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Radioterapia adjuvante x resgate

Rafael Gadia
Coordenador radioterapia do Hospital Sirio-Libanés — unidade Brasilia

Doutor em medicina pelo IEP Sirio-Libanés



Concelitos

Radioterapia adjuvante Radioterapia de resgate

PSA indetectavel apos cirurgia PSA = 0.2 ng/ml apds cirurgia

Valicenti RK et al. Int J Radiat Oncol Biol Phys 2013,;86:822



Fatos

Pacientes com pT3 ou margem (+)

50-75% recorréncia da doenca apos prostatecmia (PR)

Radioterapia apos PR tem papel importante

Maior controle de PSA, metastases e sobrevida global

Quem e Quando?

Valicenti RK et al. Int J Radiat Oncol Biol Phys 2013,;86:822



RT “"adjuvante” para pT3 ou R1

mmmmm

SWOG 12.6 anos 0.43 0.71;p=.02 0.72;p=.02
EORTC 1005 10.6 anos 0.49 p=0.94 p=0.20
ARO 315 9.3 anos 0.51 p=0.56 p=0.59



Tendéncia de indicacao de RT adjuvante USA

2005-2011
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Sineshaw HM et al. Eur Urol 2015;68:768



Principais razoes contra RT adjuvante

 Nem todos os pacientes irao falhar
- Efeitos colaterais relacionados a RT

« RT de resgate precoce pode ser equivalente



Nem todos irao falhar
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Bolla M et al. Lancet 2012;380:2018



Efeitos colaterais da RT apos PR

Toxicidade Observacao RT adjuvante

Retal 0% 3.3%
Estenose 9.5% 17.8%
Incontinéncia 2.8% 6.5%

RR = 2.0

Thompson IM Jr et al. JAMA 2006,296:2329



RT adjuvante para pT3 ou R1

mmmmm

SWOG 12.6 anos 0.43 0.71;p=.02 0.72;p=.02
EORTC 1005 10.6 anos 0.49 p=0.94 p=0.20
ARO 315 9.3 anos 0.51 p=0.56 p=0.59

Apesar do mesmo HR para PFS, porque os resultados sao

diferentes para DM e OS?
- RT de resgate mais cedo nos estudos EORTC/ARO vs SWOG no braco observacao




Valor do PSA vs RT resgate

Proportion Free of Progression

0 ‘I|2 24 36 48 60 72 84 96 168 'IéD
PSA <0.5 ng/mli PSA 1.01 - 1.50 ng/ml

PSA 0.51 - 1.00 ng/ml—™ PSA >1.5 ng/ml

Stephenson et al. J Clin Oncol 2007;20:2035



Valor do PSA vs RT resgate

Controle do PSA em 5 anos
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King CR. Int J Radiat Oncol Biol Phys 2011;80:1



RT adjuvante vs RT resgate precoce

Controle PSA Metastases Sobrevida Global
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Guidelines AUA/ASTRO e NCCN

Physicians should “offer” adjuvant radiotherapy to
patients with adverse pathologic findings

Valicenti RK et al. Int J Radiat Oncol Biol Phys 2013,;86:822



Testes geneéticos

Metanalise Decipher em 975 pacientes apo6s PR
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Decipher > 0.60 142 95 32 6
193 147 58 12
Decipher < 0.45 520 427 196 36

Sprat DE et al. J Clin Oncol 2017;35:1991



Estudos de fase 3
RT adjuvante vs RT resgate precoce

- RADICALS

- pT3a-b ou margem +; pT4; GS7-10; Pre op PSA >10 (n = 3000)

« FNCLCC-GETUG-17/0702

- pT3a-b ou margem + (n = 718)

- TROG 08.03 RAVES

- pT3a-b ou margem + (n = 718)



Enquanto isto.....

Se PSA indetectavel e pT3 ou margem positiva:

Seguimento com PSA trimestral e se duas elevacoes
consecutivas >0.05ng/ml ou um valor isolado >0.1ng/ml,

iniciar RT de resgate



ASTRO 2018

NRG &

ONCOLOGY

Advancing Research. Improving Lives.™

Short Term Androgen Deprivation Therapy Without or
With Pelvic Lymph Node Treatment Added to Prostate
Bed Only Salvage Radiotherapy: The NRG
Oncology/RTOG 0534 SPPORT Trial

A Pollack, TG Karrison, AG Balogh, D Low, DW Bruner, JS Wefel, LG

Gomella, E Vigneault, JM Michalski, S Angyalfi, H Lukka, SL Faria, G

Rodrigues, MC Beauchemin, SA Seaward, AM Allen, DC Monitto, W
Seiferheld, and HM Sandler




RTOG 0534

NRG/RTOG 0534/SPPORT Trial Design

A Phase lll Trial of
Short Term Androgen
Deprivation with
Pelvic Lymph Node
or Prostate Bed Only
Radiotherapy
(SPPORT) in Prostate
Cancer Patients with
a Rising PSA after
Radical
Prostatectomy

NRG

ONCOLOG Y™

SV Involvement
1. No R
S |2.Yes 5 |Arm 1: PBRT Alone
¥ PBRT 64.8-70.2 Gy
Prostatectomy Gleason Score | N
R |1. Gleason<7 Arm 2: PBRT + STAD
A |2. Gleason 8-9 D PBRT 64.8-70.2 Gy + STAD for 4-6 months
O |beginning 2 months before RT
T |Pre-Radiotherapy PSA -
| |1.PSA20.1and<1.0ng/mL Arm 3: PLNRT + PBRT + STAD
2. PSA>1.0and < 2.0 ng/mL | [PLNRT to 45 Gy and PBRT to 64.8-70.2 Gy.+
F 7 STAD for 4-6 months beginning 2 months before
Pathology Stage RT
1. pT2 and margin negative E
2. All others
SV = seminai vesicle; RT = radiotherapy; PBRT = prostate bed RT; PLNRT = pelvic lymph node RT;
STAD = neoadjuvant and concurrent short term androgen deprivation

Apresentagao oral ASTRO 2018



RTOG 0534

Patient Characteristics: PSA

Patient or Tumor Characteristic
Pre-RT PSA

Mean

Median

Min - Max

2 0.1 and < 0.2ng/ml

> 0.2 and < 0.5ng/ml

> 0.5 and < 1.0ng/ml

> 1.0 and < 2.0ng/ml

NRG

ONCOLOGY ™

PBRT Alone
(n=574)
n %
0.47
0.32
0.1-1.96
160 27.9
251 43.7
104 18.1
59 10.3

PBRT+STAD
(n=585)
n %
0.51
0.39
0.1-1.93
127 2080
261 44.6
132 22.6
65 111

PLNRT+PBRT+STAD
(n=577)
n %
0.47
0.32
0.1-1.93
155 26.9
249 43.2
114 19.8
59 10.2

Total
n %
0.48
0.34
0.1-1.96
442 25.5
761 43.8
350 20.2
183 10.5
W

Apresentagao oral ASTRO 2018



RTOG 0534

FFP: All Eligible Patients

100

Arm 3 | 5yr Rate Comparison

-] Arm 3 vs Arm 1: p<0.0001
Arm2 ~| Arm 2 vs Arm 1: p<0.0001
Arm1 | Arm 3 vs Arm 2: p=0.0039

50

HRs and 97.5% Cls

Freedom from Progession (%)

Arm & 5 yr Rate 3 vs 1: 0.45 (0.34-0.61)
2% Arm 1: PBRT Alone; 71% 2vs 1:0.62 (0.47-0.82)
Arm 2: PBRT + STAD: 81% 3 vs 2: 0.71 (0.52-0.98)
' Arm 3: PLNRT+PBRT+STAD; 87%
0 1 2 3 4 5 6 7 8
No. at Risk Years from Randomization
PBRT Alone 573 529 480 417 334 243 165 89 37
N R G e e e S

ONCOLOGY™

Apresentagao oral ASTRO 2018



RTOG 0534

FFP: Pre-RT PSA <0.34 (Median)

100

3&2 5 yr Rate Comparison
Arm 3 vs Arm 1: p=0.0001

= Arm 2 vs Arm 1: p=0.0002
4 1 Arm 3 vs Arm 2: p=0.49
E'-q 50
5 HRs and 97.5% Cls
5 3 vs 1: 0.51 (0.32-0.81)
g Arm 1: PBRT Alone 2 vs 1: 0.54 (0.33-0.87)
Arm 2: PBRT + STAD 3 vs 2: 0.93 (0.55-1.60)
Arm 3: PLNRT+PBRT+STAD
0
0 1 2 3 4 ] 6 7 8
No. at Risk Years from Randomization
NRGG rormcsmo 2 20 27 215 e s %

ONCOLOGY™ PLNRT+PBRT+NC-STAD 296 290 282 250 205 159 103 63 22

Apresentagao oral ASTRO 2018



RTOG 0534

Freedom from Distant Metastasis: All Eligible Pts

NRG

ONCOLOGY™

100

~
(6]

Freedom from Distant Metastasis (%)
N (9]
(6] o

%\i—;_& :

Metastasis seen in 108 Pts

Arm and 5 year Rate

Arm 1: PBRT Alone; 91.7%

Arm 2: PBRT + STAD; 94.4%

Arm 3: PLNRT+PBRT+STAD; 95.2%

0

No. at Risk
PBRT Alone 573
PBRT+NC-STAD 585

PLNRT+PBRT+NC-STAD 576

1 2 3 4 5 6 7

Years from Randomization

546 522 482 398 302 214 123
562 547 499 405 316 213 11
565 551 502 417 330 220 134

54
48
56

5 yr Rate Comparison

Arm 3 vs Arm 1: p=0.014
Arm 2 vs Arm 1: p=0.05
Arm 3 vs Arm 2: p=0.28

HRs and 97.5% Cls

3 vs 1:0.52 (0.30-0.92)
2vs 1: 0.81 (0.49-1.33)
3 vs 2: 0.64 (0.36-1.14)

* No statistically
significant
differences in OS

)

Apresentagao oral ASTRO 2018



Conclusoes

RT pos op tem importante papel em pacientes de alto risco

RT adjuvante pode beneficiar alguns pacientes

Teste genetico e estudos de fase 3
RT resgate precoce é opcao para pacientes com PSA
indetectavel

Se falha bioquimica, considerar RT pélvica + HT
PET-PSMA ferramenta importante



rafael.gadia@hsl.org.br
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