 0.62 (0.36—-1.06)
Europe 14/130 33/128 0.35 (0.19-0.66)

ROW 9/81 27/93 0.32 (0.15-0.68)

Baseline PSA =10 ng/mL 31/278 64/273 0.42 (0.27-0.64)
>10 ng/mL 14177 28/83 0.45 (0.24-0.85)

Prior hormonal therapy Yes 19/107 34/113 0.48 (0.28-0.85)
26/248 58/245 0.39 (0.25-0.62)

Prior RP 26/269 61/254 —— 0.36 (0.23-0.58)

19/86 31/104 e ——— 0.57 (0.32-1.00)
T T T 1
0,0 0,5 1,0 1,5 2,0
Favors enzalutamide combination Favors leuprolide acetate
Data cutoff: January 31, 2023. For all patients, HR and 95% CI are based on stratified Cox regression model stratified by randomization stratification factors; for subgroups, HR and 95% CI are based on unstratified Cox regression model.

Shore N et al. AUA 2023;Abstract LBA0O2-09.
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AUA‘ Key secondary endpoint — Time to PSA
2 0 2 8 progression for enzalutamide combination vs.
* APR 28-MAY 1 leuprolide acetate

- . 7 Events, n (%) 8(2) 93 (26)
—=— Enzalutamide combination A Median time to PSA NR (NR) NR (NR)

—— Leuprolide acetate progression (95% CI),
mo

0]
=]

[22]
o

HR (95% CI):
0.07 (0.03-0.14); P<0.00012

N
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30 36 42 48 o4 60 66 72 78

Time to PSA progression (mo)
Patients at risk
Enzalutamide 355 270 260 247 230 175
combination
Leuprolide acetate 358 223 201 182 168 128

Data cutoff: January 31, 2023. Symbols indicate censored data. 2The HR was based on a Cox regression model with freatment as the only covanate siratified by screening PSA, PSADT, and prior hormonal therapy as reported in the IWRS; relative to
leuprolide acetate <1 favorning enzalutamide combination; the two-sided P-value is based on a strafified log-rank test.

Shore N et al. AUA 2023;Abstract LBA02-09.
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AUA* Key secondary endpoint — Time to first use of
2 O 2 8 new antineoplastic therapy for enzalutamide
*APR 28-MAY 1 combination vs. leuprolide acetate

Events, n (%) 58 (16) 140 (39)
—=— Enzalutamide combination Median time to first use

) h ; 76.2
—— i S, of new antineoplastic NR (NR)
<~— Leuprolide acetate S therapy (95% Cl), mo (71.3-NR)

HR (95% ClI):
0.36 (0.26-0.49); P<0.00012
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24 30 36 42 48 o4 60 66 72

Time to first use of new antineoplastic therapy (mo)
Patients at risk
Enzalutamide 355 318 302 292 284 273 255 195 135 87
combination
Leuprolide acetate 358 304 281 262 218 202 149 100 56

Data cutoff- January 31, 2023. Symbols indicate censored data. ®The HR was based on a Cox regression model with treatment as the only covariate stratified by screening PSA, PSADT, and prior hormonal therapy as reported in the IWRS; relative to
leuprolide acetate <1 favoring enzalutamide combination; the two-sided F-value is based on a stratified log-rank test.
P & ‘ 4 Shore N et al. AUA 2023:Abstract L BAD2-09.
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AUA* Key secondary endpoint — MFS for
2 0 2 3 enzalutamide monotherapy vs.
* APR 28-MAY 1 leuprolide acetate

Enzalutamide
monotherapy
(n = 355)

- Median follow-up, mo 60.7 60.6
Enzalutamide monotherapy o oo Events, n (%) 63 (18) 92 (26)

—=— Leuprolide acetate T . Per BICR, median MFS NR (NR) NR
) (95% CI), mo (85.1-NR)

=
o=
=
©
=
S
»
]
=
n
8
7]
]
I
[}
=

30 36 42 48 54 60 66

Metastasis-free survival (mo)
Patients at risk

Leuprolide acetate 358

A consistent treatment effect was seen for investigator-assessed MFS: HR (95% CI): 0.56 (0.40-0.78); P=0.0006

Data cutoff- January 31, 2023. Symbols indicate censored data. ®The HR was based on a Cox regression model with treatment as the only covariate stratified by screening PSA, PSADT, and prior hormonal therapy as reported in the IWRS; relative to
leuprolide acetate <1 favering enzalutamide monotherapy, the two-sided P-value was based on a stratified log-rank test.
Shore N et al. AUA 2023;Abstract LBA02-09.




Biyokimyasal Rekurens ve PSA Persistansi
Doz Yogun Tedavi

AUAr 2 0 2 3 Key secondary endpoints — Enzalutamide
* APR 28-MAY 1 monotherapy vs. leuprolide acetate

Time to PSA progression

Enzalutamide monotherapy
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Antineoplastic therapy free (%)

T T T T T T T
3 42 48 54 60 66 T2
Months

Patients at risk

Leuprolide acetate 358 341 314 293 268 253

Enzalutamide
monotherapy
(n = 355)

Events, n (%) 37 (10) 93 (26)

Median time to PSA
progression (95% CI), mo NR (NR) NR (NR)

(=]

96

Patients at risk

0 Leuprolide acetate

Enzalutamide monotherapy
—— Leuprolide acetate

1 1 T 1
36 42 48 b4
Months

358 342 332 322 304 281 262 240 218 202

Enzalutamide
monotherapy
(n = 355)

Events, n (%) 84 (24) 140 (39)
Median time to first use of 76.2

new antineoplastic therapy NR (NR)
(95% CI), mo (71.3-NR)

Data cutoff: January 31, 2023. Symbols indicate censored data. 2The HR was based on a Cox regression model with treatment as the only covariate stratified by screening PSA, PSADT, and prior hormonal therapy as reported in the IWRS; relative to
leuprolide acetate <1 favoring enzalutamide monotherapy; the two-sided P-value was based on a stratified log-rank test.
Shore N et al. AUA 2023;Abstract LBA02-09.




Biyokimyasal Rekiirens ve PSA Persistansi
Doz Yogun Tedavi

AUA2023 a“}

* APR 28-MAY 1 Most common TEAEs

Enzalutamide
Leuprolide acetate monotherapy

Most common TEAEs (>15% of (n = 354) (n=354)
patients), n (%) All grades Grade 23 All grades Grade 23

Hot flash 243 (68.8) 2 (0.6) 203 (57.3) 3 (0.8) 77 (21.8) 1(0.3)
Fatigue 151 (42.8) 12 (3.4) 116 (32.8) 5 (1.4) 165 (46.6) 14 (4.0)
Arthralgia 97 (27.5) 5 (1.4) 75 (21.2) 1(0.3) 81 (22.9) 1(0.3)
Hypertension 82 (23.2) 2 (0.6) 69 (19.5) 0 67 (18.9) 0

Fall 74 (21.0) 3 (0.8) 51 (14.4) 2 (0.6) 56 (15.8) 5 (1.4)

Back pain 60 (17.0) 1(0.3) 54 (15.3) 62 (17.5) 1(0.3)
N 42 (11.9) 0 29 (8.2) 54 (15.3) 1(0.3)
Gynecomastia 29 (8.2) 0 32 (9.0) 159 (44.9) 1(0.3)
Nipple pain 11 (3.1) 0 4 (1.1) 54 (15.3) 0

The most common AEs (>15% of patients) for all treatment cohorts were hot flash, fatigue; plus gynecomastia in the enzalutamide monotherapy
cohort; most were grade <3.

Data cutoff: January 31, 2023. aPercentages may not total 100 because of rounding. Shown are AEs that occurred from the time of first dose of study treatment through 30 days after permanent discontinuation. AEs were graded according to the National
Cancer Institute Common Terminology Criteria for Adverse Events version 4.03. TEAE, treatment-emergent AE.
Shore N et al. AUA 2023;Abstract LBAOZ2-089.



Biyokimyasal Rekirens ve PSA Persistansi
Doz Yogun Tedavi

AUA-2023

«APr 28-MAY 1 Selected TEAEs of special interest

Enzalutamide
monotherapy

Clustered TEAEs of special interest, (n = 354)
n (%)? All grades Grade 23

Fatigue® 178 (50.4) 14 (4.0) 134 (37.9)° 6 (1.7) 191 (54.0)¢ 17 (4.8)
Musculoskeletal eventsd 163 (46.2)° 13 (3.7) 148 (41.8)° 4(1.1) 158 (44.6)° 6 (1.7)
Hypertension 89 (25.2)° 27 (7.6) 74 (20.9) 21 (5.9) 77 (21.8)° 20 (5.6)
Fall 74 (21.0) 4(1.1) 51 (14.4) 4(1.1) 56 (15.8) 7 (2.0)
Fracture® 65 (18.4) 14 (4.0) 48 (13.6) 9 (2.5) 39 (11.0) 7 (2.0)
Cognitive and memory impairment 53 (15.0)c 2 (0.6) 23 (6.9) 2 (0.6) 50 (14.1)¢ 0]

Loss of consciousnessf 20 (5.7) 17 (4.8) 12 (3.4) 6 (1.7) 12 (3.4) 8 (2.3)
Ischemic heart disease 19 (6.4) 14 (4.0) 20 (5.6) 11 (3.1) 32 (9.0) 21 (5.9)
Other selected CV events9d 18 (6.1) 13 (3.7) 17 (4.8) 10 (2.8) 13 (3.7) 8 (2.3)
Convulsion (seizure) 4(1.1) 2 (0.6) 0 0] 3(0.8) 2 (0.6)

W

The most common AEs of special interest for all treatment cohorts (=10% of patients)
musculoskeletal events.

ere fatigue, fall, fracture, hypertension, and

Data cutoff: January 31, 2023. aPercenfages may not total 100 because of rounding. Shown are AEs that occurred from the time of first dose of study treatment through 30 days after permanent discontinuation. AEs were graded according to the
National Cancer Institute Common Terminology Criteria for Adverse Events version 4.03. "Fatigue events included asthenia. €The most common (=10% of patients) TEAEs. “Musculoskeletal events included back pain, arthralgia, myalgia, musculoskeletal
pain, pain in extremity, musculoskeletal stiffness, muscular weakness, and muscle spasms. #Fractures excluded tooth fracture and fracture of the penis. flLoss of consciousness included syncope and presyncope. 90ther selected CV events included
hemorrhagic central nervous system vascular conditions, ischemic central nervous system vascular conditions, and cardiac failure. CV, cardiovascular.
Shore N et al. AUA 2023;Abstract LBA02-09.
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RT sonrasi Biyokimyasal Reklrens

CAD vs IAD : Trials With Uniform Population & Survival End Point

Patient # pts Median f/u (Y) Primary Median Survival (Y)
Population Randomized Endpoint

NCIC PR7 (2012) PSA relapse after RT ; (0 1
non inferiority

TAP22 (2012) Metastatic g (o1
superiority

SWOG 9346 Metastatic : oS
(2013) (3040 pts) non inferiority

ASCO Genitourinary I #éﬁz@[ presenio sv: Maha Hussain, MD, FACP, FASCO ASCQO amsisesns
e . Presentation is property of the author and ASCO. Permission required

Cancers Symposmm 9 on is property " d ASC erm quired for reuse: contact permissions@asco org KNOWLEDGE CONQUERS CANCER

intermittent ADT, siirekli ADT gore inferior degil. Yasam kalitesi sonuclari daha iyi




RT sonrasi Biyokimyasal Reklrens

Intermittent Androgen Deprivation for Biochemically

Recurrent Prostate Cancer: First Do No Harm

Table 1 - Trials comparing iADT to cADT

(yr) Median (yr) (iADT vs cADT) © achieved?

cADT i1ADT PST HR (95% CI)
nmPC
NCIC-CTG PR.7 [2] PSA relapse after pRT or sSRT 6.9 0S 9.1 8.8 NI for iADT vs cADT <1.25 1.02 (0.86-1.21) Yes
nmPC + mPC
SEUG 9401 |7] LA PC 70%, mPC 30% 43 PFS NR NR SUP for iADT vs cADT  0.70 1.23 (0.95-1.59) No
Finn Prostate VII [6] LA PC 50%, mPC 50% 5.4 PFS 25 29 SUP for iADT vs cADT 0.74 0.93 (0.78-1.11) No
SEUG 9901 (6] LA PC 89%, mPC 11% 5D 0S NR NR NI for iADT vs cADT <1.21 1.16 (0.93-1.47) No
mPC
TAP22 (6] mPC B, 0S 43 35 SUP for iADT vs cADT  0.51 NR No {p = 0.75)

SWOG 9346 |7] : 2 NI for iADT vs cADT) 1.10 (0.99-1.23)°

ADI1 = androgen On therd (5 (1€ locally ac

prostate cancer; mFU = median follow-up; mPC = metastatic prostate cancer; NI = noninferiority; nmPC = nonmetastatic prostate cancer; NR = not reported; OS
= overall survival; PFS = progression-free survival; pRT = primary RT; PST = prespecified target; RT, radiation therapy; sRT = salvage RT; SUP = superiority.
4 HR > 1 favors cADT, HR < 1 favors iADT.

b Represents 90% CI.

JiIIvVdLl AL

. 2 - Serritella, AV, Fenton SE, Hussain M:. .
ASCO Genlfourlnary presentep By: Maha Hussain, MD, FACP, FASCO ? 5 ’ ASCO AMERICAN SOCIETY OF
Cancers Symposium European Urology Focus, 2023

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org. KNOWLEDGE CONQUERS CANCER
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Table 2 — APCCC 2022 questions concerning PSA persistence and biochemical recurrence after definitive treatment that have reached a consensus

Question Answers Voting results, % (n)
34. In the majority of patients with PSA persistence 4-8 wk after radical prostatectomy 1. Yes 91 (90), strong
(pNO) and MO on preoperative imaging, do you recommend PSMA PET? consensus
2. No 9 (9)
36. What do you recommend for a patient with PSA persistence 4-8 wk after radical 1. Salvage radiation therapy 10 (10)

prostatectomy (pNO and >2 risk factors: R1, pT3, ISUP grade group 4-5), MO on
preoperative imaging, and negative postoperative PSMA PET, provided that the
patient has regained continence?

42, For the majority of patients with rising PSA after radical prostatectomy and PSA-DT
<1 yr or pathological ISUP grade group 4-5 (EAU high risk), at what confirmed rising
PSA level do you recommend PSMA PET imaging?

44. For the majority of patients with rapidly rising PSA (eg, PSA-DT <3 mo) after radical
prostatectomy (ISUP grade group 4-5 and/or pT3/4) with negative PSMA PET or no
PSMA PET imaging available, what is your management recommendation?

49, In the majority of patients with a PSA rise after radical prostatectomy (+*salvage RT
of the prostate bed) and 1-3 positive lymph nodes in the pelvis alone on PSMA PET,
what is your treatment recommendation?

50. If you voted for locoregional treatment in the previous question in the majority of
patients with a PSA rise after radical prostatectomy (+salvage RT of the prostate
bed) and 1-3 positive lymph nodes in the pelvis alone on PSMA PET, what is your

2. Salvage radiation therapy plus systemic
hormonal treatment

3. Systemic hormonal treatment alone

4. No immediate active treatment, PSA
surveillance

1. PSA below 0.2 ng/ml

2. PSA >0.2-0.5 ng/ml

3. PSA 0.5 ng/ml

4. No imaging

1. Active monitoring and treat only in case of
a positive lesion on follow-up imaging

2. Salvage RT alone

3. Salvage RT plus systemic therapy
4, Systemic therapy alone

1. Locoregional treatment alone

2. Systemic therapy alone

3. Locoregional treatment plus systemic
therapy

1. Radiation therapy

77 (76), consensus

1(1)
12 (12)

11 (11)

80 (78), consensus
9(9)
0 (0)
8(8)

6 (6)

75 (75), consensus
11 (11)

10 (10)

5(5)
85 (84), consensus

92 (85), strong
consensus
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50. If you voted for locoregional treatment in the previous question in the majority of
patients with a PSA rise after radical prostatectomy (tsalvage RT of the prostate
bed) and 1-3 positive lymph nodes in the pelvis alone on PSMA PET, what is your
preferred strategy?

51. Dutside of clinical trials, do you recommend the use of a molecular classifier (eg,
Decipher) for patients with undetectable postoperative PSA after radical
prostatectomy but subsequently rising PSA7?

52. Dutside of clinical trials, do you recommend the use of a molecular classifier (eg,
Decipher) for patients with PSA persistence (never achieved undetectable
postoperative PSA) after radical prostatectomy?

54. If you recommend systemic therapy in combination with salvage radiation therapy
in the majority of patients with rising PSA after radical prostatectomy and negative
PSMA PET, what do you recommend?

55. If you recommend systemic hormonal treatment in combination with salvage
radiation therapy in the majority of patients with rising PSA after radical
prostatectomy and negative PSMA PET, which duration of AR blockade do you
recommend for the majority of patients?

57. Which imaging modality do you recommend as a first imaging step for patients
with rising PSA after radical radiation therapy of the prostate with an interval to
biochemical failure of >18 mo and biopsy ISUP grade group <4 (EAU low risk),
assuming that all imaging modalities are available?

60. Which imaging modality do you recommend as a first imaging step for patients
with rising PSA after radical radiation therapy of the prostate with an interval to
biochemical failure of <18 mo or biopsy ISUP grade group 4-5 (EAU high risk),
assuming that all imaging modalities are available?

2. Systemic therapy alone

3. Locoregional treatment plus systemic
therapy

1. Radiation therapy

2. Surgery

1. ADT (LHRH agonist or antagonist)

. ADT plus AR pathway inhibitor
. Bicalutamide monotherapy
. Short term (eg, 6 mo)

= Ll b

2. Long term (eg, 18-24 mo)
1. MRI of the pelvis alone

2. CT and/or bone scintigraphy

3. Whole-body MRI alone/choline/
fluciclovine PET[/CT

4. PSMA PET

5. I do not recommend imaging in this
situation

1. MRI of the pelvis alone

2. CT and/or bone scintigraphy

3. Whole-body MRI alone/choline/
fluciclowvine PET

4. PSMA PET

5. 1 do not recommend imaging in this
situation

5 (3)
85 (84), consensus

92 (85). strong

Consensus

8 (7)
18 (17)

B2 (78), consensus
20 (19)

80 (75), consensus
85 (80), consensus

10 (9)
5 (5)
80 (76), consensus

20 (19)
11 (12)

9 (9)
1(1)

78 (80), consensus

1(1)

5 (3)

10 (10)
1(1)

84 (87), consensus
0 (0)
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Table 2 (continued)

Question Answers Voting results, % (n)

65. What do you recommend in patients with rising PSA after definitive local therapy 1. Start immediate systemic therapy for the 11(11)
(RP + salvage RT, RT of the prostate), with no local salvage therapy options available majority of patients
and no detectable metastases on imaging, and in a lower-risk setting (PSA-DT =12
mo and/or ISUP grade group <3)7?

2. Monitor by PSA and imaging until 89 (89), consensus
detection of metastases
69. In the majority of patients with PSA rise after radical local radiation of the prostate 1. Locoregional treatment alone 19 (19)
alone (no pelvic RT) and 1-3 positive lymph nodes in the pelvis alone on PSMA PET,
what is your treatment recommendation?
2. Systemic therapy alone 6 (6)
3. Locoregional treatment plus systemic 75 (73), consensus
therapy
70. If you voted for locoregional treatment in the majority of patients with PSA rise 1. Radiation therapy 82 (74), consensus
after radical local radiation of the prostate alone (no pelvic RT) and 1-3 positive
lymph nodes in the pelvis alone on PSMA PET, what is your preferred strategy?
2. Surgery 18 (16)

ADT = androgen deprivation therapy; APCCC = Advanced Prostate Cancer Consensus Conference; AR = androgen receptor; CI' = computed tomography;
EAU = European Association of Urology; ISUP = International Society of Urological Pathology; LHRH = luteinising hormone-releasing hormone; MRI = magnetic
resonance imaging; PET = positron emission tomography; PSA = prostate-specific antigen; PSA-DT = prostate-specific antigen doubling time; PSMA = prostate-
specific membrane antigen; RP = radical prostatectomy; RT = radiation therapy.




Ozet

LBiyokimyasal Rekiirens ve PSA Persistansi olan hastada PSMA PET/CT ile evreleme yapilmalidir.

dProstatektomi sonrasi Biyokimyasal Rekiirens olan gleason skoru>8 ya da PSA double time degeri
12ay < olanlarda tedavi dustnulmelidir

dGleason skoru 4+3 olanlar ? Decipher ve benzeri genomik analizler

dSalvage RT ve ADT ( 6ay)distinilmelidir

dUzun dénem 24 ay ADT(pT32 ve gleason skoru >8)?

Pelvik RT niks riski yliksek hastalarda distintlebilir(Gleason=>8, >pT3, cerrahi sinir pozitifligi)

JEnzalutamid , double time < 9 ay, Metastatik free survival izerinde etkili



Ozet

RT sonrasi Biyokimyasal Rekiirens olan hastalarda
JPSA degeri 22 ng/ml olan hastalar icin
Qintermittent ADT Snerilir

(PSA double time < 9 ay olanlarda enzalutamid 6nerilebilir



