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Five-Year Survival Outcomes From the
PACIFIC Trial: Durvalumab After Chemoradiotherapy
in Stage Ill Non-Small-Cell Lung Cancer
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No. of Events/
Total No, Median PFS 12-Mo PFS 15-Mo PFS
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Figure 1. Progression-free Survival in the Intention-to-Treat Population.

Shown are Kaplan-Meier curves for progression-free survival (PFS), defined according to the Response Evaluation
Criteria in Solid Tumors, version 1.1, and sssessed by means of blinded independent central review. Tick marks in-
dicate consored observations, and vertical lines indicate the times of landmark PFS analyses. The intention-to-treat
population included all patients wha underwent randomization.

Table 3. Adverse Events of Any Cause.
Event Durvalumab (N=475) Placebo (N=234)
Any Grade* Grade3 or4 Any Grade*  Grade 3 or 4
number of patients with event (percent)
Any event 460 (96.8) 142 (29.9) 222(949)  61(26.1)
Cough 168 (35.4) 2(04) 59 (25.2) 1(04)
Pneumonitis or radiation
Fatigue 113 (23.8) 1(0.2) 48 (20.5) 3(13)
Dyspnea 106 (22.3 7 (15 56 (23.9 6(26
Diarrhea 87 (18.3) 3 {0.6) 44 (18.8) 3(13)
Pyrexia 70 (14.7) 1(0.2) 21 (9.0) 0
Decreased appetite 68 (14.3) 1(0.2) 30 (12.8) 2(0.9)
Nausea 66 (13.9) 0 31 (13.2) 0
Pneumonia 62 (13.1 21 (4.4 18 (7.7 9(3.3
Arthralgia 59 (12.4) 0 26 (11.1) 0
Pruritus 58 (12.2) 0 11 (47) 0
Rash 58 (12.2) 1(0.2) 17 (7.3) 0
Upper respiratory tract infection 58 (12.2) 1(0.2) 23 (9.8) 0
Constipation 56 (11.8) 1(0.2) 20 (8.5) 0
Hypothyroidism 55 (11.6) 1(0.2) 4(17) 0
Headache 52 (10.9) 1(0.2) 21 (9.0) 2(09)
Asthenia 51 (107) 3 (0.6) 31(13.2) 1(04)
Back pain 50 (10.5) 1(0.2) 27 (11.5) 1(04)
Musculoskeletal pain 39(8.2) 3 {0.6) 24 (103) 1(0.4)
Anemia 36 (7.6) 14 (2.9) 25 (10.7) 8 (3.4)
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1171MO - PACIFIC-R Real-World Study:
Treatment Duration and Interim Analysis
of Progression-Free Survival in
Unresectable Stage Il NSCLC Patients
Treated with Durvalumab After
Chemoradiotherapy

Nicolas Girard,! Hans J M. Smit,? Anne Sibllle,* Flona McDonaid * Frangoise Mornex *

Marina C. Garassino,* Andrea Riccardo Filippi.” Solange Peters * John K. Field,? Daniel C
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PACIFIC-R: un estudio internacional, observacional

Fecha indice
v
Inicio de durvalumab
(10makg IV Q2W)
hasta
ol EAP
(Sept 2017 a
Dic 2018)

Datos extraidos de la historia clinica de los pacientes: recopilacion de

datos retrospectivos en diferentes momentos

v

v v v v
Observacion durante 5 afos para evaluar la evolucion de la enfermedad

Dic 2018 a Jul a Oct Estimado
Ago 2020 2020 4to trimestre 2021 a
1er trimestre 2022

Estimado
4to trimestre 2023

Consentimiento Suficientes Suficientes Suficiente Fin del
inicial eventos de SLP ll eventos de SG il madurez de SG 5° afio |

(Opcional)

Principales: SLP
evaluada por el
iInvestigador, SG

Secundarios clave:
demograficos,
caracteristicas de la
enfermedad; terapsa
previa, SLP/SG segin
subrgrupos, EAE!

» 1399 pacientes incluidos en el conjunto de anélisis completo (FAS) de 290 centros activos en 11 paises participantes
- Francia (n=342), Espana (244)7, Australia (165), Paises Bajos (155), Bélgica (118), Italia (116), Israel (92), Alemania (62),
Reino Unido (54), Noruega (36) y Suiza (15)

Durvalumab Treatment

Discontinuation

Discontinuation

FAS (N=1,399) reason, n (%)*

Median time from durva.
start to discontinuation

Patient decision 20(1.4) 6 1 months
AE 233 (16.7) 2.8 months
Completed treatment? 659 (47 1) 12.0 months
Disease progression 377 (26.9) 5.1 months
Death 21 (1.5) 1.9 months

=  Pneumonitis/interstitial lung disease (ILD) was
the most common AE leading to (% of FAS):

— Permanent discontinuation: 133 (9.5%)*

— Temporary interruption: 73 (5.2%)*

Pneumonitis/ILD

FAS
(N=1,399)
Patients with any pneumonitis/ILD, n (%)$ 250 (17.9)
Mild event? 56 (4.0)
Moderate eventl 118 (8.4)
Severe event’ 41 (2.9)
Life-threatening or fatal event? 5(04)

in 71.3% of events#

= Median time to onset of pneumonitis/ILD from
durvalumab initiation: 2.5 months

= Corticosteroid administration was required

[ Objetivos del estudio
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- Long-Term Results of NRG Oncology RTOG 0617:
Standard- Versus High-Dose Chemoradiotherapy
- With or Without Cetuximab for Unresectable

= Stage Il Non-Small-Cell Lung Cancer

© JeMwy D Bardhey, ND'; Chn Hy, PED™%; Ritwio H, Kooabl, MD*; Gregory A, Maiters, NDY. Geogge R, Blamemchain, N,
Shement £ Schile, ND*; Jeffroy A. Bagant, MD¥: Kensath M. Faewe, FHO%; Anthory M. Maghacco, ND*; Vivek 5, Kaadi, MD™
Sanr Neapan, MD'5, Poneeth lyengar, MD'. Chiford G Rebiraon, MOF, Raymand B. Wnn, MD* Chratopber D. Koprowskd, MD*%;
Michael R. Otson, MD'; Jante Meng, M0Y; Redecca Pandu, BS; Walter J. Cueran Jr, MO'; and Hak Chey, MOV

Inoperable stage || NSCLC
Concurrent Radio-chemotherapy (Carbo — Taxol)

RCHT RCHT + Cetuximab

Bradiey Lancet Oncol 2015

TABLE 3, Patterns of Faiure 31 5 Yeans

Neg cancer
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Standard Dose (60 Gy) High Dose (74 Gy)
Failure Patiern Failed, % (35% CI) No. at Risk Failed, % {35% CI No. at Risk P
Loca B2317 U8 4 457 (38710524) 2 07
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Impact of Intensity-Modulated Radiation Therapy Technique
for Locally Advanced Non—Small-Cell Lung Cancer: A
Secondary Analysis of the NRG Oncology RTOG 0617
Randomized Clinical Trial

Stephen G, Chun, Chen Hu, Hak Choy, Ritsuke U. Komaki, Robert D. Timmerman, Steven E. Schild,

Table 3. Outcomes at 2 Years by Radiation Therapy Technique Table 4. CTCAE = Grade 3 Radiation-Related Adverse Events of
3D-CRT and IMRT
Outcome 3D-CRT, % (95% Cll IMRT, % (95% Cl) P = Grade 3 Toxicity 3D-CRT, % (No)  IMRT, % (No.) P
Overall survival 494 (42910 55.5) 53.2 (46.4t059.6) .597 No. of patient 254 228
Progression-free survival  27.0 (21.5t032.7) 252 (19.7 t0o 31.1) .59 I Pneumonitis 7.9 (20) 3.5 (8) .039]
Local failure 37.1 (31.01043.1) 30.8(248t0369) .498 VSOD hag IS/aysphagia -4 (39) 3.2 (30) 034
. eight loss 2.8 (7 3.9 (9 419
Distant metastases 496 (43210 558) 459 (39.21t0523) .661 T R T CET i
NOTE. Pvalues from a two-sided log-rank test stratified by radiation therapy NOTE. P values from a Cochran-Mantel-Haenszel test stratified by radiation
dose level (60 v 74 Gy). therapy dose level (60 v 74 Gy) and cetuximab random assignment.
Abbreviations: 3D-CRT, three-dimensional conformal external beam radiation Abbreviations: 3D-CRT, three-dimensional conformal external beam radiation
therapy; IMRT, intensity-modulated radiation therapy. therapy; CTCAE, Common Terminology Criteria for Adverse Events (version 3);
: ? IMRT, intensity-modulated radiation therapy.




PRESTAMOS SUFICIENTE ATENCION AL CORAZON: =

« Hay un interés creciente debido a los resultados del Min dose to S signifcanty
estudio RTOG 0617 en el que la dosis en corazén fue un ot
factor predictor de supervivencia (p< 0,001). La IMRTse
asocio a unas dosis menores en corazon (p< 0,05) |

Cardiac Toxicity of Thoracic Radiotherapy:

Existing Evidence and Future Directions

Kathryn Banfill, MBChB,*-™* Meredith Giuliani, PhD,“ Marianne Aznar, PhD,’
Kevin Franks, MBChB,*" Alan McWilliam, PhD,”" Matthias Schmitt, PhD,®

Fei Sun, MBBS,*'" Marie Catherine Vozenin, PhD,” Corinne Faivre Finn, PhD,?
behalf of the IASLC Advanced Radiation Technology committee

JAMA Oncology | Original Investigation
Association of Sinoatrial Node Radiation Dose

With Atrial Fibrillation and Mortality in Patients With Lung Cancer

[T

108 f base of heart dose >8.5Gy™

108 If PA VE0OGy >BD%™
assoclated with non-specific
LOSH>2.2% of LA wall
recelved »63Gy

LA dose associated with ECG
changes*

to LA significantly associated

with non-cancer death**
Pericardial V30 229%

associated with worse
(}SM

Max dose to RA, AV and
RCA >19,5Gy associsted
with warse OS"

Dose to LAD, LV and RV
significantly associated
with CE in patients with
1+

LV V5Gy and V30Gy
associated with symptomanc

Bilateral ventricie max dose
CE in patients with IHD™

significantly associated with
non-cancer death™

Figure 2. Cardiac substructures found to be significantly associated with cardiac events or overall survival in prospective and
retrospectives studies. Labels in black reveal studies using standard fractionation, those in red reveal studies using hypo-
fractionated radiotherapy, and those in blue reveal studies using SABR. AV, aortic valve; CE, cardiac events; ECG, electro-
cardiogram; IHD, ischemic heart disease; LA, left atrium; LAD, left anterior descending coronary artery; LV, left ventricle; OS,
overall survival; PA, pulmonary artery; RA, right atrium; RCA, right coronary artery; RV, right ventncle; SABR, stereotactic
ablative body radiotherapy; SVC, superior vena cava; V30, volume of heart receiving greater than or equal to 30 Gy; V40,
volume of heart receiving greater than or equal to 40 Gy; V5, volume of heart receiving greater than or equal to 5 Gy.

MAS PARAMETROS DOSIMETRICOS CARDIACOS: V5,

V30, V40, DOSIS MEDIA
PARAMETROS EN SUBESTRUCTURAS CARDIACAS
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Demystifying the Results of RTOG 0617:
Identification of Dose Sensitive Cardiac Subregions
Associated With Overall Survival
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Meeting Abstract | 2021 ASCO Annual Meeting 1
: ESCA LAM OS DOS I S LUNG CANCER-—NON-SMALL CELL LOCAL-REGIONAL/SMALL CELL/OTHER THORACIC CANCERS 'j
(& NRG-RTOG 1106/ACRIN 6697: A phase IIR trial of GecCcp
D E OTRA MAN E RA? standard versus adaptive (mid-treatment PET-based) Neg comcer
y chemoradiotherapy for stage III NSCLC—Results and
comparison to NRG-RTOG 0617 (non-personalized RT
dose escalation).

RO617

NRG-RTOG 1106 / ECOG-ACRIN 6697

Study of Adaptive, ‘Dose-dense’ Chemo-RT: General Design o

3-yr OS

T Continue 3-yr Local-regional failure
[ Std. Chemo-RT } : [ Std. Chemo-RT ] (institution reported) et SiEL b Sl

_ ‘ o F
(50 Gy/S wks PR
3 i ,V/ s) (10 Gy/1wk) 0 2-yr In-field primary tumor
Sl T 3 it S Gk R (e g L local control (institution NS NS 58.5% 75.6%
-ligibility RI. 1 e, reported)
S nars < llAvs. B L
Assessment 8l & T.cive e : . .
including & Histology 2 (0] 2-yr In-field local-regional
Pre-treatment T . W control (institution NS NS 55.6% 66.3%
FDG-PET/CT | S reported)
n e Adaptive u B
ACC S em Chemo-RT P Cardiac event Grade 3+
Y (46.2 Gy/4 wks) (up o 34.2 Gy/2 wks) lerude %) 17.9% 19.8% 2.6% 1.3%
— N=117 it {up to34.2 Gy/2 wks
Plmonary foiiclty  Grade 20.6% 19.3% 14.3% 23.8%
3+ (crude %)
Esophagitis Grade 3+ (crude 5.0% 17.4% 7 9% 3.8%

%)

© 2021 by American Society of Clinical Oncology

CONCLUSIONES:
No se mejora el control locorregional con escalada dosis
La escalada dosis no genera una toxicidad mayor
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"SE-FDG-PET guided vs whole tumour radiotherapy dose escalation in )
patients with locally advanced non-small cell lung cancer (PET-Boost): 5=
Results from a randomised clinical trial

Saskia A. Cooke ", Dirk de Ruysscher”, Bart Reymen ", Maarten Lambrecht *, Gitte Fredberg Persson ™',
Corinne Faivre-Finn ", Edith M.T, Dieleman . Rolf Lewensohn ", Judi N.A. van Diessen®, Karolina Sikorska ',
Ferry Lalezari ™, Wouter Vogel ", Wouter van Elmpt ", Eugéne M.F. Damen *, Jan-Jakob Sonke *,

losé S.A. Belderbos ™*

Patients with inoperable, stage IlI-1ll NSCLC were
randomised (1:1) to receive dose-escalated
radiotherapy to the whole primary tumour or a
PET-defined subvolume, in 24 fractions.

Median dose/fraction to the boosted
volume was 3.30 Gy in the whole tumour group,
and 3.50 Gy in the PET-subvolume group

150 paticats earolled and assessed
foe cligibality dose escalation

43 meligible
21 dose esc. imited by GAR ooustr
16 50 Jomger met chigihility ertersa”

3 Jogstc reasons”
2 Ged suddenly
! | eknon
107 randomised
|
: v
54 doseescalation 33 dosecscalabon
whole tumoar (ITT) PET-subvolume (ITT)
4 RT not completed according to 5 RT not campleted according to
protocol protocol
| RT planning protocol violation || = 2 mterruption OTT > 40 days
I imterruption OTT > 40 days 2 died
| rapid progression first CBCT L ART due to lumour regression
I e to sdverse event!
v i
50 completed RT per-protocol 48 completed R per-protocol
v v
54 included m analysis 53 included in anabysis
v 1
25 censored for FFLF < lsyear 26 censored for FFLF < l-year
13 diod without 1-year evaluation 21 deed without 1-year evaluation
4 incomplete follow-up in CR 3 incomplete follow=up in CR
3 underwent surgery | underwent surgery
3 primery tumour 2 |-year not evalusble! | primery tumotr at |-year not evaluable!
2 lost to follow=up
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"SE-FDG-PET guided vs whole tumour radiotherapy dose escalation in )
patients with locally advanced non-small cell lung cancer (PET-Boost): &=
Results from a randomised clinical trial

Saskia A. Cooke ", Dirk de Ruysscher”, Bart Reymen ", Maarten Lambrecht *", Gitte Fredberg Persson
Coninne Fawvre-Finn ", Edith M.T, Dieleman’, Rolf Lewensohn ™, Judi N.A. van Diessen”, Karolina Sikorska ',

Ferry Lalezanri "', Wouter Vogel ", Wouter van Elmpt ", Eugéne M.F. Damen“, Jan-Jakob Senke °,
losé S.A. Belderbos”

59.4 Gy

80 Gy
85 Gy

Fig. 1. Panel A shows a dose distribution for escalation to the primary tumour as a whole (PTV,,;,,, in blue). Panel B shows a dose distribution escalation to the PET-subvolume
(PTVpgr in green, >50% SUV,, .. on patients’ pre-treatment '®*F-FDG-PET/CT) within the primary tumour for the same patient. The two plans were required to have an equal
mean lung dose, delivering 24 fractions in the range of 3.0-5.4 Gy, determined by predefined organ at risk constraints. As the PET-subvolume is generally smaller than the
whole tumour, the fraction dose in this plan could generally be escalated higher before reaching the same mean lung dose. Lymph nodes (PTV,, in pink) did not receive a dose
escalation, but were planned to receive 66 Gy in the same 24 fractions. Organ at risk constraints were prioritised over fraction dose escalation. The mediastinal envelope plus
a 5 mm margin, used as planning risk volume, is represented by the salmon line. PTV=planning target volume.
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Figure 1: Study design
[*F]FDG-[*F]flucrodeaxyglucose. NSCLC-non-small-cell lung cancer.
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Figure 3: Progression-free survival (A) and overall survival (B) from

randomisation

The median progression-free survival was 22-3 months (95% CIl 14-8-33-7)
in group A and 12-3 months (9-4-23-3) in group B (figure 3A). 15-month
local control rate was still 71:4% in the group of patients who did not
receive durvalumab

The median overall survival was not reached (NR; 95% CIl 40-9—NR) in
group A, and was 43-3 months (33:4—-NR) in group B, with a 39-month
overall survival of 67-8% (95% CI 53-9-78-3) in group A and 55-8% (43-0—
66-8) in group B (figure 3B).

TOXICIDAD SIMILAR ENTRE GRUPOS,
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¢ Y S| UNA CLAVE ES LA RADIOSENSIBILIDAD? Gecp

NRG-RTOG 0617 Validates ERCC1/2 Genotypic Signature as a Radiosensitivity Biomarker
for Tumor and Normal Tissues in Non-Small Cell Lung Cancer Patients

Un analisis genético de 321 pacientes incluidos en el estudio RTOG 0617 para validar a ERCC1 and ERCC2 como
biomarcadores de radiosensibilidad para tumor y tejidos sanos

Hasta 275 pacientes tenian expresion tanto de ERCC1 como de ERCC2

De los 163 pacientes asignados al brazo de 60 Gy, 67 ptes tenian el genotipo resistente, con una mediana de
supervivencia (SM) de 22 meses comparado con el genotipo radiosensible con SM 31 meses

De los 112 ptes del grupo de 74 Gy, 36 tenian genotipo resistente, SM 31 meses, mientras que genotipo sensible
SM 20 meses

Son necesarios estudios prospectivos para determinar si se puede realizar una prescripcion de radioterapia
personalizada en funcidn de la firma genética del paciente
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SBRT

Stereotactic body radiotherapy (SBRT), también conocida como
stereotactic ablative radiotherapy (SART)

Esta indicada en lesiones de un determinado tamafio (generalmente de
hasta 5-7 cm).

Se realiza en muy pocas sesiones, generalmente entre 3y 5
Logra un altisimo control local de la lesion, debido fundamentalmente a la
alta dosis biologica equivalente administrada (>100 Gy vs 60-70 Gy RTE

convencional)

Efecto abscopal
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AMERICAN SOCIETY FOR THERAPEUTIC RADIOLOGY AND ONCOLOGY (ASTRO)
AND AMERICAN COLLEGE OF RADIOLOGY (ACR) PRACTICE GUIDELINE FOR THE
PERFORMANCE OF STEREOTACTIC BODY RADIATION THERAPY

Loves Porrems, MDD, " Brian Kavasaon, M.D! JTases M. Garvix, D.Se .t Tames M. Hever, PruDY
Noma A, Jasuan, MDY Davio A. Larsox, M.D.. Pr.D,.** Msesu P, Mora, MDD
Sasut Ryt MLDUY Micsast Steasmeseo, MDY Rosesr Tistaesoean, MDY
Janiss S Wiass, MLDL " ano Sumn A, Rosisra, MDD

Stereotactic body radiation therapy (SBRT) is an external
beam radiation therapy method used to very precisely deliver
a high dose of radiation to an extracranial target within the
body, using either a single dose or a small number of frac-
tions. Specialized treatment planning results in high target
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COMO TRATAMIENTO RADICAL.: Boost para aumentar dosis ¢hay que aumentar siempre dosis? Busqueda de tratamientos
personalizadas con dosis personalizadas

COMO TRATAMIENTO NEOADYUVANTE: Dosis mas bajas, equilibrio entre la mayor muerte celular tumoral y la citolisis
linfocitaria




SBRT TUMORES PERIFERICOS cecP

Aortic arcn

|

Peripheral | ' Peripheral

Numerosos estudios muestran una alta tasa de control local (LC): 90% a
3-5 anos y una supervivencia global (SG) del 55-60% a 3 ainos, y una
bajisima toxicidad



Estudios prospecuvos

Baumann
2009

[ Timmerman
2010

Ricardi
2010

Bral
2011

Nagata
2012

Nagata
2015

Fase I/ Estadio |
NSCLC

RTOG Fase Il
T1-2NOMO
(localizacion
periférica)

Fasell/ Estadio |

Fase 11/ T1-3NOMO

Fase ||/Estadio |
inoperable

Fase |I/Estadio |
inoperable

55

62

40

100

100

45Gy:15 Gy x 3 35 meses
(Isodosis 67%)

54Gy:18 Gy x 3 34,4 meses
(prescripcion
inicial 60 Gy)

45Gy:15Gy x 3 28 meses

60Gy:20Gy x 3 16 meses
60Gy: 15Gy x 4

48Gy:12 Gy x4 46.8 meses
Isocentro

43Gy:12 Gy x4 58 meses
isocentro

3 aflos-CL: 92%
3 afios-SCE: 88%
3 aflos-SG: 60%

3 afios-CL: 97,6%
3 aflos-SLE: 48,3%
3 anos-5G: 55,8%

3 afios-CL: 87,8%
3 afios-SCE: 72,5%
3 21105-5G: 57,1%

2 anos-CL: 84%
2 afios-SCE: 64%
2 aflos-5G: 52%

3 afi05-5G 59.9%
3 aflos-SLE 49.8%

5 afos-5G 42.8%

CLINICAL ASSESSMENT  PRETREATMENT EVALUATION®

« PFTs (if not previously
done)
* Bronchoscopy
S A gondd.rmloglc
(peripheral T1ab, NO) mediastinal lymph node
evaluation™
« FDG PETICT scan (if not
previously done)
* PFTs (if not previously
Stage IB done)
(peripheral T2a, NO) * Bronchoscopy
1 -Paﬂ\olodcmdhulnal
(central T1ab-T2a, N0O) lymph node evaluation”
Stage Il * FDG PETICT scanl (if not
(Tab-2ab, N1; T2b, NO)| | previously done)
Stage IIB (T3, NO)® » Brain MRI with contrast
Stage lA (T3, N1) (Stage I, HA)

(Stage IB [optional])

I

mediastinal

o
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}—‘ See Stage lIlA (NSCL-7) or Stage lliB (NSCL-11)




Bronchial tree anatomy

Location of larynx

— ——————————— Thyroid cartilage
———— Cricoid cartilage

Upper lobe T —— Tracheal cartilage

___— Upper lcbe
Right primary __
bronchus =
——— Left primary
bronchus

— Bronchicles

Lower
lobe

I —_— Defines zone of the proximal bronchial tree ]

Reproduced with permission from: Porth, ChM. Pathophysiclogy Corncepts of Aftered
Health States, Seventh Edition. Philadeiphia: Lippincott Williams & Wiltkins, 2005.
Copyright © 2005 Lippincott Williams & Wilkins.

“Central”:

SBRT EN TUM

CENTRALES

Most common definition/RTOG:
Tumor within 2 cm radius in all

directions from the proximal
bronchial tree (PBT):

— Distal 2 cm of Trachea, Carina
— Right & left mainstem bronchi

— Right: upper lobe, bronchus
intermedius, middle lobe,
lower lobe bronchus

— Left: upper lobe, lingular
bronchus, lower lobe bronchus

Other definitions: within 2 cm of
any mediastinal critical structure
(bronchi, esophagus, heart & major
vessels etc.)
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SBR-I- TU MORES CENTRALES EORTC 22113-08113 LungTech phase Il trial results. J Thorac Oncol G ecm:'p‘

2024;19:1297-1309

ORIGINAL ARTICLE
" ‘ Stereotactic Body Radiotherapy for Centrally
Located Inoperable Early-Stage NSCLC: EORTC
b Ultracentral tumor 22113-08113 LungTech Phase Il Trial Results
Antonin Levy, MD, PhD,” Sonja Adebahr, MD,"* Coen Hurkmans, PhD,”
. ‘,“ va.‘] : y
U’ /Q\ !
f \‘/\‘ “
:' e % Patients with inoperable non-metastatic central NSCLC (T1-T3 NO M0, 7cm) were included.
‘ After prospective central imaging review and radiation therapy quality assurance for any
£ B eligible patient, SBRT (8 x 7.5 Gy) was delivered. The primary endpoint was freedom from

local progression probability three years after the start of SBRT.

Median age 75 years.

Median tumor size was 2.6 cm (range 1.2-5.5) and most cancers were T1 (51.6%) or T2a
(38.7%) NO MO and of squamous cell origin (48.4%).

Six patients (19.4%) had an ultracentral tumor location. The median follow-up was 3.6
years.

The rates of 3-year freedom from local progression and overall survival were 81.5%
and 61.1% respectively.

SBRT-related acute adverse events and late adverse events G3 were reported in 6.5%
(n =2, including one G5 pneumonitis in a patient with prior interstitial lung disease) and
19.4% respectively
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Pembrolizumab with or without radiotherapy for metastatic
non-small-cell lung cancer: a pooled analysis of two

randomised trials

Willemijn S M E Theelen®, Dawei Chen®, Vivek Verma, Brian P Hobbs, Heike M L Peulen, Joachim G )V Aerts, Idris Bahce, Anna Larissa N Niemneijer,
Joe Y Chang, Patricia M de Groot, Quynh-Nhu Nguyen, Nathan | Comeaus, George R Simon, Ferdinandos Skoulidis, Steven H Lin, Kewen He,
Rashal Patel, john Heymach{, Paul Baast, James W Welsht

Lancet Respir Med 2020;
9: 467-75
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In the PEMBRO-RT trial, the first dose of pembrolizumab was given sequentially less than 1 week after the last dose of
radiotherapy (24 Gy in three fractions), whereas in the MDACC trial, pembrolizumab was given concurrently with the
first dose of radiotherapy (50 Gy in four fractions or 45 Gy in 15 fractions). Only unirradiated lesions were measured
for response. The endpoints for this pooled analysis were best out-of-field (abscopal) response rate (ARR), best abscopal
disease control rate (ACR), ARR at 12 weeks, ACR at 12 weeks, progression-free survival, and overall survival.

MDACC

| 100 assessed for eligibility

I

28 excluded

15 did not meet inclusive criteria
11 withdrew consent
2 financial clearance

A

| 72 tumour characteristics

assessed l

v

38 lung or liver tumour not amenable to
stereotactic radiation therapy

|
v v

.

34 lung or liver tumour amenable to
stereotactic radiation therapy

|
. v

PEMBRO-RT

| 92 assessed for eligibility

16 excluded

13 did not meet inclusive
criteria
3Fwithdrew consent

Y

76 tumour characteristics assessed

v

v

18 randomised to
pembrolizumab
alone

20 randomised to
pembrolizumab plus
radiotherapy (45 Gy
in 15 fractions)

16 randomised to

18 randomised to
pembrolizumab plus pembrolizumab alone
radiotherapy (50 Gy

in four fractions)

40 randomised to
pembrolizumab alone

36 randomised to

pembrolizumab plus
radiotherapy (24 Gy
in three fractions)

; v
é 72 In pembrolizumab plus 76 In pembrolizumab
s 2 2 1 e 0 » radiotherapy cohort alone cohort (ITT
(ITT population) population)
£

............................................................................................




Pembrolizumab  Pembrolizumab Number  Odds ratio P value

alone (Nw76) plus radiotherapy needed (95% Cl) .5
(n=72) to troat
Best overall response G e C p
Abscopal response rate  15/76 (19-7%) 30/72 (41:7%) 2-00 2:96 (1-42-6-20) 0-0039 Nl
Abscopal control rate 33/76 (43-4%) 47172 (65-3%) 4-58 2:51(1-28-4.91) 0:0071 TR
PD-L1 status
<1% 6/36 (16.7%) 11/29 (37-9%) 469 300 (0:96-10.00) 0.080
1-49% 3/14 (21-4%) 9/19 (47-4%) 3-85 3:30(0-96-16:70) ©0-16
=50% 5/15 (33-3%) 6/13 (46-2%) 16-13 1-72 (0-37-7-69) 070
Objective response at 12 weeks
Abscopal response rate  14/76 (18.4%) 25/72 (34:7%) 526 1.95 (0.91-4-20) 0.086
Abscopal control rate 29/76 (38:2%)  45/72(62:5%) 409 271 (1.39-5:28) 0:0033

Data are n (%), unless otherwise stated.

Table 2: Response to treatment

A Pembrolizumab alone
100 - -" Pembrolizumab plus radiotherapy
Pembrolizumab with or without radiotherapy for metastatic R R\
- B 1\1
non-small-cell lung cancer: a pooled analysis of two E P \“11
A "
: : &= : \ HR 0.67 (95% €1 0-45-0-99), p=0.045
randomised trials E oaod e e
Q Ty L_x.a—_u_L{“ \
Willemijn S M E Theelen®, Dawei Chen®, Vivek Verma, Brian P Hobbs, Heike M U Peulen, Joachim G )V Aerts, Idris Bahce, Anna Larissa N Niemeijer, g 20+ ™ "'_TL_‘_‘”‘._R ol iy trreTraa
Joe Y Chang, Patricia M de Groot, Quynh-Nhu Nguyen, Nathan | Comeaux, George R Simon, Ferdinandos Skoulidis, Steven H Lin, Kewen He,
Roshal Patel, john Heymach{, Paul Baast, James W Welsh1 o S é 1|2 1'8 2:4 3-0 3'6 4:2

Number at risk

(number censored)
Pembrolizumab alone 76 (0)  30(7) 20(9) 17 (11) 9(14) 5(17) 3(19) 2(21)
Pembrolizumab plus radiotherapy 72 (0) 53 (2) 28 (5) 25(7) 11(14) 8(16) 4(20) 3(21)

B
100 “ Wy
‘K“L—‘Lk
& 8o 0 \4‘_:‘_‘"\_' HR 0.67 (95% €1 0.54-0.84), p»0-0004
- "
£ oo ey
2 l-\““ . l‘t“7
g il i Ly ey ek e | 1 U
— ‘ Z
20~
!
o | 1 U | 1 U
o é 12 18 24 30 36 42

Nirnbar st:itok Time since randomisation (months)

(number censored)
Pembrolizumab alone 76 (0) 54 (0) 33 (1) 26(2) 18(5) 15(5) 6 (14) 2(17)
Pembrolizumab plus radiotherapy 72 (0) 63 (1) 49 (1) 40 (1) 29 (4) 23(7) 7(12) 5(14)

Figure 2: Kaplan-Meier analysis of progression-free survival (A) and overall survival (B)
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Pembrolizumab with or without radiotherapy for metastatic
non-small-cell lung cancer: a pooled analysis of two
randomised trials

Willemijn S M E Theelen”, Dawei Chen®, Vivek Verma, Brian P Hobbs, Heike M U Peulen, Joachim G )V Aerts, Idris Bahce, Anna Larissa N Niemeijer,
Joe Y Chang, Patricia M de Groot, Quynh-Nhu Nguyen, Nathan | Comeaux, George R Simon, Ferdinandos Skoulidis, Steven H Lin, Kewen He,
Rashal Patel, john Heymach, Paul Baast, james W Welsh1
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Pembrofzumab  Pembrolizumab HR(95% CI) Pembrofizumab  Pembrolizvmab  pvalue

plus radiotherapy  alone phisradiotherapy  2lone

(n/N) (niN)
Age, years
263 303 436 0:57(030-103) —- 141{94-209) 671181207 o080
<65 w7 20/40 073{041-128) - 67(5679) 4602464 o3
Gender
Male 3R 33483 055{031-048) —4— 102(47-178) 61(2482) 0032
Female 230 n33 078{050-168) —+ 68(4591) 49135632 078
Histological features
Norr-squamous cell 7 513 068 (0-44-2.03) -+ 79(51+102) 45(2860) 0054
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1 2830 3041 072 (042-1:26) —r T4{41106) 50{13-84} 03
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Previous radiotherapy
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No 336 237 062{0.37-101) -+ 96(34157) 470875) 003
PD-L1status
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Pembrolizumab with or without radiotherapy for metastatic i

: -
non-small-cell lung cancer: a pooled analysis of two GecpP
randomised trials il

Willemijn S M E Theelen®, Dawei Chen®, Vivek Verma, Brian P Hobbs, Heike M U Peulen, Joachim G )V Aerts, Idris Bahce, Anna Larissa N Niemeijer,
Joe Y Chang, Patricia M de Groot, Quynh-Nhu Nguyen, Nathan | Comeausx, George R Simon, Ferdinandos Skoulidis, Steven H Lin, Kewen He,
Rashal Patel, fjohn Heymach{, Paul Baast, James W Welsh1

Univariate Multivariable progression-free Univariate Multivariable overall survival
progression-free  survival overall survival
survival (p value) (pvalue)
Hazard ratio (95% Cl)  pvalve Hazard ratio (95% Cl) pvalve
PD-L1 status 011 - 0-091 -
0% - 1 (ref) 1 (ref)
1-49% - 1.04 (0-56-1.92) 091 - 0-73 (0-42-1-27) 0-26
=50% - 0-83 (0-40-1.72) 0-62 - 0:53(0:29-1-12) 0-090
Treatment 0-030 = - 0-032
Pembrolizumab alone - 1 (ref) - - 1 (ref)
Pembrolizumab plus radiotherapy - 098 (0-43-1-53) 057 . 116 (0.72-2-39) 033
(45 Gy in 15 fractions)
Pembrolizumab plus radiotherapy = 0-76 (0-46-1-09) 0-083 - 0-84 (0-53-1:43) 0-14
(24 Gy inthree fractions)
Pembrolizumab plus radiotherapy - 0-67 (0-36-0-98) 0-042 - 0-82 (0-:34-1-87) 0-23
(50 Gy in four fractions)
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Effect of Pembrolizumab After Stereotactic Body
Radiotherapy vs Pembrolizumab Alone on Tumor Response
in Patients With Advanced Non-Small Cell Lung Cancer
Results of the PEMBRO-RT Phase 2 Randomized Clinical Trial

Wilisemiin 5. M. E. Thaclon, MD; Helke M. U Poulon, MD, PhD; Ferry Lakazan, MD; Vincent van dar Noart, PhD;
Jolyge £ de Vries, PO Joachim G 1 V. Aerts, MOL PHhD: Daphine W. Dumoulin, MOD: sdris Bahce. MO, PhO;
Anna-Lanssa N Niematjer, MD; Adrianus ) de Langen, MO, PhD; Kim Monkhorst, MO, PhD; Paul Baas. MD, PhD

INTERVENTIONS Pembrolizumab (200 mg/kg every 3 weeks) either alone (control arm) or
after radiotherapy (3 doses of 8 Gy) (experimental arm) to a single tumor site until confirmed
radiographic progression, unacceptable toxic effects, investigator decision, patient
withdrawal of consent, or a maximum of 24 months.

Figure 1. CONSORT Diagram

92 Patients assessed for eligibility

14 Excluded
13 Did not meet eligibility
criteria
1 Withdrew consent
e
<78 Randomizetj(\
/// Sk T TG

" \
40 Randomized to intention-to-treat 38 Randomized to intention-to-treat
control arm experimental arm

— 2 Withdrew consent

v v
37 Received pembrolizumab alone 35 Rec_eived pembrolizumab after
3 Did not receive pembrolizumab radiotherapy
2 Developed brain metastasis 1 Did not receive pembrolizumab
1 Exhibited clinical deterioration 1 Developed brain metastasis

| !

[ 40 Included in analysis l | 36 Included in analysis |

JAMA Oncol. 2019;5(9):1276-1282.
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Table. Response to Treatment

Experimental Arm, Control Arm,
No./Total No. (%) No./Total No. (%)
Response (n=36)* (n = 40)®
Best overall response, No.
Complete response 3 1
Partial response 14 8
Stable disease 9 10
Progressive disease 10 21
brbjedive response rate at 12 wk
Overall® 13/36 (36) 7/40 (18)
PD-L1TPS, %
0 4/18 (22) 1/25 (4)
1-49 3/8(38) 3/8 (38)
=50 6/10 (60) 3/5 (60)
Disease control rate at 12 wk? : 2_3'/736 (64) 16/40 (40)

Abbreviations: PD-L1, programmed death-ligand 1; TPS, tumor proportion score.
@ Patients who received pembrolizumab therapy after stereotactic body

radiotherapy.

b Patients who received pembrolizumab therapy alone.

cP= 07
dp=04.
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Effect of Pembrolizumab After Stereotactic Body
Radiotherapy vs Pembrolizumab Alone on Tumor Response
in Patients With Advanced Non-Small Cell Lung Cancer
Results of the PEMBRO-RT Phase 2 Randomized Clinical Trial

Willemin S. M. E. Theelen, MD; Heike M. U. Peuien, MD, PhD: Farry Lalezari, MD; Vincent van der Noort, PhD;
Jeltje F. de Vries, PhD: Joachim G. 1. V. Aerts, MD, PhD; Daphne W. Dumoulin. MD; Idris Bahce. MD. PhD:
Anna-Larissa N. Niemeljer, MD: Adrianus J. de Langen, MD. PhD: Kim Monkhorst, MD, PhD: Paul Baas, MD, PhD

JAMA Oncol. 2019;5(9):1276-1282.
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Median progression-free survival was 1.9 months (95%Cl, 1.7-6.9
months) vs 6.6 months (95%CI, 4.0-14.6 months) (hazard ratio, 0.71;
95%CI, 0.42-1.18; P =.19), and median overall survival was 7.6 months
(95%Cl, 6.0-13.9 months) vs 15.9 months (95%CI, 7.1 months to

not reached) (hazard ratio, 0.66; 95%CI, 0.37-1.18; P =.16). Subgroup
analyses showed the largest benefit from the addition of radiotherapy in
patients with PD-L1-negative tumors.

Figure 2. Progression-Free Survival in the Intent-to-Treat Population

Figure 3. Overall Survival in the Intent-to-Treat Population
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Original Article

Stereotactic ablative radiotherapy for locally advanced non-small cell lung | %&&
cancer: A systematic review and meta-analysis

Gustavo A. Viani>™ "', Andre G. Gouveia™"', Alexander V. Louie “, Fabio Arcidiacono’,

METAANALISIS DE SBRT EXCLUSIVA EN LA-NSCLC

A total of 7 studies (2014-2023), consisting of three prospective
phase Il trials and four retrospective studies, were included in our
analysis, encompassing the treatment outcomes of 268 patients
who were either unwilling or medically unfit to receive conventional
chemoradiation and underwent SABR for LA-NSCLC



Table 1

Characteristics of studies using SABR to treart locally advanced non-small cell lung cancer.

Author and Arcidiacono et al 2023  Cong et al 2019  Eriguchietal 2016  Karam etal 2014  Kubicek etal 2022  Naritaetal 2019  Parisi et al 2019 Gec P
Year ——c
Design Phll R R R Phll R PhIl
Patients 50 51 25 33 22 70 17
Median Age (range) 73 63 79 80 67 81 58
(45-88) (35-82) (60-86) (65-100) (46-91) (63-93) (43-69)
Female (%) 28 35 32 76 NR 29 24
Male (%) 72 65 68 24 NR 71 76
Stage
INIA/B (%) 40/34 NR 100/0 33/0 59/18 100/0 12/88
Nodal disease 54/12 33/33 0/0 36/3 59/9 0/0 65/35
N2/N3 %
Histology
SCC (%) 48 57 48 51 36 34 41
Adenocarcinoma (%) 52 35 28 33 54 29 59
Total dose 45 (T) 35 40 40 50 (T) 50 30(T)
in 5 fractions (Gy) 40 (N) 45 (N) 25 (N)
(median)
Median Fraction # (range) 5 5 5 7 5 5 5
(5) (4-6) (5-10) (5-10) (3-5) (5-10) (NR)
Median BED Gy10 85,5/72 59.5 72 77.8 100/85.5 100/72 48/37.5
(range) (59.5-115.5) (52.5-65.6) (72-100) (42.6-132) (72-180) (75-100) (45-72)
Medium Follow-up 38 17 28 9 23 25 87
in months

Abbreviations: BED, biological effective dose; NR, not reported; SCC, squamous cell carcinoma; Ph 11, Phase II study; R, Retrospective; N, involved node/s; T, primary

romne
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STUDIES ESTIMATE [CI85%) 1 0 2
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0 s
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Cong operosy  —+— 7 X7
Parisi 076[0560%6) —— 18
Kubicek 098[092100] 4 g g 05
OVRAL  080(053094,2=89%) <l 0 p5 40 60 80 100
J '
LOCAL CONTROL
40 60 80 100
05 08 1 BED Fig. 2. (a) Meta-analysis of 5 studies evaluating the overall survival at 1 year; 1

(b) meta-analysis of 5 studies evaluating the overall survival at 2 years.

Fig, 1. () Meta-analysis of 5 studies evaluating the Local control at 1 vear; 1 (b) metaregression demonstrating the linear relationship between the LC and BED.
Note: The circle sizes represent the weight of each study in the meta-regression analysis.
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Phase I trial

3 Stereotactic ablative radiotherapy after concomitant chemoradiotherapy
In non-small cell lung cancer: A TITE-CRM phase 1 trial

Jérme Doyen***, Michel Poudenx ™, Jocelyn Gal™, Josiane Otto*, Caroline Guerder,

26 ptes

RTE 46 Gy con RT3D

Distintos esquemas de SBRT (3 fracciones consecutivas, entre 7-12
Gy por fraccion)

Inicio SBRT a los 21 dias de media (10-58) de finalizar QTRT. Tto con
Cyberknife

BED medio 110 Gy (81.7 -125)

Hemoptisis fatal con 3 x 12 Gy. Se establece 3 x 11 Gy como dosis
recomendada

2ANOS: CL 70.3%, SLLR 55.5%, SLM 44.5%, OS 50.8%

SBRT como boost de RTE

Table 1
Patient demographics and treatment characteristics.

Demographic or clinical characteristic

No. of patients %

Median age, years
Median follow-up, months

Gender
Male
Female

Stage
]
A
1B
IV (oligometastatic disease)

Histology
Adenocardnoma
Squamous cell
Large cell ardnoma

Performance status
(1]
1
2

Chemotherapy
Cisplatin - docetaxel
Carboplatin - docetaxel

Three dimensional radiotherapy
Median tumor size
Median tumor volume
Median treatment duration
Total dose

Stereotactic body radiotherapy
Median tumor size
Median tumor volume
Median treatment duration
Dose level 1 (3 x 7 Gy)
Dose level 2 (3 x 8 Gy)
Dose level 3 (3 x 9QGy)
Dose level 4 (3 < 10 Gy)
Dose level 5 (3 < 11 Gy)
Dose level 6 (3 < 12 Gy)
Median isodose of prescription
Median number of beams
Median delay between 3DCRT and SABR

65.5 (46.7-81.1)
37.1 (1.7-60.7)

19 73.1%
r 4 26.9%
2 7.6%

14 53.8%
7 26.9%
3 11.7%
11 423%
13 50%

2 7.6%

6 23.1%
16 61.5%
4 15.4%
19 73.1%
7 26.9%

60 mm (31-106)
41 mL (5.6-194.9)
35 days (29-45)
46 Gy (all patients)

39.5 mm (0-55)
21.6 mL (1-115)
4 days (3-19)

3 patients

4 patients

3 patients

3 patients

9 patients

4 patients

80% (77-82)
148 (96-251)
21 days (10-58)




Primary lung tumour stereotactic body radiotherapy T

followed by concurrent mediastinal chemoradiotherapy and
adjuvant immunotherapy for locally advanced non-small-
cell lung cancer: a multicentre, single-arm, phase 2 trial

John H Heinzerling, Katheyn F Mileham, Myra M Robinson, james T Symanowski, Raghava R Indury, Gregory M Brouse, Christopher D Corsa,
Roshan S Prabhu, Daniel E Haggstrom, Benjamin | Moefler, William E Bobo, Carofina E Fasola, Vipul V Thakkar, Sridhar E Pal, Jenna M Gregory,
Sarah L Norek, Xhevahire | Begic, Aparna H Kesarwala, Stuart H Bueri, Charles B Simone 2nd

Participants received SBRT to the primary tumour (50-54 Gy in three to five fractions) followed by standard
radiotherapy (planned up to 60 Gy in 30 2 Gy fractions) to the involved lymph nodes with concurrent platinum
doublet chemotherapy (either paclitaxel 50 mg/m? intravenously plus carboplatin area under the curve
2 mg/mL per min every 7 days for a total of six 1-week cycles or etoposide 50 mg/m? intravenously on days 1-5 and

days 29-33 plus cisplatin 50 mg/m?2 intravenously on days 1, 8, 29, and 36 for two cycles of 4 weeks). An amendment
to the protocol (Dec 11, 2017) permitted the administration of consolidation durvalumab at the discretion of the

Dosimetric
Name of structure  parameter Per protocol
Lungs: IGTV V20 Gy <37%

Mean (Gy) <20
Spinal canal D0.03cc (Gy) <50
Heart V50% <40
Esophagus Mean (Gy) <34
Abbreviation: IGTV = Internal gross target volume.
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Primary lung tumour stereotactic body radiotherapy
followed by concurrent mediastinal chemoradiotherapy and
adjuvant immunotherapy for locally advanced non-small-
cell lung cancer: a multicentre, single-arm, phase 2 trial

John H Heinzerling, Katheyn F Mileham, Myra M Robinson, james T Symanowski, Raghava R Indury, Gregory M Brouse, Christopher D Corsa,
Roshan § Prabhu, Daniel E Haggstrom, Benjamin | Moefler, William E Bobo, Carofina £ Fasola, Vipu! V Thakkar, Sridhar E Pal, Jenna M Gregory,
Sarah L Norek, Xhevahire | Begic, Aparna H Kesarwala, Stuart H Burri, Charles B Simone 2nd

e

Testing the Addition of High Dose, Targeted Radiation to the Usual Treatment for Locally-Advanced
Inoperable Non-Small Cell Lung Cancer

ClinicalTrials.gov ID @ NCT05624996

Sponsor 0 NrG Oncology

Information provided by @ NRG Oncology (Responsible Party)
Last Update Posted @ 2025-11-10

At least one adverse event
Oesophagitis

Fatigue

Dysphagia

Nausea

Dyspnoea

Pneumonitis

Diarrhoea

Anorexia

Cough

Vomiting

Constipation

Dyspepsia

Non-cardiac chest pain
Decreased platelet count
Lung infection

Other respiratory, thoracic, or mediastinal disorder

Decreased neutrophil count
Hypokalaemia
Hypotension

Hyponatremia
Generalised muscle weakness

Decreased white blood cell count

Anaemia

Febrile neutropenia

Hypoxia

Decreased lymphocyte count
Sinus tachycardia

Cardiac chest pain

Gastritis

Increased lipase

Bronchial infection

Vascular access complication
Acute kidney injury
Respiratory failure

Grade 3 Grade 4 Grade 5

18 (30%) 4 (7%) 4 (7%)
1(2%) 0 o)
1 (2%) (s} 0
o O o
o 8} (8}
2 (3%) 0 1(2%)
2 (3%) 0 1(2%)
1(2%) o o
o o o
o o 0
o 0 (8]
o o 8]
o o )
o o )
1(2%) 1(2%) 0
2 (3%) 1 (29%) 1(2%)
1(2%) o 0
5 (8%) 4 (7%) o
1(2%) 0 (s}
1 (2%) 0 o
2 (3%) o 0
1(2%) o 0
4 (7%) 1(2%) o
4 (7%) o o
2 (3%) o (s}
2 (3%) o (8]
2 (3%) o 0
2 (3%) o 0
1 (2%) 0 0
1(2%) 0 0
1(29%) (6} o
1(2%) s} o
1(2%) o 0
o 1(2%) o
o o 2 (3%)
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= Study design

(5 [ Preoperative Stereotactic body radiotherapy and platinum-based doublet chemotherapy plus T Tlslellzumab i
(immunotherapy) for operable stage Il to Il EGFR wild-type NSCLC (SACTION-1 trial)

Key eliglbihty criteria: N=462 Interval <7 days

. —]{ SBRT8Gy'3d | |
*  Resectable stage II-IlIA or potentially J
resectable T3-4N2 /1B NSCLC

Adjuvant therapy per
physicians’ decision

(AJCC 8" edition) ( Tislelizumab 200mg, D1 + Carboplatin AUC=5, 2
°© Age218 D1 + Pemetrexed 500mg/m2, D1 (Adeno)or | EValuation | Scheduled operation
. — | within 4-6 weeks
* ECOGPS0-1 Nab-paclitaxel 260mg/m2, D1 (Squamous &
«  No known EGFR/ALK alteration _other subtypes) Q3W * 2 cycles ) following treatment

»Simon's optimal two-stage design, considering a threshold MPR rate of 30% and an expected MPR rate of
50%. If there were 19 or more MPRs in 46 patients, the null hypothesis can be rejected. a=0.05, p=0.20.

- ®MPR defined as the presence of 10% or fewer viable tumor in the primary tumor and resected lymph nodes.
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Primary & secondary endpoints

Major pathological response Pathological complete response

ITT population 35/46 (76.1%; 95% Cl 61.2-87.4%) 24/46 (52 2%, 95% Cl 36 9-67 1%)
Per-protocol population 35/44 (79.5%; 95% CI 64.7-90.2%)* 24/44 (54.5%; 95% CI 38.8-69.6%) " mm
Data are n/N (%). Cl: confidence interval. *4 non-MPR patients had oncogene events: one ALK+ postoperatively, one negative blood NGS but EGFR+ postoperatively, 1 ROS1+, and 1 KRAS+
MPR subgroup No. of events PCR subgroup No. of events : ;
Central vs. Peripheral s 26/28 vs. 9/18 Central vs. Peripheral rart 19/28 vs. 5/18 : .
Oncogene-Negative vs. Positive Pt 35/42 vs. 0/4 Oncogene-Negative vs. Positive —at— 24/42 vs. 0/4 .
-— — -4-- — G 3 )
'f PDL1>=1% vs. <1% e ] 20/27 vs. 15/19 | PDL1>=1%vs. <1% —_— | 13/27 vs. 11719 i
Sr:;;(-o-;-vs o sk re =t 33/40 vs. 2/6 Smoker vas Non-smoker r—at 23/40 vs. 1/6 ‘
Male vs. Female —— 33/42 vs. 2/4 Male vs. Female —— 23/42 vs. 1/4
|
Stage Il vs. Il - 27/38vs. 8/8 Stage lil vs. II »— 18/38vs. 6/8
SQCC vs. ADC rat 25/27 vs. 10/19 SQCC vs. ADC ——te 19/27 vs. 65/19
r — e I T T — A
-1 1 3 5 7 100 - 1 3 5 7 14
Odds Ratio Odds Ratio
2 4
The exact two-sided 95% Cls were measured by the Clopper-Pearson method.
congress
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Lancet Oncol 2021; 22: 824-35

Neoadjuvant durvalumab with or without stereotactic body
radiotherapy in patients with early-stage non-small-cell
lung cancer: a single-centre, randomised phase 2 trial

Nasser K Altorki, Timothy E McGraw, Alain C Borczuk, Ashish Saxena, Jeffrey L Port, Brendon M Stiles, Benjamin E Lee, Nicholas J Sanfilippo,
Ronald | Scheff, Bradley B Pua, James F Gruden, Paul ] Christos, Cathy Spinelli, Joyce Gakuria, Manik Uppal, Bhavneet Binder, Olivier Elemento,

KarlaV Ballman, Silvia C Formenti

Eligible patients were randomly assigned (1:1) to either neoadjuvant durvalumab
monotherapy or neoadjuvant durvalumab plus stereotactic body radiotherapy (8 Gy x 3

fractions)

All patients received two cycles of durvalumab 3 weeks apart

Those in the durvalumab plus radiotherapy group also received three consecutive daily fractions of
8 Gy stereotactic body radiotherapy delivered to the primary tumour immediately before the first

cycle of durvalumab.

The primary endpoint was major pathological response in the primary tumour.
(was defined as the presence of 10% or fewer viable tumour cells in the primary tumour).



Lancet Oncol 2021; 22: 824-35

Neoadjuvant durvalumab with or without stereotactic body
radiotherapy in patients with early-stage non-small-cell
lung cancer: a single-centre, randomised phase 2 trial

Nasser K Altorki, Timothy E McGraw, Alain C Borczuk, Ashish Saxena, Jeffrey L Port, Brendon M Stiles, Benjamin E Lee, Nicholas ) Sanfilippo,
Ronald| Scheff, Bradley B Pua, James F Gruden, Paul | Christos, Cathy Spinelli, Joyce Gakuria, Manik Uppal, Bhavneet Binder, Olivier Elemento,
KarlaV Ballman, Silvia CFormenti

06 patients screened

36 excluded

i 25 declined participation

2 screen failures

3 autoimmune disease or interstitial lung disease
& metastasis or coexisting cancer

h 4

60 randomly assigned

i

B

30 allocated to durvalumab monotherapy

30 allecated to durvalumab plus SBRT

B

B

30 received two necadjuvant durvalumab doses

27 received two necadjuvant durvalumab doses
3 received one necadjuvant durvalumab dose
1 pancreatitis
1 hepatitis
1 thrombocytopenia and fatigue

4

v

30 planned for resection

30 planned for resection

v

4 no surgical resection
3 not explored
1 refusal
1 stroke
1 bone metastasis
1 explored
1 pleural metastasis

4 no surgical resection
1 not explored
1 cardiopulmenary event
I  3explored
1 lung metastasis
1 plewral metastasis
1 aortic invasion

v

26 surgically resected

26 surgically resected

Figure 1: Trial profile
SBRT=sterectactic body radiotherapy.

Durvalumab Durvalumab
monotherapy plus SBRT group
group (n=30) (n=30)
Age, years 71.0(65-2-75.0) 70.0(64-2-74-0)
Sex
Male 16 (53%) 15 (50%)
Female 14 (47%) 15 (50%)
ECOG performance status
0 21 (70%) 23 (77%)
1 9 (30%) 7 (23%)
Smoking status
Current 7 (23%) 10 (33%)
Former 17 (57%) 16 (53%)
Never 6 (20%) 4 (13%)
Clinical stage
1A 3 (10%) 1(3%)
1B 8 (27%) 7(23%)
1A 1(3%) 6 (20%)
1B 4(13%) 4 (13%)
A 14 (47%) 12 (40%)
Invasive mediastinal staging 12 (40%) 13 (43%)
Cell type
Adenocarcinoma 16 (53%) 18 (60%)
Squamous 11 (37%) 12 (40%)
Sarcomatoid 1(3%) (s}
Not otherwise specified 2(7%) 0
PD-L1 expression status
>1% 13 (43%) 23 (77%)
<1% 15 (50%) 6 (20%)
Unknown 2(7%) 1(3%)
EGFR mutation
Positive 5(17%) 7 (23%)
Negative 25 (83%) 23 (77%)

Data are median (IQR) or n (%). ECOG=Eastern Cooperative Oncology Group.

SBRT=stereotactic body radiotherapy.

Table 1: Demographic and disease characteristics

[
GEeCP



Neoadjuvant durvalumab with or without stereotactic body Lancet Oncol 2021:22: 82435 -

P
e
. . . . - a e C p
A i - Major Complete a1 50
radiotherapy in patients with early-stage non-small-cell M | o
lung cancer: a single-centre, randomised phase 2 trial = =
g o g I p Durvalumab monotherapy (n=30)
. ) ) ) o ) ) 1B 1(3%)
Nasser K Altorki, Timothy E McGraw, Alain C Borczuk, Ashish Saxena, Jeffrey L Port, Brendon M Stiles, Benjamin E Lee, Nicholas J Sanfilippo, A 1(3%)
Ronald ) Scheff, Br(.ldl_ey BPua, }aqies F Gruden, Paul ] Christos, Cathy Spinelli, Joyce Gakuria, Manik Uppal, Bhavneet Binder, Olivier Elemento, Durvalumab plus SBRT (n=30)
KariaV Ballman, Silvia C Formenti
IA 1(3%) 0
] . . _ 1B 0 1(3%)
B Durvalumab monotherapy [ Wild-type EGFR ] PD-L1 expression <13%  [] PD-L1 expression not determined
B Durvalumab plus SBRT D Mutant EGFR [ PD-L1 expression =1% A 1(3%) 2(7%)
Durvalumab monotherapy (n=30) Durvalumab plus SBRT (n=30) IIB 2 (7%) 2 (7%)
) A 4(13%) 3(10%)
R i T T T i
cancer cells | | | | | | | | | | | | | | | Dataare n (%). SBRT=stereotactic body radiotherapy. * Excluding patients with
EfcEe g e EgCcEg e cCcEgggccegcCcEgceggccegsccegccocegdgcegoccegocEegsgce
. e e e e e e e e e e e e e e e e ] e e e e e P T e e o ] Table 2: Clinical stages in major and complete pathological responders
Durvalumab monotherapy Durvalumab plus SBRT
=
5 Radiographic ~ Major Radiographic ~ Major
g >0 response pathological response pathological
: n-30 response (n=2 n-30 response” (n-16
2 Stable disease 24 (80%) 1(50%) 15 (50%) 5(31%)
"""""""""""""""""""""""""""""""""""""""""""""""""""""" Partial response 1(3%) 1(50%) 14 (47%) 11(69%)
—0 Progression 3(10%) 0 1(3%) 0
Pseudoprogression 2(7%) 0 0 0

Figure 2: Waterfall plot of tumour regression
The dashed line indicates the threshold for achieving a major pathological response {=10% wiable tumour cells in the primary tumour). Tumour regressicnwas comPIEte response 0 0 0 0
determined as the negative of 100 minus the residual tumour percentage. EGFR status and percentage of PD-L1-positive cancer cells are reported. For the purpose of

this analysis, tumours that progressed were assigned a value of O for tumour regression. One patient from each group {ie, Durvad16 and Durva050) died before Data are n {%). SBRT=stereotactic body radiotherapy 'Induding patientswith complete pathological response
surgery and they were also assigned a value of 0 for tumour regression. SBRT-sterectactic body radiotherapy.

(table 2, figure 2).

Table 3: Radiographic and major pathological responses
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@FordePatrick
ls “total” neoadjuvant therapy possible for a subgroup of pts with lung
cancer? 51% of pts with PD-L1 high lung cancer in the #CM77T trial had
no cancer left at surgery. Refinement of selection biomarkers & new
therapies may mean this is not as far away as it seems! #ESMO23
Traducir post
ECOG PS 1 (n = 173) 24.4 4.4 | — 20.0 (9.8-30.6)
Stage Il (n = 162) 29.6 3.7 : e - 25.9 (14.9-36.9)
Stage IIl (n = 299)° 23.0 9.3 : 17.7 (10.0-25.5)
Squamous (n = 234) 28.4 5.9 | —_— 22.5 (13.1-31.8)
Non-squamous (n = 227) 22.1 3.5 | 18.6 (10.2-27.4)
Current/former smoker (n = 417) 25.9 4.9 | 21.1 (14.4-27.7)
Never smoker (n = 44) 17.6 3.7 : 13.9 (-4.6 to 37.5)
PD-L1 < 1% (n = 186)° 12.9 4.3 b—— 8.6 (0.4-17.3)
PD.1 4> 1% (0 = 256)c 47 ' —— 30,5 (21.2-39.4)
PD-L1 1-49% (n = 159) 26.5 3.9 : ——— 22.6 (11.7-33.3)
P —— : ; 5.8 45.3 (28.1-59.8
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-El control locorregional es fundamental en
NSCLC e impacta en SLPy SG

- En tratamiento radical, la escalada de
dosis de radioterapia sigue siendo un
asunto de relevancia

- En tratamiento neoadyuvante, la SBRT
podria ser un interesante tratamiento que
mejore las tasas de resecciones ROy la
respuesta locorregional

-Necesarios marcadores de respuesta

(perfiles moleculares/genéticos, IA) By ¥
Gecp
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