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Radioterapia
zlepsuje vysledky ADT
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EORTC 22863: 70 Gy +/- 3 roky ADT

ADT zlepsuje

vysledky radioterapie . 1453 aiebo T3-4N0-1 (91% T3 pri DRE)

Clinical disease-free survival

\ e RT + ADT vs RT
kY N HR = 0.42

Number at risk

Overall survival

N T RT + ADT vs RT
™. . HR=0.60

Years

Bolla et al. Lancet Oncol 2010



Optimalizacia ADT podla rizikovej skupiny: nizke riziko

Table 4.3: EAU risk groups for biochemical recurrence of localised and locally-advanced prostate Cancer (based on

systematic biopsy)

Definition

Low-risk

PSA <10 ng/mL

and GS < 7 (ISUP grade 1)

and cT1-2a*

Localised

Intermediate-risk

PSA 10-20 ng/mL

or GS 7 (ISUP grade
2/3)

orcl2b*

High-risk

PSA =20 ng/mL

or GS > 7 (ISUP grade
4/5)

orcl2c*

any PSA

any GS (any ISUP grade)

cT3-4 or cN+**

Locally advanced

GS = Gleason score; ISUP = International Society for Urological Pathology; PSA = prostate-specific antigen.
* Based on digital rectal examination.

** Based on CT/bone scan.



Recommendations Strength rating

Use the Tumour, Node, Metastasis (TNM) classification for staging of PCa. Strong

C ave Sta gl n g! Clinical stage should be based on digital rectal examination (DRE) only; additional staging Strong

information based on imaging should be reported separately.

Use the International Society of Urological Pathology (ISUP) 2019 system for grading of Strong
PCa.

* Digitalne rektalne vysetrenie je zakladom pre stanovenie rizikovej skupiny
* EAU T staging: zalozeny na DRV

* nie na biopsii
* nie na MR naleze
 PET/CT ma nizku relevanciu pre T staging (vhodné pre urcenie N a M)

* Vhodne zaznamenany staging:

* cTX(MR TX)NOMO
EAU Prostate cancer Guidelines 2024



RTOG 94-08: 66 Gy +/- 4 mesiace ADT

* T1b-T2b a PSA <20 ng/ml

* 35% nizke

* 54% stredne

* 11% vysoke riziko
 Zlepsenie CP s ADT

* Analyza podskupin:

* LR ziadne zlepSenie

* IR zlepsenie

A All Patients

Overall Survival (%)

Nizke riziko: bez ADT

100+
62%
75 ADT plus
2 radiotherapy
Radiotherapy e
l e -
50- alone S,
57%
No. of Total
25- Deaths No.
ADT plus radiotherapy = 359 987 P=0.03
Radiotherapy alone 404 992

0 o
| | | 1
0 3 6 9@) 12

Years since Randomization

Jones etal NEJM, 2012



Stredné riziko: EAU vs. NCCN 2024

Intermediate-risk

PSA 10-20 ng/mL

or GS 7 (ISUP grade
2/3)

or cT2b*

Intermediatel

Has all of the
fullowin%:
* No high-
features
* No vew—high-risk
group features
* Has one or more
intermediate risk
factors (IRFs):
» cT2b—cT2c
» Grade Group 2
or 3
» PSA 10-20 ng/mL

risk group

Favorable
intermediate

Has all of the following:

*1IRF

* Grade Group 1 or 2

» <50% biopsy cores
positive (eg, <6 of 12
cnres}'

Unfavorable
intermediate

Has one or more of the

fullnwin?:

«2o0r 3 IRFs

* Grade Group 3

» = 50% biopsy cores
positive (eg, 2 6 of 12
cnres}'




PSA recurrence-free survival

Heterogenita skupiny so strednym rizikom

1.0 7

0.81

0.6

041

0.2

0.0

e EBRT=81Gy,n=1024

* Nepriaznivé stredné riziko: Grade group 3, = 50% pozitivhych
bioptickych vzoriek, viac ako dva faktory stredného rizika

* Priaznivé stredné riziko: vSetci ostatni

Log-rank p < 0.001
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‘ Log-rank p < 0.001

— Favorable
Unfavorable

Zumsteg et al. European Urology, 2013



Stredné riziko kratka ADT

Testované
trvanie ADT | Cas FU | PCa $pecificka mortalita

test . % (Absolutny rozdiel %)
(mesiac)

PredovsSetkym nadory so strednym rizikom

Boston' 206 Ovs.6 8 11,6 vs. 2,4 (9,2) 0,24* 1,79%

RTOG 94-082 1979 Ovs. 4 10 8vs. 4 (4) 0,53* 1,17%

D "Amico JAMA 2004 %2Jones NEJM 2011



. Dose-Escalated Radiotherapy Alone or in
“Combination With Short-Term Androgen
Deprivation for Intermediate-Risk Prostate
Cancer- Results of a Phase Il

- Multi-Institutional Trial

Daniel J. Krauss, MD!: Theodore Karrison, PhD?; Alvaro A. Martinez, MD?:; Gerard Morton, MD*; Di Yan, PhD®;

Deborah Watkins Bruner, PhD, RN®; Benjamin Movsas, MD®; Mohamed Elshaikh, MD®; Deborah Citrin, MD?; Bruce Hershatter, MD>;
Jeff M. Michalski, MD, MBAZ; Jason Alexander Efstathiou, MD, PhD?; Adam Currey, MD'?; Vivek S. Kavadi, MD'!; Fabio L. Cury, MD'?;
Michael Lock, MD**; Adam Raben, MD'*!%; Samantha Andrews Seaward, MD'¢; Ali El-Gayed, MD'’; Joseph P. Rodgers'®;

and Howard M. Sandler, MD®
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NRG-RTOG 0815

n=1492, IR pacienti: T2b-T2c, GS 7, PSA >10 a <20 ng/ml
EBRT 79,2Gy alebo 45Gy + brachy boost

Randomizacia: +/- 6 mes. LHRH ag. + antiandrogén

Median sledovania: 6,3 roka
Kraus DJetal. JCO 2023
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NRG-RTOG 0815
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Technologia a ADT pri nepriaznivom strednom riziku

 EBRT s eskalaciou davky: NRG-RTOG 0815

* Brachyterapia: mierne zlepsenie biochemickej kontroly pravdepodobne
vdaka priestorovej kooperacii (Keyes et al. Brachytherapy 2017, 42 studies
literature review). V NRG-RTOG 0815 zlepSenie prezivania bez metastaz

 SBRT: ADT nebola asociovana so zlepsenymi vysledkami (p=0.91) (Jackson et
al. JROBP 2019, 38 studies meta-analysis), pacienti s ADT malo zastupeni

* Vypustenie ADT pri UFIR? Ak riziko/benefit v neprospech ADT



Rizikovy pacient: inkluzne
kriteria studie PRONOUNCE

* Anamnéza preexistujuceho kardiovaskularneho ochorenia:
* Infarkt myokardu
 Revaskularizacna procedura

* Vysledky zobrazeni: angiogram/CT angiogram: aspon jedna koronarna,
karoticka, iliacka, femoralna alebo poplitealna arterialna vaskularna
stendza 250%



D "Amico: 6 vs. 0 mesiacov: 16 rocné sledovanie
Vplyv ADT na celkoveé prezivanie pacientov

| A| Entire study cohort (N=206)

No. at risk

Overall Survival, %

m None or minimal comorbidity (n=157)3

Radiation therapy and androgen

| ¢ | Moderate or severe comorbidity (n=49)3

100 Radiation therapy and androgen deprivation therapy
deprivation therapy , v s . g
80+ . Zavazna komorbidita
60 - E -
Radiation therapy alone
40
Radiation therapy alone Radiation therapy alone
20 | Radiation therapy
VsSetci pacienti Minimalna komorbidita and androgen
0 deprivation therapy

0 2 4 6 8 10 12 14 16
Years Following Randomization

RTand ADT 102 97 92 82 74 64 54 40 19

RT alone

104 99 90 81 72 55 42 32 12

* Benefit zachovany u zdravych muzov: p = 0,04

0 2 4 6 8 10 12 14 16
Years Following Randomization

78 76 76 71 68 60 52 38 18
79 76 71 66 58 45 34 24 9

0 2 4 6 8 10 12 14 16
Years Following Randomization

24 21 16 11 6 4 2 2 1
25 23 19 15 14 10 8 8 3

* Mozné poskodenie pri zavaznej komorbidite: p = 0,07

D Amico etal. JAMA, 2015



Progression-free Survival

Strata

Kratkodoba adjuvantna verzus neoadjuvantna ADT
Metaanalyza individualnych udajov z dvoch randomizovanych studii

Prezivanie bez progresie bolo lepsie pri kratkej adjuvantnej
ADT

1.00]  ~hne,

s ~—— Adjuvant ------ Neoadjuvant
0.75 \
\\._‘::\\ Neoadjuvantna ADT Adjuvantna ADT
0.50 " bt % -~ -
."Q\‘ \
Hazard ratio, 1.25, (95% CI, 1.07-1.47, p = 0.01) -

15-Year Estimates:
0.25 Adjuvant: 0.36 (95% ClI, 0.31-0.42)
Neoadjuvant: 0.29 (95% ClI, 0.24-0.35)

0.00

9 12 15

0 3 6
Time (Years)

Number at risk

Adjuvant (292 events){ 534 422 318 213 126 64

Neoadjuvant (316 events){ 531 410 272 185 99 41 Spratt Detal. JCO 2020

0 3 6 9 12 15




Adjuvantna ADT sa zda byt lepsia

Endpoint

Neoadjuvant Adjuvant  15-yr Absolute Benefit of HR (95%) p value
Incidence/N Incidence/N Adjuvant ADT (%, Cl 95%)

Progression-free Survival
Biochemical Failure

Distant Metastasis
Metastasis-free Survival

Prostate Cancer-specific Mortality

Overall Survival

316/531  292/534 7.4 (-0.1, 14.8) —— 1.25(1.07, 1.47) 0.01

214/531  168/534 10.1 (3.8, 16.3) —a—  1.37(1.12,1.68) 0.002

82/531 60/534 5.3 (0.5, 10.1) } u 1 1.40 (1.00, 1.95) 0.04

324/531  298/534 7.2(0.3, 14.1) —— 1.17 (1.00, 1.37) 0.050

91/531 73/534 5.8 (0.5, 11.0) | - i 1.29(0.95,1.75) 0.10

307/531  291/534 5.4 (-1.6, 12.3) —— 1.11 (0.95, 1.30) 0.20
.50 I S A

Favors Favors
neoadjuvant adjuvant

Spratt D etal. JCO 2020



Sequencing of Androgen-Deprivation

Therapy of Short Duration With Radiotherapy for
Nonmetastatic Prostate Cancer (SANDSTORM):
A Pooled Analysis of 12 Randomized Trials

Neoad,.

RT Field End Point Curl:::::innt Concurrent/Adj 10-Year Risk Benefit of  10-Year RMTL Benefit of HR (95% Cl) P
Concurrent/Adj
Incidence/No. Incidence/Mo. ConcurrentfAdj (%, 95% CI) [(Months, 95% CI)
PORT MFS 1070/3746 148/455 8.0% (3.5 to 12.5) 4.0101.2t06.7) 0.65 (0.54 to 0.78) = < .0001
BCR 911/3745 65/454 14.4% (9.6 to 19.2) 10.8 (8.3 to 13.2) 0.46 (0.35 to 0.59) ——i <.0001
DM 255/3746 22/455 3.6% (1.0 to 6.2) 2.3(1.11t0 3.6) 0.52 (0.33 to 0.82) —_ 0046 Konkomitantna a adjuva ntna
PCSM 214/3726 13/452 4.5% (2.2 to 6.8) 1.6 (0.8 to 2.4) 0.30 (0.16 to 0.54) < .0001 ADT ma predstavovat’ Standard
0s 968/3747 143/457 6.2% (1.8 to 10.7) 2.5 (~0.1 to 5.0) 0.69 (0.57 to 0.83) 0001 ak je indikovana kratkodoba
MFS 1547/2174 217/599 2.4% (-4.8 0 9.6) 0.3 (-3.8 10 4.4) 0.94 (0.79 to 1.12) 4800 ADT v kombinacii s ozarovanim
BCR 919/2110 206/599 3.1% (1.8 to 8.0} 3.6 (-0.9 to 8.0} 0.86 (0.73 to 1.03) 1000 prostaty (prostate only RT).
DM 312/2174 100/599 ~7.9% (-11.6 to -4.2) -5.5(-8.8t0 -2.1) 1.57 (1.20 to 2.05) .0009
PCSM 266/2158 51/590 ~2.3% (-5.0 to 0.4) 1.7 (4.0 to 0.6) 1.09 (0.77 to 1.56) 6200
0s 1511/2174 176/599 5.4% (-1.2 to 12.1) 3.1{-0.6t0 6.7) 0.82 (0.58 to 0.99) .0400
& oS B
Favors Concurrent
oneunen Ma TM et al. JCO 2022



Androgen deprivation therapy use and duration with definitive
radiotherapy for localised prostate cancer: an individual patient data

meta-analysis

Amar U Kishan,MD & * e Yilun Sun, PhD * « Holly Hartman, PhD « Prof Thomas M Pisansky, MD «

10-year estimates (95% Cl) 100
No ADT: 52% (50-54)

g ADT: 61% (59-63) -
3 75 g 757 B
ADT * MARCAP konzorcium
7 . g 504 50
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g 25 —NoADT 3 25- NoADT: 57% (55-59) S u I I ’ I n IV. pa Co S e Ova n I e ’ ro
2 — ADT ADT: 65% (63-67)
Hazard ratio 0-83 (95% Cl 0-77-0-89); p<0-0001 Hazard ratio 0-86 (95% Cl 0-80-0-92); p<0-0001 M ® .
e 0 * Pridanie ADT k RT: ovplyvnilo MFS:
Number at risk Number at risk
(number censored) (number censored) HR O 53' CI O 41 . § 0 7' <O 001
No ADT (1600 events) 2576 (2) 2128 (63) 1695 (133) 1289 (224) 722 (514) 335(761) NoADT (1489 events) 2579 (2) 2304 (64) 1848 (147) 1392 (245) 782(576) 353 (862) 9 9 ’ ’ ’ p ’
ADT (1399 events) 2555 (4) 2226 (56) 1828 (166) 1415 (282) 754 (689) 332(951) ADT (1316 events) 2557 (4) 2314 (58) 1937(172) 1509(292) 796 (739) 344 (1024) ,
4 . . . .
5 * Predlzenie adjuvantnej ADT ovplyvnilo MFS
100 10-year estimates (95% Cl) 100

Short ADT: 62% (59-66)
Extended ADT: 63% (60-66)

* PrediZenie neoadjuvantnej ADT neovplyvnilo MFS

z g
Neoadjuv. ADT : E - IR R .- . . .
? B oo -+ Vplyv bol nezavisly od rizikovej skupiny, RT davky
kratka VS. dlha é ,—g 10-year estimates (95% Cl) .
a ] —Shi | Sh : 66% -6
£ 7] oveinor % rderon s 6470 a veku pacienta
Hazard ratio 0-95 (95% Cl 0-83-1-09); p=0-50 Hazard ratio 0-95 (95% Cl 0-82-1-10); p=0-47
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. g £ .
Adjuv. ADT  © :
*  Genomické markery?
kratka vs. dlha : = 10-year estimates (95% C1) eriomicke mar ery.
P [ — & 254 Short-term ADT: 57% (55-60)
g Vo Long-term ADT: 63% (61-66)

Hazard ratio 0-84 (95% C1 0-78-0-91); p<0-0001 Hazard ratio 0-85 (95% Cl 0.78-0.94); p=0-0010
0 T T T T 1 0 T T T T 1
0 3 6 9 12 15 3 6 9 12 15
Time since randomisation (years) Time since randomisation (years)
Number at risk Number at risk

b d be ed| /
Short—lern'fr/‘kl;)r"l"[f)rgc:neﬁ‘:tsz 1874(3) 1575(30) 1105(225) 627(485) 294(508) 128 (522) Shonr(ergz'l;‘T(;(‘;;:svoc'nts; 1874 (3) 1703 (40) 1231(256) 722(550) 338(791) 146 (908) KIShan AU et al- Lancet OnCOl 2022

Long-term ADT (1224 events) 1900 (1) 1687 (31) 1190(267) 711(565) 361(588) 169(595)  Long-term ADT (839 events) 1900(1) 1733(41) 1279(288) 773(610) 382(867) 179 (975)



Vysoke riziko: EAU vs. NCCN 2024

High-risk

PSA > 20 ng/mL

or GS > 7 (ISUP grade
4/5)

or cT2c*

Localised

any PSA

any GS (any ISUP grade)

cT3-4 or cN+**

Locally advanced

High

Has no very-high-risk features and has exactly one high-risk
feature:

-cT3a OR

* Grade Group 4 or Grade Group 5 OR

* PSA>20 ng/mL

Very high

Has at least one of the following:

* cT3b—T4

* Primary Gleason pattern 5

= 2 or 3 high-risk features

* >4 cores with Grade Group 4 or 5




Vysoke riziko vs. velmi vysoke riziko

f
1.0

Gray's test: P=001

0.8

Velmi vysokeé riziko

z Jp— Ktorykolvek z nasledujucich faktorov:
o o * viaceré NCCN faktory vysokého rizika
=] ,_f—'_r . ,

— — * alebo primarny Gleasonov vzor 5

Prostate cancer-specific mortality
0.6

1]

, — * alebo =5 bioptickych vzoriek GS skore 8 az 10
1] 2 % ] B 10 12 14 16

Numbser at risk Years

NCCN high risk 187 182 167 151 113 Bl 46

Wery high risk 23 =l 8l &b 53 i5 25

PCSM (18,5% vs 5,9%, p <0,001)
Narang et al JROBP 2016
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Definition and Validation of “Favorable @Cmm
High-Risk Prostate Cancer”: Implications for
Personalizing Treatment of Radiation-Managed

Patients

Vinayak Muralidhar, MSc,* Ming-Hui Chen, PhD," Gally Reznor, MS,
Brian J. Moran, MD,® Michelle H. Braccioforte, MPH,’

Clair J. Beard, MD,' Felix Y. Feng, MD,°

Karen E. Hoffman, MD, MHSc, MPH,” Toni K. Choueiri, MD,**

Neil E. Martin, MD, MPH," Christopher J. Sweeney, MBBS, **
Quoc-Dien Trinh, MD,'" and Paul L. Nguyen, MD

*Harvard-MIT Division of Health Sciences and Technology, Harvard Medical School, Boston,
Massachusetts; "Department of Statistics, University of Connecticut, Storrs, Connecticut; ‘Center for
Surgery and Public Health, Brigham and Women's Hospital/Dana-Farber Cancer Institute, Harvard
Medical School, Boston, Massachusetts; ‘Prostate Cancer Foundation of Chicago, Westmont, Illinois;
|pepartment of Radiation Oncology, Dana-Farber Cancer Institute and Brigham and Women's
Hospital, Boston, Massachusetts; “Department of Radiation Oncology, University of Michigan, Ann
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**Department of Medical Oncology, Dana-Farber Cancer Institute and Brigham and Women’s
Hospital, Harvard Medical School, Boston, Massachusetts; and 'Department of Urology, Brigham
and Women's Hospital, Boston, Massachusetts

n=3618
BT +/- EBRT
Jedna institucia

validacia:
n=13275
SEER

Other high-risk:
Unfavorable intermediate-risk: 6059 5178 4005 2850 1731 811
Favorable high-risk:

Stratifikacia vysokeho rizika

* Karcindm prostaty s ,,priaznivym* vysokym
rizikom
e T1lcaGS4+4=8aPSA<10ng/ml
e T1caGS3+3=6aPSA>20ng/ml
i —Other high-risk
8% — Unfavorable intermediate-risk

7% — Favorable high-risk

6% SEER data
5%
4%
3%
2%
1%

P<.001

Prostate cancer-specific mortality

0%
0 12 24 36 48 60
Months

5926 5053 3878 2633 1580 743

1290 1093 844 601 365 165
Muralidhar JROBP 2015



Vysoke riziko: RT +/- kratka ADT

Testované Trvanie
trvanie ADT | sledova-
(mesiace) nia (r.)

PCa Specificka mortalita %

(Absolutny rozdiel %)

Predominantly high risk cancers

RTOG 86-10" 456 Ovs.4 10 36 vs. 23@ 0,74* NS

TROG 96.012 802 Ovs.3vs.6 10 22 vs. 18,9 vs. 11,4 0,49*  1,59*

1Pilepich JROBP 2001

VySOké I’iZikO: RT +/' dlhé ADT 2Denham Lancet Oncol 2011

Testované Trvanie PCa specificka R>1

CP

trvanie ADT | sledova- | mortalita % (Absolutny
(mesiace) nia (r.) rozdiel %)

Predominantly very high risk cancers

RTOG 85-317 945 OVS 10 22 vs. 16 (6) 0,59* 1,30* 1pijepich JROBP 2005

indefinite
2Bolla Lancet 2002

5281223 401 Ovs. 36 10 30,4 vs. 10,3 0,29* *Bolla LagdegOntol 2010



Kratsia ADT + RT vs. dlhsia ADT + RT

Testované
trvanie ADT
(mesiace)

PCa Specificka mortalita

% (Absolutny rozdiel %)

Prevazne karcindmy s vysokym rizikom

DARTOT0S o 40 aiz 10 (xs) NS NS
PCS IV? 630 18 vs. 36 10 8 vs. NS NS
;IZODi:,?O‘l 1071 6vs. 18 10 11 vs. 8@ 0,70* NA
Prevazne karcindmy s velmi vysokym rizikom
RTOG 92-02¢ 1514 4vs. 4+ 24 10 16,1 vs. 11, @ 0,70* NS
EORTC 22961° 940 6 vs. 36 5 4,7 vs. 3, A® 0,58* 1,41*

Zapatero Lancet Oncol 2022 °Nabid Eur J Cancer 2021 3Joseph [JROBP 2019
4Hanks J Clin Oncol 2003 °Bolla NEJM 2009



ADT 36 mesiacov vs. 18 mesiacov
PCS IV: n =630, sledovanie 9,4 r.

r o r [ ] L d [ J - o (] r [ ] r
Celkové prezivanie Prezivanie specifické pre karcinom
prostaty
100” 100+
98 (96-99)- :
97 (98-99) 91 (87-04)
80 ® 80 p=03 92 (33-98):
= = p=0.9
3 >
T 60 ' &
2 62 (56~88) o 9
> 62 (55-87) &
= p=0.7: i
® 404 w 404
[ A
& g
3
204 o 204 : :
‘HR = 1,02 (0.81-1.29) : " HR = 0.95 (0.58-1.55)
‘p=0.8 p=08
0 +——r—rrrrr—r—T—Tr—r—r7 0 T . ' v . T T T T p———r—r—r—
0 1 2 3 4 § 6 7 8 9 10 1 12 13 14 15 16 0 1 2 3 4 § 6 7 & 9% 10 11 12 13 14 66 »
Number at risk Time (yr) Number at risk Time (yr)
38 mo 310 304 297 291 261 275 257 242 224 182 132 98 74 46 3 4 1 3% mo 310 304 297 291 281 275 257 242 224 181 132 98 74 46 23 5
18 mo 320 315 309 296 281 272 287 240 218 179 132 101 B2 45 24 s 1 19, 320 315 309 286 281 272 256 241 219 180 133 W2 63 46 25 6 1

QolL: favorizuje 18 mesiacov (p<0.001)
Nabid et al. Eur Urol 2018



ASCENDE - RT: WPI1 46 Gy a 1-rocha ADT
Plus 32 Gy EBRT vs. 115 Gy LDR boost v prostate

Biochemicky PFS CP

1.0+
5 1.0 15-rocny MFS,
£ 0 CSS aj OS:
: 0.8 nevyznamny
. B o rozdiel (p=0,51)
2 0 g + vysSSia toxicita
E E‘ 0.4-
E 0.2 |
g HR 2.04; p = 0,004 .

0.0 |

0 2 4 6 8 10 12 0.0-
Time since first LHRH injection (years) 0 2 & 6 8 10 12

Numbers at risk: Time since first LHRH injection (years)

Numbers at risk:

Time(ys) 0 2 3 4 5 6 7 8 9 10
DE-EBRT 200 186 168 145 119 93 74 52 27 11

Time (yrs) 0 2 3 4 5 B 7 3 g 10
DE-EBRT 200 192 184 161 134 109 85 66 40 16

LDOR-PB 198 184 168 147 127 106 86 59 38 14

-N =398
* 69% pacienti s vysokym rizikom Morris etal. UROBP 2017

LDR-PB 198 191 182 160 137 116 94 65 41 15




Skratenie trvania ADT pri vysokom riziku?

Prinos sa znizuje s trvanim ADT
* Najvacsi zisk pre CP prinasaju prvé mesiace trvania ADT (pravdepodobne 50%)

Primary endpoint: OS Secondary endpoints
Relative Benefit = HR Relative Benefit = HR
Accounting for available compliance data
DMFS PCSM
19.3 months
36 months

29.5 months

ADT Duration

Zaorsky et al. MARCAP Consortium ASTRO 2022



Eskalacia davky RT pri vysokom riziku + dlhodoba ADT
GETUG 18 trial: design

Primary end-point:
LT-ADT (3 yrs) PFS
» High-risk PC: For both groups
One of these 3 factors: Secondary end-points:

- PSA 2 20 ng/ml ma /0 Gy « Cancer specific
-Gleason 2 8 Survival

-cT3-T4 = 80Gy Overall survival
. PS 0-2 A
Toxicity

Stratification: PFS: Biochemical or clinical disease-free survival
» Center
* Lymph node resection (yes/no) Biochemical failure: nadir + 2 ng/mi

(Phoenix definition)

Hannequin C etal. ASCO GU 2024



GETUG-AFU 18: 70 Gy vs. 80 Gy
v kombinacii s dlhodobou ADT: randomizovana studia

i 8 | 1
o e
£2° >°
B 2
£3 85
>° | Celkové prezivani
() v s . o %))
& Prezivanie bez progresie O etkove prezivanie
wn
8- £
8. 8
o Y T T T T | - : - : © M T T T T T T T T T T
0 12 24 36 48 60 72 84 96 108 120 0 12 24 36 48 60 72 84 96 108 120
Time from randomization to progression (months) , Time from randomization to death for any cause (monthS)
Number at risk Number at risk
RT70Gy 255 244 231 223 204 192 170 142 120 91 50 RT70Gy 2565 248 236 231 217 209 193 174 155 121 64
RT80Gy 250 248 236 231 218 202 186 169 148 116 62 RT 80Gy 250 248 239 237 229 220 205 189 171 134 67
[ RT 70Gy RT 80Gy | RT 70Gy RT 80Gy
0
HR 0.56, 95% Cl, 0.40-0.76, p = 0.0005 HR 0.61, 95% Cl, 0.44-0.85, p = 0.0039

* GU a Gl toxicita bez rozdielu Hannequin C et al. ASCO GU 2024



Pridanie ADT k zachrannej RT

Ramena Prezivanie bez Prezivanie bez Celkové
PSA progresie metastaz prezivanie

RTOG 96 - 01 RT 770 30% vs. 46% NA 78% vs. 82%

RT + ADT 24 mes. (p <0,001)* (p=0,036)*
GETUG-AFU 162> RT 743 49% vs. 64% HR 0,73 NS

RT + 6 mes. ADT (p <0,0001)* p=0,034
RTOG 05-34 1. RT 1792 71% 3‘;55-:)<0 OF(')T” HR 0,87 NS
(SPPORT)3 2. RT + 6 mes. ADT 81% avs.1 HR Pp=0,082

3. RT + pelvis 87%  9:62p<0,0001 (1 yg, 2)

3vs.2 HR
+ 6 mes. ADT 0,71 p<0,0039

RADICALS-HD 1. RT 2389 NA NS (1. vs. 2) NS

2. RT+6mes. ADT HR 0,77

3. RT+ 24 mes. ADT p=0,03 (2. vs. 3)

'Shipley et al NEJM 2017, 2Carrie et al Lancet Oncol2019, 3Pollack et al. ASTRO 2018, “Parker CC et al Ann Oncol 2022



Pridanie ADT k zachrannej RT

Ramena Prezivanie bez Prezivanie bez Celkoveé
PSA progresie metastaz prezivanie

RTOG 96 - 01 RT 770 30% vs. 46% NA 78% vs. 82%

RT + ADT 24 mes. (p <0,001)* (p=0,036)*
GETUG-AFU 1¢

Vyber trvania ADT: 0 alebo 6 alebo 24 mesiacov:

RTOG 05 -34 e . e P RT oo
(SPPORT)? podla rizika progresie po zachrannej radioterapii

+ 6 mes. ADT ,1.p<0,0039
RADICALS-HD 1. RT 2389 NA NS (1. vs. 2) NS
2. RT+6 mes. ADT HR 0,77
3. RT+ 24 mes. ADT p=0,03 (2. vs. 3)

'Shipley et al NEJM 2017, 2Carrie et al Lancet Oncol 2019, 3Pollack et al. ASTRO 2018, “Parker CC et al Ann Oncol 2022



Abiraterone acetate and prednisolone with or without
enzalutamide for high-risk non-metastatic prostate cancer:
a meta-analysis of primary results from two randomised
controlled phase 3 trials of the STAMPEDE platform protocol

Gerhardt Attard, Laura Murphy, Noel W Clarke, William Cross, Robert | Jones, Christopher C Parker, Silke Gillessen, Adrian Cook, Chris Brawley,

* Metaanalyza dvoch ramien platformy * N=1974
STAMP,EDE. . . Lieéba:
* Vhodni pacienti MO:  3roky ADT (trvale bez RT)
* N1 (na zaklade konvencného zobrazenia) e +/-RT
* novozisteni s aspon = 2 faktormi: « randomizacia: +/- abiraterén acetat + PRN
* T3/4

* PSA=40ng/ml
 Gleasonovo skore 8 - 10
. reC|d|vu1u0| po RP alebo RT = 1 faktor:
PSA = 4 ng/ml a PSADT < 6 mesiacov
* PSA=20ng/ml

e recidiva v uzlinach (zistena konvencnym
zobrazenim)

Attard G et al. Lancet 2022



Metaanalyza pridania abirateronu + PRN a ADT
v STAMPEDE platforme

Prezivanie bez metastaz Celkové prezivanie

A
A
B
E
£
3
B
g
2
i o
g
=
20
— s0¢ 20|
—— 5SOC plus abiraterone and prednisolone —soc
with or without enzalutamide S0C plus abiraterone and prednisolone
0 . . : = : : = . with or without enzalutamide
] 12 24 36 48 60 72 84 96 108 T T T ‘S d p ” ‘8
0 12 24 4 0 2 10
Time since randomisation (months) * 4 7 4 9
soc Time since randemisation (months)
Atrisk 988 950 894 836 767 550 229 72 53 9 S0C . . - N h
Censored 0 8 1 14 26 201 387 522 632 673 C ’\“"5: 98;5 q’g qﬁ' qf’i 3;8’ ;’12 3‘;8 égg 552 7202
Event 0 0 8 138 19 237 272 2 0 06 . - - i
? 3 3 5 3 9 33 3 fvent 0 6 30 73 123 162 199 220 232 236
S0C plus combination therapy L
wtrisk 986 o o 984 839 e 169 198 . 7 S0C plus combination therapy ” . . , . . . .
Censored 0 21 28 31 45 25 460 615 737 792 ’““5: 9 956 92 99 é 4‘5 ?" in; 74 81
Event 0 17 41 71 102 139 157 173 178 180 Lensone o £ 29 32 4 234 477 i1 i 23
fvent O g 29 55 79 107 123 140 146 147
B
B
soc S0Cpl bination th HR (95% CI Weight (%
Plus combination therapy (95% ) eight (%) soc 50C plus combination therapy HR (5% C1) Weight (%)
Number of eventsf Number of events/ 7 . -
Numberof events/  Number of events/

number of patients number of patients

number of patients  number of patients

Abiraterone and prednisolone trial

Abiraterone and prednisolone
plus enzalutamide trial

Overall

183/
E <
I I I ]
0-25 033 0-50 075
« —

Favours combination therapy Favours SOC

053 (0-44-0-64)

- p<0,0001

Abiraterone and prednisolone trial

Abiraterane and prednisclone
plus enzalutamide trial

Overall

el
0-60 (0-48-0-73)
I I
075 100p<0,0001
4 — —»
Favours combination therapy  Favours SOC

I T T
0-25 033 0-50

Attard G et al. Lancet 2022



AD ASTRA klinické skusanie fazy Il VOU, a.s.

(Androgénova Deprivacia, Apalutamid a STereotakticka RAdioterapia)

e karcindm prostaty lokalizovany s vysokym rizikom
alebo lokalne pokrocily bez vyznamnej komorbidity

* preferované PSMA PET/CT, MR prostaty nutné

 SBRT prostata + panvové uzliny s IGRT
e 36,25/25 Gy v 5 frakciach
* 18 mesiacov ADT aLHRH (2 mes. neoadjuvantne)
* apalutamid 240 mg denne

* Primarny sledovany vysledok: 5 r. biochemicka
kontrola




ADT pridana k RT: zavery

* ADT zlepsuje vysledky radioterapie karcinomu prostaty

* Privybere liecby musime zvazit charakteristiky nadoru,
pacientove preferencie a jeho celkovy zdravotny stav

 Ocakavané ddkazy:
* LepsSia selekcia pacientov a urceniarizika progresie po RT
* Prinos ADT u komorbidnych pacientov
* Uloha novych antiandrogénov
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