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Background

Les cancers thoraciques évoluent dans un paysage thérapeutique en pleine mutation.

Les thérapies ciblées et 'immunothérapie améliorent la survie, mais soulévent de nouvelles

questions sur le réle et le timing de la radiothérapie (RT).

L’ESTRO 2025 a mis en lumiere des données majeures sur la synergie RT-systémique, les

bénéfices cliniques concrets et les ajustements techniques a adopter.

*Objectif : partager les résultats clés et proposer une réflexion pratique sur I'intégration optimale de

la RT dans les parcours de soins.



Management of stage Ill NSCLC in the 10 era: Knife or beam?
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Chirurgie

Arguments en faveur de la chirurgie (Maria Rodriguez)

-Controéle local supérieur : La chirurgie permet une résection compléte de la tumeur,
offrant un meilleur contréle local de la maladie.

-Evaluation pathologique précise : La chirurgie permet une évaluation directe de la
reponse tumorale au traitement néoadjuvant, ce qui peut guider les décisions
thérapeutiques ultérieures.

Avancées en immunothérapie néoadjuvante : Les données récentes suggerent que
I'ajout d'une immunothérapie avant la chirurgie améliore les taux de réponse pathologique
complete.
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Arguments en faveur de la radiothérapie (Gerry Hanna)

*Traitement moins invasif : La radiothérapie, en particulier la
chimioradiothérapie concomitante suivie d'une immunothérapie de consolidation
(comme le schéma PACIFIC), offre une alternative non chirurgicale efficace.

Adaptée aux patients inopérables : Pour les patients présentant des
comorbidités ou une fonction pulmonaire limitée, la radiothérapie est souvent la
seule option curative.

Efficacité démontrée : Des études ont montré que la radiothérapie associée a
I'immunothérapie améeéliore la survie globale et la survie sans progression chez les
patients atteints de NSCLC de stade lllI.



A lissue du débat, un vote en ligne a révélé que
85 % des participants soutenaient I'approche « Beam » (radiothérapie)
11 % étaient en faveur de « Knife » (chirurgie)
4 % restaient indécis
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EGFR-driven NSCLC and radiotherapy - pro

W .[l?i..r.kf)e.l.'-i.u:j,.mscher
Pourquoi y repenser ?
« Les TKI EGFR (ex. osimertinib) ont transformé le traitement...
« ...mais le risque de rechute locale et métastatique persiste
« Radiothérapie = levier complémentaire pour renforcer la réponse systémique

Enjeu actuel

« RT # traitement par défaut
« Mais a intégrer de maniére stratégique, personnalisée, ciblée sur les zones a risque
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EGFR-driven NSCLC and radiotherapy - pro

Dirk De Ruysscher
Arguments en faveur de la RT

1. Complémentarité prouvée
« ADAURA : 25 % des rechutes restent locales ou mixtes
* La RT pourrait prévenir I'oligoprogression, verrouiller le site primitif

2. Oligoprogression et stade llI

 Essais TURBO-NSCLC, CURB, et données post-CRT :
» RT thoracique ciblée apres TKI ou CRT — prolonge le controle local
 Bonne tolérance dans la majorité des cas

3. Métastatique EGFR+

RT sur les lésions métastatiques résiduelles/actives en complément des TKI
— améelioration du PFS, contrble des symptomes



08:45
EGFR-driven NSCLC and radiotherapy - pro

QJ Dirk De Ruysscher
\ Netherlands
\ letherlanc

Chez les patients EGFR+, |la radiothérapie cibléee
peut Prolonger la réponse systémique,
Retarder les résistances
Renforcer le controle local

Sans impact majeur sur la tolérance
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EGFR-driven NSCLC and radiotherapy - contra

@ Lizza Hendriks

« Contexte

— Pourquoi remettre en question la RT ?

Les patients EGFR+ vivent plus longtemps grace aux TKI de 3e génération.

La RT ajoute une toxicité non négligeable (pneumopathies, risque cardiaque).

Les essais clés (ADAURA, FLAURA2, MARIPOSA) montrent un bénéfice
systémique majeur sans besoin automatique de RT.
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EGFR-driven NSCLC and radiotherapy - contra

@ Lizza Hendriks

Arguments majeurs contre la RT systématique

K/

s Stade précoce :
PORT = aucun gain en OS, mais 1 toxicité (études anciennes + ADAURA — TKI suffisent).

s Stade lll (localement avanceé) :
CRT + osimertinib (LAURA) = bon contréle, mais quid des patients non irradiés ?
TKI seuls pourraient suffire dans certains profils a faible charge tumorale.

s Métastatique :
TKI (ex. osimertinib) > RT pour les métastases cérébrales
RT cérébrale (WBRT/SRS) n"apporte pas de gain démontré en OS
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EGFR-driven NSCLC and radiotherapy - contra

@ Lizza Hendriks

Et pour les cas limites ?

« Oligoprogression : bénéfice potentiel, mais basé sur des données rétrospectives
« RT a envisager de maniere ciblée, personnalisée, non systematique
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EGFR-driven NSCLC and radiotherapy - contra

@ Lizza Hendriks

Dans le NSCLC EGFR+, les TKI de 3e génération suffisent
souvent pour le controle tumoral.

La radiothérapie doit étre réservée a réservée a des cas
sélectionnés, en tenant compte du rapport bénéficel/risque
individuel.
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ALK-driven NSCLC and radiotherapy - pro

Gerard Walls
Belfast, Ireland
Isn’t Distant Control the Top Priority?

Les patients ALK+ ont une meilleure survie que les ALK-, mais...

Comprendre les résultats des patients
ALK+ en fonction de l'efficacité du
traitement.

* Les rechutes distantes restent fréquentes malgreé les TKI.

» Ces rechutes sont difficiles a traiter, avec peu d’'options et des toxicités élevées. Efficacité du
* Le contréle local par radiothérapie reste essentiel pour :
*Reduire le risque de dissémination Acceptation | UnePFS eaunalete
*Préserver la qualité de vie (QOL) SESEES
*Retarder la transformation en maladie métastatique

n'est pas suffisante.

Peu d'options,
R?Chl-_'tes toxicités élevées
difficiles

Accepter unePFS-equivalente ALK+ = ALK- Rechuies

—

n'est pas suffisant a I'ére des traitements ciblés
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ALK-driven NSCLC and radiotherapy - pro

@ Gerard Walls

Probléme
Les TKI ALK retardent la progression, mais que se passe-t-il si la tumeur primitive n’est pas irradiée ?
— |l n’existe pas de certitude : c’est un angle mort thérapeutique.

Données a l'appui
Contrdle du primitif améliore la survie
Analyses rétrospectives : bénéfice clair du contréle local sur PFS et parfois OS
Exemples dans EGFR/ALK et autres oncogenes driver
ALINA (EGFR) et ADAURA : bénéfice en OS avec contrdle local (post-op + TKI)
Essais en cours
BOUNCE : RT de consolidation aprés TKI (phase 2)
HORIZON-01 : TKI vs TKI + RT du primitif (phase 3)

Pourquoi la RT reste pertinente ?
Les TKI contrélent bien les métastases, mais pas toujours la tumeur primitive (surtout si elle est massive ou
symptomatique)

Extrapolation logique depuis I'essai LAURA (EGFR+) vers les patients ALK+
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ALK-driven NSCLC and radiotherapy - pro

‘a Gerard Walls

Ne pas irradier le primitif est une prise de risque.
La RT complete le controle systémique et réduit les risques de rechute locale.
La stratégie optimale est probablement TKI + RT ciblée du primitif, comme le

testent BOUNCE et HORIZON
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ALK-driven NSCLC and radiotherapy - contra

ﬁ Anna Wrona

Contexte
» Les patients ALK+ présentent souvent des metastases cérébrales (ICM)

« L’'arrivée des ALK inhibitors (TKI) de 2e et 3e génération (alectinib, ensartinib, lorlatinib) change la
donne :Meilleure efficacité intracranienne

* Moins de besoin de RT précoce ?
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ALK-driven NSCLC and radiotherapy - contra

Anna Wrona
Paland

Contexte
» Les patients ALK+ présentent souvent des métastases cerebrales (ICM)

« L'arrivée des ALK inhibitors (TKI) de 2e et 3e génération (alectinib, ensartinib,
lorlatinib) change la donne :Meilleure efficacité intracranienne

* Moins de besoin de RT précoce ?

Données presentées
« Essai ALEX (alectinib vs crizotinib) : € Cumultiecdoncs of S Prresion
— Reéduction de la progression IC |
— PFS indépendante de la RT cérébrale préalable
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ALK-driven NSCLC and radiotherapy - contra

ﬁ Anna Wrona

Données présentees

« CROWN (lorlatinib ) :
— IC response 82 %,
— ICCR—-71%

= RT précoce (WBRT/SRS) : Améliore PFS IC mais pas la survie globale, avec risques cognitifs
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Anna Wrona
Paland

=2 RT précoce (WBRT/SRS) : Améliore PFS IC mais pas la survie globale, avec risques cognitifs
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ALK-driven NSCLC and radiotherapy - contra

ﬁ Anna Wrona

« Arguments principaux « CONTRA RT »

* TKI récents trés efficaces en intracranien
— RT souvent inutile
- Palliation rapide des symptémes pulmonaires
— RT rarement nécessaire

« Toxicité neurocognitive du WBRT importante

* Meilleur timing pour la RT :
En cas d’échec localisé, pas en upfront
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ALK-driven NSCLC and radiotherapy - contra

ﬁ Anna Wrona
Poland

A I'ére des inhibiteurs ALK de 2e/3e génération,

la radiothérapie ne doit plus étre systématique en premiere ligne

chez les patients ALK+ :
Réserver la RT aux échecs ou situations ciblées, en évitant les

surtraitement




Consolidation ICI alters
cardiac subregion radiosensitivity
in lung cancer patients treated with chemo-radiotherapy

MINI ORAL
ESTRO_2025

Yejin Kim'2 Gowoon Yang'?, Jaewon Oh%, Seo-Yeon Gwak?, Kyung Hwan Kim®, Joongyo Lee$, Jin Sung
Kim', Chang Geol Lee', Jacho Cho', Bonnie Ky’, Hong In Yoon'*, Clemens Grassberger®

Yejin Kim
United States of America

 Obijectif de I'étude

Evaluer si la consolidation par immunothérapie (ICI) aprés CRT modifie la radiosensibilité
régionale du cceur et I'incidence des événements cardiaques (RMD) chez les patients NSCLC.

« Méthodologie
Cohorte rétrospective monocentrique
95 patients NSCLC traités par CRT % ICI
Analyse des RMD (rayon-induced myocardial damage) selon :
Localisation cardiaque irradiée
Dose moyenne cardiaque (MHD)
Association avec la survie globale (OS)
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Consolidation ICI alters
cardiac subregion radiosensitivity
in lung cancer patients treated with chemo-radiotherapy

Yejin Kim'2 Gowoon Yang'?, Jaewon Oh%, Seo-Yeon Gwak?, Kyung Hwan Kim®, Joongyo Lee$, Jin Sung
Kim', Chang Geol Lee', Jacho Cho', Bonnie Ky’, Hong In Yoon'*, Clemens Grassberger®

——
Yejin Kim
United States of America

Résultats
« 31/95 patients (33 %) ont développé un RMD
» Pas de différence significative entre CRT seul et CRT + ICI

« En CRT+ICI : les doses moyennes élevées au cceur (>14.5 Gy) étaient corrélées a
une meilleure survie

« En CRT seul : doses faibles (<14.5 Gy) associées a une meilleure survie

— Suggeére une modification de la radiosensibilité sous ICI



Consolidation ICI alters
cardiac subregion radiosensitivity
in lung cancer patients treated with chemo-radiotherapy

MINI ORAL
ESTRO_2025

Les ICI pourraient altérer les mécanismes de réponse cardiaque a la radiation,
modifiant la relation entre dose cardiaque et événements myocardiques.

# Le seuil de dose cardiaque optimal pourrait différer selon que
'immunothérapie est administrée ou non.

Besoin d’essais prospectifs pour adapter les plans de traitement
aux nouvelles interactions radio-immuno-toxiques
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Impact of Estimated Dose of Radiation to
Immune Cells (EDRIC) in Locally Advanced

NSCLC: Secondary Analysis of the
Randomized PET-Plan Trial
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Impact of Estimated Dose of Radiation to
Immune Cells (EDRIC) in Locally Advanced

NSCLC: Secondary Analysis of the
Randomized PET-Plan Trial

*Essai PET-Plan (NCT00697333)
— Réduction du volume cible par TEP pour le NSCLC stade Il
— 24 centres, 13 pays, 2009-2016 (prée-PACIFIC)
— Omission d’irradiation nodale élective (50 Gy)

‘Résultats:
*Cohorte : 153 patients (92 % stade lll, 46 % SBRT)
‘Dose moyenne : 57.9 £ 8.0 Gy
*Survie médiane : 41.6 mois
*EDRIC influencée par :
GTV et PTV
Non influencée par Dmax PTV
Pas de lien avec toxicité hématologique

« Facteurs de mauvais pronostic (confirmés par PET-Plan & RTOG 0617)
Lymphopénie induite par irradiation
*EDRIC élevée
‘Dose au cceur élevée
‘Dose moyenne corporelle (MBD) comme substitut potentiel pour EDRIC
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Impact of Estimated Dose of Radiation to
Immune Cells (EDRIC) in Locally Advanced

NSCLC: Secondary Analysis of the
Randomized PET-Plan Trial

*Essai PET-Plan (NCT00697333)
— Réduction du volume cible par TEP pour le NSCLC stadg \‘é\%e
— 24 centres, 13 pays, 2009-2016 (pré-PACIFIC) ((\60
—> Omission d’irradiation nodale élective (50 (\\(56 )

eRésultats: 3\

*Dose au cd\ W
*Dose moyee® corporelle (MBD) comme substitut potentiel pour EDRIC
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Dose-volume predictors of cardiac adverse o
events after high-dose thoracic radiation
therapy for lung cancer: a systematic review

and meta-analysis

Médéa Locquet'?*", Sophie Jacob®, Xavier Geets* and Charlotte Beaudart'*
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Locquet et al, BMC Cancer  (2024) 24:1556 BMC Cancer
https://doi.org/10.1186/512885-024-13281-8

nR=21(1600)
'SYSTEMATICREVIEW ~ OpenAccess nM=7
Dose-volume predictors of cardiac adverse o
events after high-dose thoracic radiation
therapy for lung cancer: a systematic review
and meta-analysis

Médéa Locquet'?*", Sophie Jacob®, Xavier Geets* and Charlotte Beaudart'*

Parametre Seuil recommandé
Dose moyenne au cceur (Dmean) 2 <1012 Gy

Dose & 5% du cceur (D5) 2 < 30-35Gy

Doses a volume élevé (V30, V40) 4 minimiser au maximum
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Dose-volume predictors of cardiac adverse 2
events after high-dose thoracic radiation
therapy for lung cancer: a systematic review
and meta-analysis

Médéa Locquet'**', Sophie Jacob®, Xavier Geets* and Charlotte Beaudart'?
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Parametre Seuil recommandé

Dose moyenne au cceur (Dmean) bl <1012 Gy

Dose & 5% du cceur (D5) k4 < 30-35 Gy

Doses a volume élevé (V30, V40) 4 minimiser au maximum

Chaque Gray supplémentaire a la dose moyenne cardiaque

une augmentation de 4 % du risque d’événements cardiaques.
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Highly Hypofractionated versus Standard Tumor Irradiation in Locally Advanced

NSCLC with Durvalumab Maintenance: A Multicenter Retrospective Study

Etienne CEDOZ!, Antonin LEVY?, Isabelle MARTEL-LAFAY!, Pierre-Yves BONDIAU3, Cécile LE PECHOUX?, Christos CHOUAID!,
Myriam AYADI-ZAHRA!, Jéréme DOYEN?, Benoit ALLIGNET!

1 - Departmant of Radiatien Oncology, Cntre Léon Berard, Lyen, France,

2 » Department of Radiation Oncology, Guatave Roussy, Willejuif, France

3 - Depadtment of Radiation Oneology, Cintre Anoine Lackisagne, Nice, France

A« [y of Pre i Cantre Hosp Intercommunal de Créveil, Créteil, France

Contexte :
- La stratégie PACIFIC (RT + durvalumab) reste limitée en cas de faible réponse locale.
- Hypothése : une dose ablative par SBRT sur la tumeur primaire peut améliorer le contrble et la réponse a

'immunothérapie.

Méthodologie :
- Etude multicentrique rétrospective, patients LA-NSCLC.
- Comparaison :
€ SBRT tumorale + RT nodale conventionnelle
@ RT conventionnelle sur 'ensemble de la maladie
- Tous ont recu du durvalumab en maintenance.

Résultats :
- SBRT associée a une amélioration du PFS.
- Tendance a un bénéfice en OS (non significatif).
- Toxicité bien tolérée, sans evénements limitants majeurs.

MINI ORAL
ESTRO 2025
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NSCLC with Durvalumab Maintenance: A Multicenter Retrospective Study

Etienne CEDOZ!, Antonin LEVY?, Isabelle MARTEL-LAFAY!, Pierre-Yves BONDIAU3, Cécile LE PECHOUX?, Christos CHOUAID!,
Myriam AYADI-ZAHRA!, Jéréme DOYEN?, Benoit ALLIGNET!

1 - Departmant of Radiatien Oncology, Cntre Léon Berard, Lyen, France,
2 » Department of Radiation Oncology, Guatave Roussy, Willejuif, France
3 - Depadtment of Radiation Oneology, Cintre Anoine Lackisagne, Nice, France
of Pre i Cantre Hosp Intercommunal de Créveil, Créteil, France

o " c

L'irradiation en SBRT de la tumeur dans le NSCLC localement avance
semble prometteuse en synergie avec 'immunotherapie.

=» Améliorer le controle tumoral sans surtoxicité,

(

Des essais prospectifs

U

ex : NRG LUO004) sont en cours pour confirmer.



Omitting clinical target volume of primary
tumor versus standard irradiation for LS-SCLC:
preliminary report of a randomized,
non-inferior trial

Shuohan Zheng

Department of Radiation Oncology, Sun Yat-sen University Cancer Center, Guangzhou, China
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_Obijectif :
Evaluer si 'omission du CTV de la tumeur primitive aprés chimio d’induction est non-inférieure a
I'irradiation standard (PCTV) en termes de contréle local, tout en réduisant la toxicité.

Méthodologie :
- Essai randomisé, ouvert, non-infériorité
- Patients : LS-SCLC apres =2 cycles de chimio d’'induction
- Comparaison :
PCTV (standard) : GTV initial + marge (= 120 cm?)
PGTV (réduit) : GTV post-chimio + 5 mm (= 46 cm?)

Résultats :
- Pas de différence significative sur OS, PFS, ou rechute locale
- Tendance a une toxicité moindre dans le bras PGTV (cesophagite, pneumopathie)




Omitting clinical target volume of primary
tumor versus standard irradiation for LS-SCLC:
preliminary report of a randomized,
non-inferior trial
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@ Objectif :
Evaluer si 'omission du CTV de la tumeur prlmltlve apres _china
est non-inférieure a l'irradiation standard (PCT\.8 nse a\a

LC apres a\
& Méthodglosis s-SC o contro® \oce™
ettre \© e CTV ¢ mprome
0
Om Ne © ire \a 10

sduire
Po u\‘ra\" red fal + marge (= 120 cm3)
: TGV post -chimio + 5 mm (= 46 cm?®)

L1l Résultats :
- Pas de différence significative sur OS, PFS, ou rechute locale

- Tendance a une toxicité moindre dans le bras PGTV (cesophagite,
pneumopathie)




Dose-response analysis of esophageal dose surface
maps for patients with small-cell lung cancer
treated with twice-daily radiotherapy
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Signe Danielsen’ %3
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' Department of Physics, Norwegian University of Science and Technology, Trondheim, Norway

ENDepartment of Clinical and Molecular Medicine, Norwegian University of Science and Technology, Trondheim,
orway

3 Department of Oncology, St. Olavs Hospital, Trondheim, Norway



Dose-response analysis of esophageal dose surface
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' Department of Physics, Norwegian University of Science and Technology, Trondheim, Norway

ENDepartment of Clinical and Molecular Medicine, Norwegian University of Science and Technology, Trondheim,
orway

3 Department of Oncology, St. Olavs Hospital, Trondheim, Norway

La séverité de la toxicité cesophagienne ne dépend pas seulement de
la dose moyenne, mais aussi de la surface exposée :

P Plus la longueur ET la circonférence de I'cesophage irradiées sont
grandes, plus le risque de toxicité est éleve.



Dose-response analysis of esophageal dose surface
maps for patients with small-cell lung cancer
treated with twice-daily radiotherapy
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' Department of Physics, Norwegian University of Science and Technology, Trondheim, Norway

ENDepartment of Clinical and Molecular Medicine, Norwegian University of Science and Technology, Trondheim,
orway

3 Department of Oncology, St. Olavs Hospital, Trondheim, Norway

La sévérité de la toxicité cesophagienne ne dépend pas seulement de la dose moyenne, mais
aussi de la surface exposée :

7 Plus la longueur ET la circonférence de I'cesophage irradiées sont grandes, plus le risque de
toxicité est élevé.

Parameétre Seuil critique a surveiller
Longueur exposée (= EQD2 50 Gy) =7/ cm
Circonférence exposée > 60 %

Surface totale (longueur x circonférence) élevée — attention accrue
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Real-world treatment outcomes comparing
once- versus twice-daily RT in Limited Stage SCLC
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Floris Bosch, Zeno Gouw, Ronald Damhuis, Liselotte van Bockel, Ida Coremans, Corine van Es, Annelies van o

der Geest, Katrien De Jaeger, Barbara Wachters, Hans Knol, Friederike Koppe, Bart Reymen, Dominic ‘
Schinagl, Femke Spoelstra, Caroline Tissing-Tan, Max Peters, Noélle van der Voort van Zyp, Antoinet van der N
Wel, Erwin Wiegman, Robin Wijsman, Judith Dasselaar, José Belderbos

ALLEMAGNE

P> B BELGIQUE

Etude observationnelle nationale, registre DLCA

*Utilisation: 75 % des patients aux Pays-Bas recoivent la RT en BID
@ Survie globale (<70 ans)
*BID : 37.5 mois
*OD : 26.1 mois
= BID significativement supérieur (p < 0.0001) chez les <70 ans
HR OS : 0.67 (IC95% : 0.50-0.88)
@ Toxicité aigué sévere
*BID : 27.3 %
‘OD :21.6 %
— Différence non significative
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) Real-world treatment outcomes comparing
once- versus twice-daily RT in Limited Stage SCLC
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Floris Bosch, Zeno Gouw, Ronald Damhuis, Liselotte van Bockel, Ida Coremans, Corine van Es, Annelies van R
der Geest, Katrien De Jaeger, Barbara Wachters, Hans Knol, Friederike Koppe, Bart Reymen, Dominic ‘
Schinagl, Femke Spoelstra, Caroline Tissing-Tan, Max Peters, Noélle van der Voort van Zyp, Antoinet van der ~
Wel, Erwin Wiegman, Robin Wijsman, Judith Dasselaar, José Belderbos
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— Différence non significative
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Radiotherapy Dose to Non-Emphysematous Lung Outperforms
Whole Lung Volume in Predicting Survival in NSCLC

A. Abravan, F. Gomaa, T. Ruzickova, C. Faivre-Finn, A. Salem

The University of Manchester | The Christie Hospital
ESTRO Young Committee

5t May 2025

Contexte
« L'emphyséme endommage certaines régions pulmonaires, les rendant moins fonctionnelles.

* Hypothése : irradiation des zones encore fonctionnelles (non-emphysémateuses) impacte
davantage la survie que l'irradiation globale.

Méthodologie
« 1302 patients NSCLC stade Il (intent curatif, 2016—2022)
 Emphyséme défini par seuil Hounsfield Unit (HU) < -950
« Comparaison :
* Dose moyenne au poumon total
 Dose moyenne au poumon non-emphysémateux

* Analyse multivariée ajustée (age, sexe, PS, VEMS, PTV, chimio, immuno)
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Radiotherapy Dose to Non-Emphysematous Lung Outperforms
Whole Lung Volume in Predicting Survival in NSCLC

Epargner le parenchyme pulmonaire encore
sain (non-emphysémateux)

v

pourrait améliorer la survie apres radiothérapie
dans le NSCLC.
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Is curatively intended reirradiation in lung
cancer patients feasible?

A retrospective study with clinical and
dosimetric data

Objectif
Evaluer si une re-irradiation thoracique avec intention curative est faisable chez les patients
atteints de cancer pulmonaire (récidive locale, métastase pulmonaire, 2e primitif).

Méthodologie

Etude rétrospective observationnelle

56 patients re-irradies

Planification basée sur 'TEQD2 cumulée, avec fusion d'image (CT/IRM)
Surveillance: imagerie tous les 3 mois



Is curatively intended reirradiation in lung
cancer patients feasible?

A retrospective study with clinical and
dosimetric data

Résultats

Toxicité apres RT1 :

21 patients ont eu des toxicités G3 :
» (Esophagite (8)
* Pneumopathie (4)
* Douleur pariétale (7)
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Is curatively intended reirradiation in lung
cancer patients feasible?

A retrospective study with clinical and
dosimetric data

Résultats

Toxicité aprés RT2 :
Toxicité apres RT1 :

15 patients ont eu des toxicités G3—-G5 :

21 patients ont eu des toxicitées G3 : « G4 pneumothorax (1)
* (Esophagite (8) G5 hémorragie (1)
* Pneumopathie (4) - Lésions pariétales récurrentes

» Douleur pariétale (7)

=» 3 cas de déces liés a la toxicité
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Is curatively intended reirradiation in lung
cancer patients feasible?

A retrospective study with clinical and
dosimetric data

La re-irradiation thoracique est faisable a visée
curative, mais le risque de toxicite sévere reste
significatif.

La sélection des patients est cruciale :
Localisations périphériques
Les delais >24 mois
Approche SBRT.




MINI ORAL \ concoroe N2

Pratfirm atuddy of poved agents in COmbnatiol
with € Qrventicrsal RaDiothEregy bs NSELE

ATM Inhibition with AZD1390 and
Conventional Radiotherapy in Non-Small Cell Lung Cancer

Gerard Walls, Ashley Horne, Stephen Harrow, Adam Hassani, Matthew Hatton, Kevin Franks, Paul
Shaw, Huiqi Yang, Clara Chan, Konstantinos Rizos, Dominic Rothwell, Oluwaseun Qjo, Chara
Stavraka, Colin Glover, Adam Hassani, Fiona Walker, Jessica Kendall, Matthew Norris, Rachel Gerard Walls

Phillip, Jamie Oughton, Anthony Chalmers, Sarah Brown, Corinne Faivre-Finn, Alastair Greystoke Letand

L'ajout d'un inhibiteur de 'ATM (AZD1390) a la RT thoracique
augmente significativement la toxicité cesophagienne,
sans béneéfice démontre a ce stade

— prudence dans le développement de combinaisons
radio-sensibilisatrices sans chimiothérapie.
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E25-2425 - Impact of Prescribing to the PTV on GTV Dose Heterogeneity in lung SBRT: Insight from EORTC Studies.
Volha Hertsyk (Brussels - Belgium)

E25-4183 - Clinical Outcomes for Surgery for Mesothelioma After Radiation Therapy using Extended pleural Resection (SMARTER Trial: NCT04028570)
John Cho (Toronto - Canada)

E25-4491 - High Dose to Perfused but not Ventilated Lung is Associated with Clinical Toxicity
Neil Wallace (Australia)

E25-3123 - Radical Dose Re-Irradiation for Relapsed Non-Small Cell Lung Cancer; Real World Data on Impact of Guidelines and Survival Outcomes
Jin Howe Tee (United Kingdom)

E25-1556 - Effect of SABR on circulating tumor DNA detection in early-stage lung cancer: Interim results from a prospective, multi-center trial
Sympascho Young (Canada)

E25-4506 - Predicting tumour volume reduction in non-small cell lung cancer: Independent validation of a single parameter PSI model
Sarah Barrett (Ireland)

E25-1220 - Isolated nodal failure in stage 1ll NSCLC after proton therapy in durvalumab era
Yuanyuan Lin (Spain)
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EOR-EC Impact of Prescribing to the PTV on GTV Dose Heterogeneity in M RO
oyl S lung SBRT: Insight from EORTC Studies 5

and Treatment of Cancer
Volha Hertsyk', Nicolaus Andratschke?, Enrico Clementel’, Coreen Corning’, Corinne Faivre-Finn?, Catherine Fortpied’, Matthias Guckenberger?,
Sarah Kelly'#5, Ursula Nestle®, Cecile Le Pechoux’, Daniel Portik'#, Ajra Secerov-Ermenc®, Luiza Souza', Nick Reynaert™

'EORTC Headquarters, Brussels, Belgium. 2University Hospital Zirich, Department of Radiation Oncology, Zrich, Switzerland. *The Christie NHS Foundation Trust & University of Manchester, Manchester, UK. “European Society for Paediatric
Oncology (SIOP Europe), Brussels, Belgium. *Faculty of Medicine and Health Sciences, University of Ghent, Ghent, Belgium. ®Department of Radiation Oncology, Kliniken Maria Hilf, Moenchengladbach, Germany. ’Department of Radiation
Oncology, Gustave Roussy, Paris-Saclay University, Villejuif, France. *Department of Radiation Oncology (Maastra), GROW Research Institute for Oncology and Reproduction, Maastricht University Medical Centre+, Maastricht, The Netherlands.
“Division of Radiotherapy, Institute of Oncology Ljubljana, Ljubljana, Slovenia, Faculty of Medicine, University of Ljubljana, Slovenia. "Institut Jules Bordet, H&pital Universitaire de Bruxelles, Medical Physics Department, Brussels, Belgium.

“;' :;1 lung S;BRj, ﬁccurate -GbT\;doi: d:ﬁx\:’e(rlgésuc)ritical. PTV-based prescription in lung SBRT leads to Relative Dose difference between GTV mean dose and Prescription Dose (PD)
ose is typically prescribed to the : ) L e
» This can cause GTV dose variability, especially in substantial GTV dose variability. = DSR2
heterogeneous lung tissue. z_w &5
This study investigates dose  distribution Monte Carlo algorithms reveal larger HE ™ )
heterogeneity within the GTV in lung SBRT plans when discrepancies, likely due to better modeli b - 21s | 2
the dose prescribed is to the PTV. ) ] g B
of tissue heterogeneity. & 65
1822 observational cohort » 1702 HALT 1945 OligoRare »22113 LungTech

EORTC Studies GTV-based dose prescription would Figure 1. The dose difference for the mean othzm_
Relative difference for GTV mean dose vs PD for two types of

1822 1702 1945 22113 help to iM prove prec ision and calultion shgorgthen

OligoCare HALT OligoRare LungTech
45.2

consistency in dose evaluation and

Data source: 232 lesions rrom 167 patients.
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and Treatment of Cancer
Volha Hertsyk', Nicolaus Andratschke?, Enrico Clementel’, Coreen Corning’, Corinne Faivre-Finn3, Catherine Fortpied?, Matthias Guckenberger?,
Sarah Kelly'#5, Ursula Nestle®, Cecile Le Pechoux’, Daniel Portik', Ajra Secerov-Ermenc®, Luiza Souza', Nick Reynaert®

'EQRTC Headquarters, Brussels, Belgium. 2University Hospital Zirich, Department of Radiation Oncology, Zirich, Switzerland. *The Christie NHS Foundation Trust & University of Manchester, Manchester, UK. *European Saciety for Paediatric
Oncology (SIOP Europe), Brussels, Belgium. ®Faculty of Medicine and Health Sciences, University of Ghent, Ghent, Belgium. “Department of Radiation Oncology, Kliniken Maria Hilf, Moenchengladbach, Germany. "Department of Radiation
Oncology, Gustave Roussy, Paris-Saclay University, Villejuif, France. #Department of Radiation Oncology (Maastro), GROW Research Institute for Oncology and Reproduction, Maastricht University Medical Centre+, Maastricht, The Netherlands.
“Division of Radiotherapy, Institute of Oncology Ljubljana, Ljubljana, Slovenia, Faculty of Medicine, University of Ljubljana, Slovenia. "Institut Jules Bordet, Hopital Universitaire de Bruxelles, Medical Physics Department, Brussels, Belgium.

PURPOSES

Prescrire la dose au PTV en SBRT pulmonaire
induit une grande variabilité de dose au sein du
GTV, tandis qu’'une prescription directe au GTV
ameéliorerait la precision et la coherence
dosimetrique.
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Princess
g Margaret
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Clinical Outcomes for Surgery for Mesothelioma After Radiation Therapy using Extended

pleural Resection (SMARTER Trial: NCT04028570)

Purpose

Pleural mesothelioma is a rare, aggressive, incurable thoracic malignancy with @
no accepted standard of care. The best published surival outcomes were
reported in the SMART trial' using a multidisciplinary approach using
neoadjuvant hemithoracic (hemi-)RT followed by gical ion and
adjuvant chemotherapy. This protocol was highly selected, limiting the number
of suitable patients. We developed the next protocol iteration, SM. to
allow less invasive, lung sparing surgery. We, hereby present oml
outcomes.

On Trial Off Trial p-value
N=12 N=12
Sax Male 9 (75%) B(67%) 0.65
Female 3(25%) 4(33%)
Age median
(range years) 65 (54-84) 64 {44-TT) 0.54
Tumor volume {cm¥) 3542334 3104408 0.77
Laterality Right 5(42%) 9(75%) 0.09
Left T(58%) 3(25%)
Interval RT to OR (days) 912 912 0.35
Surgery EPD B(6T%) 10 (83%) 0.49
EPP 3(25%) 2(17%)
Partial PD 1(B%) 0
Resection margins  R0/1 11(92%) 12 (92%) 031
R2 1(8%) 0
Final histology Epithelioid 11(92%) 10(83%) 0.54
Biphasic 1(8%) 2(17%)
w1 onthe sy 7(58%)

B.C.John Cho?, Penny Bradbury?, Laura Donahoe?, Marc de Perrot®
rtments of Radiation Oncology !, Medical Oncology2, and Thoracic Surgery®

Princess Margaret Cancer Centre, Toronto, Canada

Results

Between 11/2019 and 02/2022, 27 patients were considered. Most had
epithelioid mesothelioma (85%), 12 treated on trial protocol (“On trial"), 12
treated off trial (“Off Trial"), and 3 did not proceed with treatment. Clinical
characteristics were similar between patients treated on and off téble
1).

‘oxicity Gradel | Grade2 | Grade3 | Grade4 | Grade5
[ Trial patient On Off | On Off | On Off | On Off | On _ Off
Respiratory
failure [ R [ (S R R (R T [ R
Pneumonia o 0 0 0 0 0 0 1 0 0
Brown-Sequard

(> BRSSP SR S (R R T (S SR R
Prolonged air
leak 0 0]2 0lo o0jJ]oOo 0}]0 O
difficile
[infection o 0|1 0|0 0oj0O0 O]O0 O
Urinary

i 0|0 0]J]O0 O0]JO O0]O O

Percent survival

Q

The median 08 was 27.2 months and disease-free survival (DFS) 8.1 months
after the start of radiation. 0S and DFS were similar in patients treated on
and off trial. Loco-regional recurrence was the most frequent site of
recurrence.

100 = Ontrial 1po] = On trial
= Off trial - Off trial
50 50
p=0.78 p-0.08
- T T T T T 1 0 T T T T T
o 6 12 18 24 30 36 0 (] 12 18 24 30 36

OS after start of radiation (months)

DFS after start of radiation (ms)

Figure 1. Overall and Disease Free Survival

Conclusions

SMARTER was feasible to deliver but resulted in poorer DFS compared to
SMART. We hypothesize poorer outcomes were immune mediated. We
have developed and currently accruing the next trial iteration, S| &
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UH N e Clinical Outcomes for Surgery for Mesothelioma After Radiation Therapy using Extended
pleural Resection (SMARTER Trial: NCT04028570)

BCJhCh P nyB dbryzlaraDnnhoe"MrchlroF

ncology !, Medical Oncology 2, and Thoracic Surgery® e
Prilwass mmmmmmmmmmmmm , Toronto, Canada

RO
5

Le protocole SMARTER pour mésothéliome pleural

est réalisable, mais s'accompagne d’une survie
sans progression (DFS) inférieure au protocole
SMART, possiblement en lien avec I'absence
d'immunothérapie.
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E25-1556 - Effect of SABR on circulating tumor DNA detection in early-stage lung cancer: Interim results from a
prospective, multi-center trial

Lung

Nl i Effect of SABR on ctDNA detection in early-stage NSCLC: Interim results from a
"' Concel prospective, multi-centre trial (SABR-DETECT)
bl

S. Young’, S. Verma', T.A.C. Kennedy?, M. Black', B. Messam’, E. Churchman’, ].M. Laba’, G.B. Rodrigues’, Y. Ung?, M. Tsao?,
C.D. Goodman', X.M. Qu’, P. Lang’, B.P. Yaremko', A. Warner', W. Tang?, R. Yu?, AV. Louie?, D.A. Palma’, D.A. Breadner'

Western "Werspeeten Family Cancer Centre, Schulich School of Medicine and Dentistry, Western University, London, Ontaria, Canada
? Odette Cancer Centre, Sunnybrook Health Sciences Centre, University of Toranto, Taronto, Ontario, Canada
¥ Nanjing Geneseeq Technology Inc., Nanjing, Jiangsu, China
Background Results Results
- Definitive stereotactic ablative radiotherapy (SABR) is a curative * Paired p‘?i"‘a samples EDTE' and post-SABR) were tested for 56 patients, and Figure - Mean allelic frequency change (left) and ctDNA change
approach in patients with stage I/IA non-small-cell lung cancer after quality control, 53 paired samples were analyzable (right) (Pre- and Post-SABR)
{NSCLC) who are not candidates for surgery = T
o t f 8 ; g e 2 Table 1 - Baseline characteristics & r—— b1 g, 478
= Patients with inaccessible tumors or at high risk of complications from Characteristic N (%) - -
biopsy are sometimes treated without a tissue diagnosis, based on a z
Age, median (range 80 (58-89 years z 5
high likelihood of malignancy calculated by validated models £ {range] ¢ by I g n
* Use of blood-based circulating tumor DNA (ctDNA) liquid biopsies for Gender R ¥ Tmepciet {5 - Tamepoint
c - 1
patients without tissue diagnosis may allow pathological confirmation Male 33 (59%) | S b J S £ a4 Ty
and further molecular testing, but ctDNA detection rates are low in Female | 23 (41%) | £ o % =
early stage NSCLC Tissue confirmed diagnosis 24 (43%) s ] . “l'_"'_::—
* We hypothesize that liquid biopsies may have higher ctDNA emn Histolo, e a: - - BT
gy (n=1)
rates after initiation of SABR Non-squamous 14 (58%) @ L ‘r‘ B o ,*,
Squamous 10 (42%)
Methods N = 25, excluding patients without detected mutation in both baseline
Table 2 — ctDNA detection rates (N=53) and post-treatment sample
« This is a multi-institutional study. Patients planning to undergo Pre-SABR Post-SABR n (%)
standard of care SABR were enrolled in two coharts: | detected ] detected | 15 (28%) Table 3 — d P
A r:twlel_:\ts dwltfh sulspected sftaggo 1/1A NSC!I;C :ndda przt;eatmen: not detected detected 8 (15%) < Squamebtusecuceil S e |
ikelihood of malignancy of =60% using the Herder and/or Brocl detected L n 9 T e T e e e
ot detected | 2 (a%) PreSABR | 44% (4/9) | 15% (2/1.
models (n=45) not detected | not detected | 30 (53%) Post-SABR 56% (5/13) | 39'% (5/13)

2. Patients with biopsy-proven NSCLC (n=30-60)
* Plasma collected for ctDNA analysis prior to the 1st fraction of SABR
o st [t 175~
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E25-1556 - Effect of SABR on circulating tumor DNA detection in early-stage lung cancer: Interim results from a
prospective, multi-center trial

Lung

Nl i Effect of SABR on ctDNA detection in early-stage NSCLC: Interim results from a
"’ Concel prospective, multi-centre trial (SABR-DETECT)
e

S. Young’, S. Verma', T.A.C. Kennedy?, M. Black', B. Messam’, E. Churchman’, ].M. Laba’, G.B. Rodrigues’, Y. Ung?, M. Tsao?,
C.D. Goodman', X.M. Qu', P. Lang’, B.P. Yaremko', A. Warner', W. Tang?, R. Yu?, AV. Louie?, D.A. Palma’, D.A. Breadner'
Western ZREEEEN
Joxametrres Sk s NESEEN "Verspeeten Family Cancer Centre, Schulich School of Medicine and Dentistry, Western University, Londan, Ontario, Canada @

? Odette Cancer Centre, Sunnybrook Health Sciences Centre, University of Toronto, Toranto, Ontario, Canada
¥ Nanjing Geneseeq Technology Inc., Nanjing, Jiangsu, China

Background Results Results

= Paired plasma samples (pre- and post-SABR) were tested for 56 patients, and Figure = Mean allelic frequency change (left) and ctDNA change

= Definitive stereotactic ablative radiotherapy (SABR) is a curative
after quality control, 53 paired samples were analyzable (right) (Pre- and Post-SABR)

approach in patients with stage I/lA non-small-cell lung cancer
(NSCLC) who are not candidates for surgery Y e e S T

= Patients with inaccessible tumors or at high risk of complications from Characteristic N (%)
biopsy are sometimes treated without a tissue diagnosis, based on a z

B

Age_median (range 30 (58-89) vea

Faire une prise de sang juste apres la radiothérapie SABR

augmente les chances de détecter ’ADN tumoral circulant (ctDNA)
chez les patients atteints de cancer du poumon précoce.

i 7 7 » SLEELERE = =2 = = m quamous cell carcinoma Adenocarcinopis
likelihood of malignancy of 260% using the Herder and/or Brock detectad b detaceg 2 (4% - e bl 28 ALY — . Ahic
models (n=45) ot detected ‘ t detected : 30 Esa‘a]e.) Pre s 1% (440 | g i

not detel | not detectey Post-SABR 56% (5/13} | 39% (5/13)

2. Patients with biopsy-proven NSCLC (n=30-60)
* Plasma collected for ctDNA analysis prior to the 1st fraction of SABR
and 24-72 hours after 1t fract/m




Lung

Session Poster ESTRO2025

E25-4506 - Predicting tumour volume reduction in non-small cell lung cemeer: Independent validation of a single
parameter PS| model

& mv Colstste na Tionsice, Batle fha Cliath

Pty e oibutin

Trinity College Dublin

Predicting tumour volume reduction in non-small cell lung cancer:

b, ARTT Independent validation of a single parameter PSI model (3 st ns
Anderson 2
Center Sarah Barrett'2, Mohammad U Zahid?, Heiko Enderling34, Conor McGarry*¢* Gerard M Walls5¢ * Laure Marignol12*
Miking Cancer History”

tApplied Radiation Therapy Trinity, Discipline of Radiation Therapy, Trinity College Dublin, Ireland, 2Trinity St. James’s Cancer Institute, Dublin, Ireland, s Department of Radiation Oncology, Division of Radiation Oncology, The
University of Texas MD Anderson Cancer Center, Houston, USA, <Institute for Data Science in Oncology, The University of Texas MD Anderson Cancer Center, Houston, USAsPatrick G. Johnston Centre for Cancer Research,

Queen's University Belfast, Belfast, United Kingdom sNorthern Ireland Cancer Centre, Belfast Health & Social Care Trust, Belfast, United Kingdom *Joint last author

Purpose/Background

The Proliferation Saturation Index (PSI) model [1] has
been shown to predict non-small cell lung cancer (NSCLC)
tumour volume regression in response to conventionally
fractionated radiation therapy (RT) [2]

This study seeks to validate the performance of Ehe

model, as a single-parameter model, in an indep t
dataset

Material/Methods

Seventy-one patients, with T1-3 NO MO disease, treated
with 55Gy/20# RT alone, from the NI-HEART database
were included [3]

Model inputs were tumour volume measures from the
CBCT imaging (days 1-3 or days 1-3 and day 10)

Tumour volumes measured on remaining weekly CBCTs
(mean acquisition days were 10, 17 and 24) were
compared to the model simulated volumes at the a}

timepoint using scatter plots. R? values and Pe
Correlation Coefficients (PCC)

Results

(&) =
R?= 081
PCC=0.9

Figure 1. Measured vs simulated volume based on days 1-3 (a) and ia?ng

by =

R=081
. PCC=095

CBCT on day 10 (b)

500
i s s

1000

500

1000

RI=0.87
PCC=0.93
100

Simulated Volume {em”3)

Measured Volume (cm*3)

Figure 3. Scatter plot of measured vs simulated volume Q
end of RT (day 24) based on prediction from day 10

Conclusion
The PSI model demonstrates strong predictive capability for
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E25-4506 - Predicting tumour volume reduction in non-small cell lung cemeer: Independent validation of a single

parameter PS| model R
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o e e Predicting tumour volume reduction in non-small cell lung cancer: D dhiversiry M RO

) . - .
e (%ARTT Independent validation of a single parameter PSI model () Cetst Health and o5
crson
nter Sarah Barrett'2, Mohammad U Zahid?, Heiko Enderling34, Conor McGarry*¢* Gerard M Walls5¢ * Laure Marignol12*
Makdog Garce Histoy? 'Applied Radiation Therapy Trinity, Discipline of Radiation Therapy, Trinity College Dublin, Ireland, :Trinity St. James's Cancer Institute, Dublin, Ireland, ; Department of Radiation Oncology. Division of Radiation Oncology, The

University of Texas MD Anderson Cancer Center, Houston, USA, Institute for Data Science in Oncology, The University of Texas MD Anderson Cancer Center, Houston, USAsPatrick G. Johnston Centre for Cancer Research,
Queen's University Belfast, Belfast, United Kingdom :Northern Ireland Cancer Centre, Belfast Health & Social Care Trust, Belfast, United Kingdom *Joint last author

Purpose/Background (@ by

R?=0.81 T R*=0.91 - o
The Proliferation Saturation Index (PSI) model [1] has u| Peb=np ) REo=038 : Ri=087
been shown to predict non-small cell lung cancer (NSCLC) L PCC=0.83
tumour volume regression in response to conventionally i / R 100
fractionated radiation therapy (RT) [2] i . // .

e (em”3)

80

This study seeks to validate the performance of ihe kEion ~ N i ‘/ &
Le modele PSI prédit efflcacement la réduction du volume tumoral en
NSCLC des les premiers jours de radiothérapie, ouvrant la voie a des
traitements adaptatifs personnalisés.

q T e T T LT TPy —
: i 4 3 —, i5
timepoint using scatter plots. R? values and Pel e
Correlation Coefficients (PCC) § _E
0 0 Conclusion
Results 0 500 1000 0 500 1000 The PSI model demonstrates strong predictive capability for

Time in hours sinos st af BT

st undergoing
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Lymphopenia induced by proton versus photon therapy in lung cancer:
impact of dose to circulating lymphocytes, bone marrow and thoracic duct

Zuzanna Nowicka', Chris Beekman?, Radhe Mohan?, Zhongxing Liao*, Nadya Shusharina?, Clemens Grassberger®, Harald Paganetti’

"Medical University of Lodz, Department of Biostatistics and Translational Medicine, Lodz, Poland; ?Department of Radiation Oncology, Massachusetts General Hospital
and Harvard Medical School, Boston, MA, USA; IDepartment of Radiation Physics, The University of Texas MD Anderson Cancer Center Texas, USA; “Department of

THE UNIVERSITY OF TEXAS I

MDAnderson
Center 5

Making Cancer History

NAW;

)
o

POLIBH MATIONAL ACENCY
FOR ACADEMIC EXCHANGE

Radiation Oncology, The University of Texas MD Anderson Cancer Center, Houston, Texas, USA; *Department of Radiation Oncology, University of Washington, Seattle,

Introduction TR
Radiation-induced lymphopenia (RIL) can negatively affect treatment
outcomes, especially if immunotherapy is given concurrently or shortly
after radiotherapy (RT). During RT for nen-small-cell lung cancer (NSCLC)
the circulating blood pool (heart, lungs, large vessels), lymphatic
structures and bone marrow are all exposed to lymphodepleting
radiation doses. The goal of this study is to explore which of the normal
structures contribute to the observed lymphodepletion and ery
based on RIL rates in NSCLC patients undergoing photon- vs@:\n-
based RT.
Manusl

segmantaions

HEDOS

— Blood dose
(original structuro sol
Automatc
segrmentations
‘ Blood dose
(avparded structure sol
1

Figure 1. Study workflow. HEDOS - hematological dose model’

Results

Lymphocyte count decreased during RT in the whole patient group,
with 95 patients (87.1%) experiencing severe RIL (ALC <0.5x109/L). An
example of differential histogram showing blood dose contributions
for an expanded structure set in shown in Figure 2A. Irrespective of
the structure set used for the blood dose calculation, the mean
fractional blood dose (Figure 2B) and baseline ALC were predictors of
ALC decline (both p<0.001), but treatment modality (protons vs
protons) was not (p=0.279).

Bload dose contributians
16000 100
= X
o comman_carcti_arery_right i i
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Figure 2. (A) Contributions to the blood dose from expanded structure
set referenced on Figure 1. (B) Cumulative dose-volume histogr r
blood dose (original HEDOS) of all patients colored by the lowestEC

Results (continued)

A B 2
B SE -
Intercept -7.195 3214 0.025
«
Age -years] 0.095 0.037 0.008 %‘ -
Sex(Malevs @ =
Female) 1170 07710129 © 3
Baseline ALC
(KoL) -1.280 05390018 o
Mean blood
dose [Gy] 73.466 24.623 0.003 3
T T T T
Dooddose 1020 07850194 Wwooos o8 04 02 s

1- Spacicty
Figure 3. (A) Coefficients from model predicting severe RIL
based on patient age, sex, baseline ALC and bloo e
distribution parameters (original HEDOS). (B) ROC e
for the model from panel (A).

Conclusion

Patients with NSCLC undergoing proton- and photon-
based treatment experience similar rates of RIL, which can
be predicted based on dose to circulating blood gd

clinical factors. Dose to bone marrow or thoracic d
not predict lymphopenia or lymphopenia recovery.
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Isolated nodal failure in stage Il NSCLC after proton therapy in durvalumab era

Yuanyuan Lin', Kyra van Keeken?, Judith van Loon?, Stéphanie Peeters?, Bart Reymen?, Angela van Baardwijk?, Karolien Verhoeven?,
Lizza Hendriks?, Esther Kneepkens?, Mirko Unipan?, Dirk De Ruysscher?
'Radiation Oncology, Hospital Duran i Reynals, Institut Catala d'Oncologia (ICO)-L'Hospitalet, Barcelona, Spain. 2Maastricht University Medical Center+,
Dept. of Radiation Oncology (Maastro), GROW School for Oncology, Maastricht, The Netherlands. >Pulmonary Diseases, Maastricht UMC+, GROW -

Research Institute for Oncology and Reproduction, Maastricht, Netherlands.

Background and purpose

Isolated nodal failure (INF) after selective nodal irradiation
with 3DCRT or IMRT occurs in 2-3% of stage Il NSCLC
patients (1.2,

The potentially reduced incidental dose with proton therapy
(PT) may increase INF rates. We aimed to evaluate the
incidence of INF in stage Ill NSCLC patients after PT.

Material and methods

Consecutive stage |Il NSCLC patients treated with intensity-
modulated proton therapy (IMPT) between 2019-2022 were
retrospectively reviewed. The primary endpoint was INF
incidence. Secondary endpoints were incidental dose to INF,
recurrence patterns, overall survival (0S) and progression-
free survival (PFS).

PT selection followed the Dutch model-based approach B,
All PT plans were robustly optimized and evaluated. If PT
was not possible, a backup photon fraction with volumetric
modulated arc therapy (VMAT) was administered.

Based on the dose at planning CT, we estimated the
hypothetical incidental dose to INF (assuming gle-
ity administration with 'MAT,) andf

Results

Ninety-six patients were included. Median age was 66 years (35-86). Stage
(TNM8): A (55.2%), 1IB (37.5%) and IIIC (7.3%). Overall, 89% of fractions
were delivered with IMPT. Treatment was concurrent chemoradiotherapy in
80% of patients (70% initiated durvalumab), sequential chemoradiotherapy
in 17% (19% initiated durvalumab), and radiotherapy alone in 3%. The
median total dose was 60Gy, over a median of 30 fractions.

With a mean follow-up of 27 months (range 1-58), only two patients (2.1%)
experienced INF with a 2-year cumulative risk of 3.3% (95% CI: 0-7.8%). The
hypothetical incidental doses at INF are shown in Figure 1. The actual
incidental dose: 0.7Gy and 30.7Gy. The incidental doses to INF were 30.7Gy
and 0.7Gy, respectively. Mean OS (median OS not reached) was 39 hs
overall, and 44 and 36 months with or without durvalumab, resp ly.
Median PFS was 25 months (95% Cl: 16-34) overall.

Entire <CRT SCRT RTalone | Durvalumab  No
cohort | M =77 N=16 N=3 N=57 durvalumab
N =196 N=39
No recurrence 48 42 5(31.3%) 1(33.3%) | 31(54.4%) 17 (43.6%)
(50.0%) | (54.5%)
Isolated nodal failure | 2(21%) | 1(13%)  1(63%) 0{o%) | 1(18%) 1(2.6%)
Local recurrence only | 9(9.4%) | 5(65%)  4(25.0%)  0(0%) 4(7.0%) 5(12.8%)
Locoregional 4(a2%) [ 3(39%) | 1(63%)  D(0%) | 4(7.0%) 0 (0%)
recurrence only
Regional recurrence in | 1(1.0%) | 1(1.3%) 010%) 0{0o%6) 1(1.8%) 0 (0%]
the CIV anly
Regional recurrence in | 1(LOX) [ 1(13%)  0(0%]  D(o%) | 0 (0%) 1(26%)
and outside of the CTV
only
Distant metastases kTl 24 5(313%) 2(66.7%) | 16 (281%) 15 (38.5%)
with or without (32.3%) | (31.2%)
Tocoregional
recurrence |
Figure 2: Pattern of recurrence of the entire cohort and categ by
concurrent chemoradiotherapy (cCRT) vs. sequential chemoradi Py

(sCRT) vs. RT alone, and by durvalumab vs. no durvalumab. CTV ="clinical
target volume.
Conclusion

The INF rate in stage Ill NSCLC treated mainly with IMPT, with or
without durvalumab, is 2.1%, comparable to 3DCRT and |jvM
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Real world clinical outcomes for early-stage lung cancer treated with single-fraction M RO
Zﬁgrﬂgﬁm stereotactic ablative radiotherapy in Australia 5

Jennifer Yeh?, Neil Wallace', Nick Hardcastle?3, Kevin Tu', Michelle Ryan®, Nikki Plumridge’, Mark Shaw', Michael MacManus'?, Greg Wheeler!, Monique Youl', Andrew Wirth?
Keelan Byrne', Tim Spelman#*, Shankar Siva'?, Susan Harden'?
'Department of Radiation Oncology, Peter MacCallum Cancer Centre, Melbourne, Australia| ?Sir Peter MacCallum Department of Oncology, University of Melbourne, Melbourne, Australia
:Department of Physical Science, Peter MacCallum Cancer Centre, Melbourne, Australia| “Centre for Health Services Research, Peter MacCallum Cancer Centre, Melbourne, Australia

Purpose/Objective Results w00
- SF SABR for lung metastases was investigated with the A total of 128 patients with early-stage lung cancer were
TROG 13.01 SAFRON I trial’ treated with SF SABR.
- Scope was extended to primary early-stage lung cancer - Male (53.9%), Caucasian (93%), Smoking history (90.6%) = 0754
during COVID-19, based on 2 phase | trials (2,3) - Median age 77 years (IQR 69.5-82 years) E
SF SABR continues to be used for selected cases, often - ECOG Performance 2 (46.1%) e
those with comorbidities, frailties, or living in - Metro 68%, Regional 10.9%, Rural 21.1% )
remote/rural locations. _ p ; ‘o §
- We investigated the real-world efficacy of SF SABR for ) E:gp;és;orf?u(iifgégq{;e]nocarcmoma (oE.BYOFthose %
people with early-stage lung cancer treated at Peter Mac. P i : E’
0264
Methods 1.004
0,00+
Inclusion Criteria R Ma'qh w o s W o® W
0.754
T1-TZNOMO (TNME) early-stage lung cancer Number at sk e
SF SAER between 01/2019 and 12/2022 3 [ SRR T MO, S @
N =165 ; Figure 3. Kaplan-Meier PFS for SF-SABR
@D o504
§ Conclusion
In our experience, single fraction SABR treatment for
025+ early lung cancer is an effective and safe treatment
Exclusion Critel - % fizmin
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Real world clinical outcomes for early-stage lung cancer treated with single-fraction M RO
PeterMac S

Purpose/Objective Results
C SEREeis i

]

Le traitement par SABR en une seule fraction s’avere
efficace et slir pour les cancers du poumon précoces, en
particulier chez les patients agés et fragiles vivant en zones
rurales, avec une survie globale médiane de 43 mois et un
faible taux de récidive locale.

2l ecially for this real-world comorbid elderly
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Radical Dose Re-Irradiation for Relapsed Non-Small Cell Lung Cancer ;

e e Real World Data on Impact of Guidelines and Survival Outcomes

1) Northern Ireland Cancer Centre, Belfast City Hospital, Belfast Health and Social Care Trust

% ) in Tee! Cathryn Crockett!, ] olyne O'Hare’, Karen Tumelty!, Linda Young?, ] onathan McAleesel?
£

- 2) School of Medicine, Dentistry & Biomedical Sciences, Queen's University Belfast.

Introduction

Early detection and treatment of recurrences in order to salvage
cure is an advantage of close follow-up for radically treated patients
with NSCLC. Previous studies detected isolated intrathoracic
relapse (ITR) in 12-15% and second primary (SP) in 10-1
patients.! Patients with SP received SalvagekCure Treatment
(SCT) in 40-58% of patients.’* However, SCT for an ITR was
much lower; 24% after initial surgery and only 3% after initial
radical radiotherapy (RR). 13

At our centre, radical re-irradiation (reRR) is defined as a second
RR course delivered to any lung region. National reRR guidelines
were adopted in 2018. In this study, the rate and outcomes of SCT
for ITR, and possible reasons it was not utilised, were determined

o

e A
o -u - ENEH
: EmE -

Results

Of 2424 patients who received RR, 1218 (50%) suffered a
relapse during a median follow-up of 19 months. 262 (11%) had
Intrathoracic Relapse (ITR} and 58 (2%) Second Primary (SP).
Only 16% of ITR received SCT compared to 64% of SP, 3

ITR received palliative anti-cancer therapy (PACT) compared to

of SP, and 51% of ITR only best supportive care (BSC)

mpared to 28% of SP.

Overall Survival trom Date of Relapse for ITR

Reiaspe_Treatment
— BSC

— Palliative anti cancer

— Salvage Curative Treatment

H
E

6 3 & 0 12 15 18 21 24 27 30 33 36 39 42 45 48 61 64 67 80
Time {m)

12587 68 47 3226171412107 3 3 1 1 1 0 0 0 0 0
Group: Palliative anti cancer

726261 566 37 M 2017131310 0 8 4 4 4 4 3 3 2t
Grup: Salvage Curstive Treatman
I7TIEIBI5 I 27220 MAE 12 0 4 4 4 3 111

201
Figure 3. ITR salvage treatment and reasons for salvage treatment
not given
Conclusion

In this retrospective single-centre cohort study there was a
rise in the SCT rate which exceeded previously reported
rates, after the introduction of reRR guidelines.
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) in Tee! Cathryn Crockett!, ] olyne O’Harel, Karen Tumelty!, Linda Young?, ] onathan McAleesel?
1) Northern Ireland Cancer Centre, Belfast City Hospital, Belfast Health and Social Care Trust
2) School of Medicine, Dentistry & Biomedical Sciences, Queen’s University Belfast.

Introduction Results

La ré-irradiation radicale (reRR) permet un traitement
curatif significatif des rechutes intrathoraciques dans le
NSCLC, avec un gain de survie clair comparé aux soins
palliatifs ou au BSC.

* Le taux de traitement curatif (SCT) est passé de 8 % a 20 %
apres l'introduction des guidelines nationales reRR.

*La reRR a été la principale modalité de SCT (86 %), avec une
meédiane de survie de 32,6 mois.
* Une sélection rigoureuse des patients reste essentielle
pour maximiser les bénéfices
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e es inhibiteurs de tyrosine kinase (TKl) ont transformé la prise en charge du NSCLC
EGFR/ALK+, mais ne suffisent pas toujours a eux seuls.

e La radiothérapie reste un allié stratégique dans les situations d’oligoprogression, de
masse résiduelle ou pour consolider la réponse.

e RT a I'ere des TKI devient plus ciblée, moins toxique, mais toujours aussi cruciale
pour optimiser les résultats a long terme.

e Les essais CROWN, LAURA, BOUNCE, HORIZON confirment un bénéfice en survie
lorsqu’une RT ciblée est intégrée intelligemment.

e Une décision multidisciplinaire individualisée est essentielle : adapter I'intensité et
le moment de la RT au parcours du patient.
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