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Eu recomendo Radioterapia na
doenca operavel.
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SBRT/SABR/"Radiocirurgia”:
Uma ferramenta tecnoldgica e biologica

Verification

Moving target
Definition
& Delivery

IGRT

ARC therapies:
-Rapid Arc
-VMAT

N

SBRT

4DCT,Gating,
tracking

PROTONS

Stereotactic
Radiosurgery
for CNS

Planning & Delivery

Lesao do DNA & Radiobiolgia classica.

* Lesdo vascular & “segunda onda de morte”

ﬁ Park HJ 2012

Aumento da imunidade anti-tumor
Postow MA NEJM 2012 Sharabi A ASTRO 2014

1-10fxs, Fx > 8Gy: BED > 100Gy

“Biological tool”



N e AN
Eu recomendo SBRT para pctes operaveis no ET”

Principais argumentos

* Mortalidade relacionada a cirurgia em pctes idosos € subestimada

* Mortalidade em 90 dias é 2x de 30 dias. Pctes > 752: M > 10%.

Powell HA Thorax 2013

 VVasta experiéncia com SBRT em pctes inoperaveis

* >4.000 pctes envolvidos em estudos reportando resultados e toxicidade

Murray P 2017 (revisdo sistemdtica)

* Phase 3 TROG/CHISEL trial: SBRT vs CRT

Ball D Lancet 2019
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S Radiotherapy and Oncology
£ -LLL o Volume 101, Issue 2, November 2011, Pages 240-244
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@ Table 1. Charactensics of Patients Treated With SBRT (N = 54)

Stereotactic Body Radiation Therapy for o S—
Biopsy-Proven Primary Non—-Small-Cell - —
Lung Cancer: Experience of Patients With = ER—T

Inoperable Cancer at a Single Brazilian - =

No. of comorbidities

Institution : —

N 2 407
>1 24 445
Abreu CECV Jounal of Global Oncology 2018 Jul;(4):1-8 Previous negplasia
Yes 24 445
No 30 55,5
Previous treatment
‘None 3 6l2
ya - ~ Chemotherapy 9 16.6
Seérie retrospectiva (2007-2015): 54pctes, 59 lesoes Radiatherany 3 56
Sqrgery ar cr'emmhcraoy plus surgery 9 166
- Clinicamente inoperavel FEE0 poromance s —
~ - sy = 1 37 68.5
« Comprovacao histologica 2 5 i
Histology (59 lesions)
° tu S 5 cm Acenocarcinoma 45 780
Noniacenocarcinoma i3 220
- 0 - - - - T category (59 lesions)
- Sem evidencia de metastases regionais ou a distancia 3 P
Z i5 254
 Incluidos tumores metacronicos e sincronicos. 3 ; ;:
4
PET/CT for staging 49 gl
Lacation {53 lesions)
Peripheral 41 69.5

Central i8 30.5
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Toxicidade

Table 4. Acute and Late Toxicity (N = 54)

Acute, Late,

Toxicity (Grade) No. (%) No. (%)
Pneumonitis (1) 12 (20.3) L (1.7)
Pneumonitis (2) 6(11.1) 1(1.7)
Pneumonitis (3) 1(1.7) 0

Chest pain (2) 2 (3.7) 3 (5.5)
Radiodermitis (1) 1(1.7) 1(1.7)
Radiodermitis (4) 1414 0

Rib fracture (2) 0 3(5.5)



E | & clinicamente inop.
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Estimativa de sobrevida livre de falha local - Kaplan-Meier

o Estimativa de sobrevida global - Kaplan-Meier
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CPNPC, histologia confirmada, clinicamente inoperavel

— COMPARACAO

Localizacao SV
mediana

MD Anderson Periférica (87%) 65 92% 48 m 5% 0
Sun B & (7a)
Cancer 2017 Central (12%)

(20% pctes operaveis)

H. Sirio- Libanes Periférica (70%) 54 89% 41im 4% (]
2007-2015 &
(12% pctes operaveis) Central (30%)
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Eu recomendo SBRT para pctes operaveis & sl

Outros argumentos

e Séries de longo termo em pctes operaveis reportam SV: 60-70% (5-10a)

Onishi H [JROBP 2011, Lagerwaard [JROBP 2012
* Estudos comparativos reforcam parcialmente essa tese.

e Efeito imunoldgico anti-tumoral induzido pela RT (“in vitro”), e hipotético efeito

sistemico.

Demaria S, Norman Coleman C, Formenti S 2016



Cirurgia vs SBRT no EI G Sho e

* Ausencia de estudos comparativos randomizados

« 11 estudos comparam SBRT vs Cirurgia:

« Tipos: “Propensity score matching”(5), Systematic review/Mata-analysis

(2), Retrospective (1), Markov model (2), Pooled analysis of randomised
trials (1)

« Placar (SV):
« Cirdrgia: 6 “vitorias”
« Empates: 3

« SBRT: 2 “vitdrias”

Louie AV Radiother Oncol 2015
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Eu recomendo SBRT para pctes operaveis

Pontos fracos

* Dificuldades na definicao radioldgica de faléncia local.

* Essencial na indicacao de salvamento cirurgico precoce.

* Evidéncia recente de que o pCR é < 80-90%.



Evolucao radiologica apos SBRT?
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.

Diffuse PRE-SBRT AFTER 18 M
consolidation

Scar-Like Fibrosis
PRE-SBRT AFTER 4 M |

Bernardo Salgado et al RSNA 2016




JAMA Oncology | Original Investigation
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Measuring the Integration of Stereotactic Ablative 657 o Lo
Radiotherapy Plus Surgery for Early-Stage Non-Small Cell

Lung Cancer
A Phase 2 Clinical Trial Palma DA JAMA Oncol ~ Feb, 2019

* Neo SBRT-> 10 sem — Cirurgia (L ou SL). N =36 pctes (78% T1)
* pCR =60% (!)
* Criticas:

 H&E: PR # viabilidade tumoral. Outros marcadores? (ki-67, MIB)

e Estudos mostram que * tempo pds RT: TpCR

Ca esofago QT/RT-> Cir (Shaikh T Ann Thorac Surg 2015):
* pCR:22% (60 dias), 41% (>60dias)
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Eu recomendo SBRT para pctes operaveis

e SIM. Mas naqueles pctes El e maior risco, p.e.: IDOSOS!

* Pg idade ndo é critério de (in)operabilidade?

* Condicoes rigorosas:
* Avaliacao inicial multi-disciplinar.
* A proposta deve ser: SBRT +/- Cir. salvamento
e Estadiamento com PET
* Investigacdao minimamente invasiva do mediastino s/n.

 Critérios radiolodgicos restritos e precoces (6 meses?) para definicao de FL,
como gatilho para Cir de salvamento.



Como avaliar resposta (CL) e seguir os

pacientes apos SBRT?

TABLE 1. High-Risk Features on CT Predictive of

Local Recurrence®

High-Risk Feature

Sensitivity (%)

Specificity (%)

Enlarging opacity at primary site 02
Sequential enlargement 67
Enlargement after 12 months 100
Bulging margin 83
Linear margin disappearance 42
Loss of air bronchogram 67
Cranio-caudal growth of 25mm 92
and 220%

CT. computed tomography.

Huang K J Thorac Oncol 2015

Huang K Radiother Oncol 2013

Mistory, physical and

CT thorax every
3-6 months

+ : }

Absence of Presence of s 2 Presenceof 23
high-risk CT features” high-risk CT features® high-risk CT features®

Consider FDG PET/CT if
avaidable

No recurrence

Continue regular €T
follow-up. After >1
year consider interval
of 6-12 months

Low suspicion of High suspicion of

recurrence réecurrence

Close CT ot PET/CT
follow-up, Consider
blopsy If Investigations
non-reassuring

Operable?**

Biopsy and/or proceed Biopsy and/or proceed
1o resection if safe to non-surgical salvage



Obrigado !



