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Introduccion P R

e Cancer no microcitico de pulmon estadio lll irresecable:
e ¢Qué es estadio llI?

The International Association for the Study of Lung SUE o THU D eriptord ncl Stages

Cancer Lung Cancer Staging Project: Proposals for

Revision of the TNM Stage Groups in the IM_[Categorles and Descriptors
Tla=lcm

Forthcoming (Ninth) Edition of the TNM
Classification for Lung Cancer

T1 Tlb=1to<2cm

Tlc=2to<3cm

T2a Visceral pleura [ central invasion

IASLC T2 |T22>3tozdcm

T2b =4 tos5cm
T3 T3 Invasion

T3 Same lobe separate tumor nodules

Staging Cards in Thoracic Oncology, I
gth Edition | IASLC T4 Ipsilateral separate tumor nodules
Mla C: tumor nodules

M1a Pleural / pericardial effusion, nodules

M1 M1b Single extrathoracic metastasis

M1cl Multiple metastases in 1 organ system

M1c2 Multiple metastases in =1 organ systems
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Introduccion

Cancer no microcitico de pulmoén estadio Il irresecable:

e ¢Qué esirresecable?
2023 World Conference

IASLC
o on Lung Cancer

SEPTEMBER 9-12, 2023 | SINGAPORE

N2 SINGLE N2 MULTI
(non-bulky, (non-bulky, N2 BULKYY N2 INVASIVE

non-invasive)  non-invasive)

T2 POTENTIALLY
RESECTABLE*
T3 size / satellite / NOT STAGE i CTABLE RESECTABLE POTENTIALLY
invasion DISEASE RESECTABLE*

POTENTIALLY

T4 size / satellite RESECTABLE RESECTABLE RESECTABLE RESECTABLE®

POTENTIALLY
RESECTABLEY

POTENTIALLY
RESECTABLE*

POTENTIALLY
RESECTABLE*

POTENTIALLY

T4 invasion RESECTABLE*

*Multiple station N2: case-by-case discussion; the exact number of nodes/stations cannot be defined
Bulky N2: lymph nodes with a short-axis diameter >2.5-3 cm; in specific situations of highly selected patients, including those patients in multidisciplinary trials
with surgery as local therapy can be discussed

$Some T4 tumours bv of maior are iallv resectable ~ see Table 1

0QA06.05 Consensual Definition of Stage Ill NSCLC Resectability:

EORTC-Lung Cancer Group Initiative with Other Scientific Societies

A-M. Dingemans s J. Remon » L. Hendriks » .. |. Houda » M. Brandao » T. Berghmans
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N3

N2 bulky, invasive:
- Multiple (N2b): No hay consenso. Case by case.

T4 invasivo:

- Porinfiltracién de estructuras: valoracion individualy
considerar derivar a centros de referencia

T4 by infiltration of major structures

Table Unresectable Potentially

resectable
Pulmonary artery in the pericardium N
Superior vena cava v
Diaphragm v
Heart v
Carina v
Trachea A
Oesophagus v*
Spinal cord v

Vertebral body
Recurrent laryngeal nerve
Mediastinal fat

N |SIANS

Great vessels: aorta, inferior vena cava, pulmonary vein

*Some locati heart, trachea and generally
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Introduccion

* Enfermedad heterogénea; 25-30% de los pacientes CPNCP
* El objetivo del tratamiento es la curacion, pero histdricamente el prondstico ha sido pobre

Estudio/afio N° Brazo | Brazo Il Brazo lll Mediana Spv
RTOG 7301 365 RT 40Gy RT 50Gy RT 60Gy RT 60Gy: 11,8m
1973-1978

CALGB 8433 155 RT (60Gy)~>QT (VNB, CDDP) RT 60Gy - RTQTsec: 13,7m
1984-1987

RTOG 9410 610 QT (CDDP, VNB)~>RT (60Gy) QT (CDDP, VNB) + RT(60Gy) QT+RT hiperfx RTQTcc: 17m
1994-1998

RTOG 0617 544 60Gy RT + Carbo-Paclitaxel 74Gy RT + Carbo-Paclitaxel +/- - RTQT (60Gy): 28,7m
2007-2011 +/- Cetuximab Cetuximab

PACIFIC 713 RTQT RTQT - Durvalumab - RTQT: 29,1m
2014-2016 RTQT = Durva: 47,5m
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Introduccion

La RT juega un papel inmunomodulador:

1.

e wN

Aumenta la presentacién antigénica
Senales proinflamatorias

Incremento de actividad de linfocitos T CD8
Modulacién microambiente celular
Up-regulation de la expresion de PDL-1

Immune stimulatory signals

DNA IFNG
ol o .te
oo ®e'atp >.°
« e ®
% e Ne
LIy
. L

;e

Draining lymph node

Activated DCs.

% St

Naive
cpg*

Dying
cancer cells
Cross-priming

Immune suppressive signals

JAMAOncol.2015;1(9):1325-1332.d0i:10.1001/jamaoncol.2015.2756
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The NEW ENGLAND
JOURNAL o MEDICINE

Overall Survival with Durvalumab
after Chemoradiotherapy in Stage I11 NSCLC

PACIFIC trial. Ao 2017; Scott J. Antonia
 Addition of the anti—PD-L1 antibody durvalumab for 12 months.
* PFS:16,8mvs 5,6m A

Total No. Median PFS 12-Mo PFS 18-Mo PFS

of Patients (95% C1) (95% C1) (95% Cl)
1.0+ mo % %
* PSO0-1 ] Y O Mo ougnge mates sl
£ os
:
 Edad: 64a
2
5 06
P . g :
. TOX|C|dad B 03 } 5 : Dunvalumab
5 ™ i :
o o g 03 E %ﬁ,i
* Grade 3 or4:29.9%vs 26.1% 3, e S
£ Stratified hazard ratio for disease progression :
0.1 Tﬂﬁﬂb&é%ﬁm Cl,0.42-0.65) : i
*  Pneumonia G3-4: 4.4% and 3.8% o————

Months since Randomization

No. at Risk
Durvalumab 476 377 301 264 159 86 44 21 4 1
Placebo 237 163 106 87 52 28 15 4 3 0
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Five-Year Survival Outcomes From the
PACIFIC Trial: Durvalumab After Chemoradiotherapy
in Stage Il Non-Small-Cell Lung Cancer

A No. of Events/ Median 05

Am Total No. of Patients (%)  (35% Ci), Months
uuuuuuuuuu Toaws @ 475810828
~
° Ano :20: 2:2 . m Pasbe  impwse  as1eatwssn
N G ‘Stratified HR (95% C: 0.72 (059 10 0.89)

794 t0
T 66.3% Stratified HR from the primary analysis (95% C1l: 068 (0.53 to 087/
i (61810 70.4)
4975

} 4 7%
as b, (201511
168.5 to. U

+ Seguimiento de 34,2 meses
« 0S:47,5mvs 29,1m | A T
« 0OS_5aios: 42,9% vs 33,4% T

08 (probability)

No.st ke
FS: m vs m
, ’ B No. of Events/ Medi
Arm Total No. of Patients (%)  (35% Cl), nths.
o e e maiswme
” e
. — Stratified HR from the primary analysis (95% C1)- 0.52 (0.42 to 0.65)
o7 3 (95% 1, 51.0 10 60.2)
0.6 45.0%

39.7%
(34710 447)

* Mejor en: EGFR no mutado; No escamoso; Cisplatino; g,
inicio de Durvalumab <14 dias tras RT o I

PFS (probability)
o

- 35.0% 331%
ST 129910 40.1) 28010 382)
|

M“—Hkmmﬁmmm—‘ul

. P WEews  Blmn  HE,
o 0.0+
[ ] PDL1>1/O 013 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72
Time Since Random Assignment (months)
No. at risk
Durvalumab 476 377 301 267 215 190 165 147 137 128 119 110 03 97 %2 85 B} 78 6 & 4 m 1 5 0
1% (post hoc analysis) 55/90 (61.1%) 34/58 (58.6%) [ i 1.05(0.69-1.62)
L) T T T T T 1

! T
1

T
02 04 06 08 12 14 16 18
4 B

Durvalumab better Placebo better
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Treatment Characteristics and Real-World Real-world outcomes with durvalumab after chemoradiotherapy in patients
Progression-Free Survival in Patients With with unresectable stage Ill NSCLC: interim analysis of overall survival from
Unresectable Stage 11l NSCLC Who Received PACIFIC-R

Durvalumab After Chemoradiotherapy: Findings
From the PACIFIC-R Study

d Pa Cientes mayores A R R N Total deaths [n/N (%)]: 446/1154 (38.6) B "
S Median OS (months): not reached (95% CI 46.3-NE)

* PacientesconPS>1

* Incluye tratamientos secuenciales

Total PFS events [i/N (%)]: 6661154 (57.7)

08 Median PFS (months): 24.1 (85% CI 20.2-27.8)

04

Probability of 08

Probability of PFS

02

[ R ES U LTA D OS : (.I 6 12 18 22 30 36 42 48 54 60 "0 6 12 13

Time from index date {months) ) “Time from index date (months)
No. atrisk No. atrisk

* rwPFS: 24,1m e s ve e wm w5 0 0 e w m o W w w w0 0 o
* rwOS: SG_32:63,2%

* 9,5% interrumpe tratamiento por neumonitis

* Resultados consistentes. Tratamiento estandar

* Noretrasar el inicio del durvalumab tras fin de RT

30 36 42 48 54 60
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PACIFIC 2

LBA1 - Durvalumab in combination with chemoradiotherapy for patients with
unresectable stage Il NSCLC: Final results from PACIFIG-2

European Lung Cancer Congress 2024

2025

Fase Ill PFS by BICR (ITT population)

Arm1. RTQT+Durvalumab = Durvalumab s, T

Arm2. RTQT-> Durvalumab o " e
o

PFS: 13,8m vs 9,4m (p=0,25) SRS T T Tvr e T TYY YT T YT el

0S: 36,4m vs 29,5m (p=0,82) e i

AE led to discontinuation: 25.6% vs 12.0%

La administracion de Durvalumab concurrente con RTQT no mejora los resultados
significativamente (marzo 2024)
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PACIFIC 5

LBA6

PACIFIC-5: A phase lll study of consolidation durvalumab (D)
in patients (pts) with unresectable stage lll NSCLC and no
progression after concurrent or sequential
chemoradiotherapy (cCRT or sCRT)

Fase lll; poblacion asiatica

Arm1: RTQTcc/sec = Durvalumab

Arm2: RTQTcc/sec = Placebo

PFS: 14m vs 6,5m
Subgrupos

ESMO Asia Congress 2024

 RTQTcc +/- Durva: 16,5m vs 9,5m
« RTQTsec +/-Durva:11mvs 5,4m

“PACIFIC-5 supports the use of consolidation immunotherapy after either concurrent or sequential

CRT, consistent with the PACIFIC trial and real-world evidence” (pic 2024 Esmo-Asia)

ORGANIZADO POR:

S E OR SOCIEDAD ESPANOLA DE
ONCOLOGIA RADIOTERAPICA




. =8l MasterClass en Radioterapia de Pulmén 2025

PY.YLHl 1° Sesion: Radioterapia en cancer de pulmén de célula no pequeia estadio lll irresecable

PACIFIC 6

Durvalumab After Sequential Chemoradiotherapy
in Stage lll, Unresectable NSCLC: The Phase 2
PACIFIC-6 Trial

Fase 2
Pacientes de mas edad, peor PS y mayor carga de enfermedad que en el Pacific

Arm 1: RTQTsec = Durvalumab
Seguridad y tolerabilidad

* Similar perfil de toxicidad que en Pacific
 PFS:10,9m

J Thorac Oncol. 2022 Dec;17(12):1415-1427.

SE OR SOCIEDAD ESPANOLA DE ORGANIZADO POR: .
ONCOLOGIA RADIOTERAPICA @




=8l MasterClass en Radioterapia de Pulmén 2025

PY.YLHl 1° Sesion: Radioterapia en cancer de pulmén de célula no pequeia estadio lll irresecable

ECOG-ACRIN 5181
Durvalumab concurrente y de consolidacion

EA 5181: Trial Schema

Platinum Doublet*
Durvalumab 750mg

* Fase lll 5

Unresectable Concurrent RT to 60Gy

. age NNIA-C Consolidation
* Cerrado reclutamiento g

NSCLC ! Durvalumab 1500kg

PS 0-1 : q4 weeks for 1 yeﬂr from
N=660 end of CRT

Platinum Doublet*
Concurrent RT to 60Gy

Randomization

*Investigator choice

Stratified by: Cisplatin 50 mg/m2 D1, 8, 29, 36; etoposide 50 mg/m2 D1-5, 29-33

1) Planned chemotherapy Cisplatin 75 mg/m2 D1, 22; pemetrexed 500 mg/m2 D1, 22 (nonsquamous only)
2) Age Carboplatin AUC 2 D1, 8, 15, 22, 29, 36; paclitaxel 45 mg/m2 D1, 8, 15, 22, 29, 36

3) Sex
4) Stage (IllAvs (1B vs lIC)

**Starting within 14 days of CRT unless toxicity has not resolved to < grade 2,
but not later than 45 days post-CRT
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G E M STO N E 3 O 1 Gsrouz-am Study Design

reening » Randomization Treatment Phase

. . oy Elgihity Cotuny
Sugemalimab versus placebo after concurrent or sequential L

chemoradiotherapy in patients with locally advanced, e
unresectable, stage Ill non-small-cell lung cancer in China
(GEMSTONE-301): interim results of a randomised,
double-blind, multicentre, phase 3 trial

g
T a9 CRT
* ECOOPSSY

* g g ity
R ALK o RO
stecatorn.

+ PFSm bevled sl & bwo-saded aipha of 0 08 1 PFS o gnficant fiem 15 woukd be Sesded af & tec-seded aipha of 0 05
= Irnor g Sl PFS il e Slannied Wi agncamatly T and 267 FFS vens oocuned mapecthetly OBnes-Fieming mihod win
e 1 conbiol e type | e

* oo and inal O3 analyss phan 175 am 260 05 Oy
——
WESM)™ = - . e o ot - .,
* Faselll = =
ase
. .
* RT+QT —> Sugemalimab (AntiPDL1 Placebo d te 24m
+ cc/sec ugemalima nt VS FlaCebo durante
* PFS:9mvs 5,8m
: Vs 5,
* OS:NRvs24,1m
: vs 24,
100
100 -
7;;@3 iab median: 9.0 months (95% CI 81-141)
Placebo: median 5.8 months (95% C142-6.6) 80
80 tio: 0-64 (95% CI ): log:
El THE LANCET
6o F Onoology
] = 60
] 5
< s
g I
£ 40
204 -]
—— Sugemalimab group
30— Placebo group
: ] 3 ] o o ) & % % P % 2 Sugemalimab: median NR (95% CI NR-NR)
Time since andomisation (months) Placebo: median 241 months (95% C116.5-NR)
(u Stratified hazard ratio: 0-44 (95% €1 0-27-0-73); p=0-0009*
Sug 255(0) 225(10) 162(32) 130(48) 96(65) 76(7) 63(9) 48(9) 35(101) 30(105) 20(113) 11(122) U(12)0(132) r T - - : : : ; - T T - : - ]
26(0) US4 77(12) 46(23) 25(34) 16(39) 11(42) 10(42) 6(d6) 4(48) 151 151 1(51) 0(s) 2 4 6 8 10 12 14 16 18 20 22 24 26 Rl 20
TimesIncarandamisation fmonths) www.thelancet.com/oncology Vol 23 February 2022
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KEYNOTE 799

Pembrolizumab plus cCRT for unresectable, locally advanced, stage Il NSCLC

Fase || KEYNOTE-799 (NCTOiHGOSJ ?84a)nd o

)
No randomizado e ——
200 mg Q3W Q3w

Study Population s 5 Pembrolizumab
Paclitaxel Paclitaxel 45 mg/m? QW / 200 mg Q3WP

. 21 I

LR 200 mg/m? Q3W / Carboplatin AUC2 QW /
- Stage IlIA-C, unresectable, locally Carboplatin AUCE Q3W Thoraclc radiotherapy®

advanced, pathologically confirmed,

previously untreated NSCLC = c

cles 2-3 Cycles 4-17
* Measurable disease per RECIST v1.1 Y
+ ECOGPSOor1 Pembrolizumab 200 mg Pembm“l(;'::"v:b iy
« Adequate pulmonary function Q3w 2
+ No prior systemic immunosuppressive * 2 Pembrolizumab
F Y pp! Pemetrexed 500 mg/m 200 mg Q3WP

Pemetrexed
therapy within 7 days 500 mg/m? Q3W / ‘ Q3w / ,
Cisplatin 75 mg/m? Q3W Cisplatin 75 mg/m2 Q3W /
Thoracic radiotherapy?

Tumor,

Primary Objectives COHORT B (Nonsquamous NSCLC Only)

¢ ORR per RECIST v1.1 by BICR o . i

+ Patients who develop grade 23 pneumonitis Statistical Analysis Details

Secondary Objectives « Efficacy and safety assessed in all patients as-treated «
71T\

* PFS per RECIST v1.1 by BICR, OS, safety C1» \; ‘,

PD-1

Receptor
oRI 6)
Mei ]
Mei %)
48- 1)

TCell )

JAMA Oncol. 2021 Jun 4;7(9):1-9. doi: 10.1001/jamaoncol.2021.2301
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KEYNOTE 799

Pembrolizumab plus cCRT for unresectable, locally advanced, stage 11l NSCLC

Four-year outcomes and circulating tumor DNA (ctDNA) analysis of pembrolizumab
(pembro) plus concurrent chemoradiation therapy (cCRT) in unresectable, locally
advanced, stage Il non—small-cell lung cancer (NSCLC): From KEYNOTE-799.

2024 ASCO Annual Meeting |
* Analisis de ctDNA
* 46 pacientes con ctDNA al inicio y analizable a los 7 ciclos
* 70% habian negativizado

* Estos pacientes presentaban mayor PFS y OS b
|

Circulating Tumor DNA Dynamics Predict Benefit from E§ BoctCHTGONA
Consolidation Inmunotherapy in Locally Advanced Non-Small Eg” ‘ ~= Detected
Cell Lung Cancer ! :
* ctDNA tras RTQT +/- lo L S
* No detectable: buen px; Si si detectable, mayor beneficio de Inmunoterapia T et TSSO

Detected 6 6 5 ] 4 2

* Terapia personalizada segun la enfermedad molecular residual
Moding et al. 2020 Nat Cancer. 2020 February ; 1(2): 176-183. doi:10.1038/543018-019-0011-0.
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Combinaciones de Farmacos
CheckMate 73L

Fase lll; 3 brazos M |OTECH

A. Nivolumab + RTQT = Nivolumab ey

B. Nivolumab + RTQT = Nivolumab+lpilimumab
C. RTQT 2 Durvalumab

e PFS(Avs(C):16.7v 15.6 mo
* No diferencias en OS ni en PFS

, ecember zoz4

ESMO Immuno-Oncology Congress 2024
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SKYSCRAPER-03: A Study of Atezolizumab and Tiragolumab Compared With Durvalumab in Participants With Locally Advanced,
Unresectable Stage IIl NSCLC

A. RTQTcc - Durvalumab

B.  RTQTcc - Tiragolumab + Atezolizumab

KEYLYNK-012: A Phase 3 Study of Pembrolizumab With Concurrent Chemoradiation Therapy (CCRT) Followed by Pembrolizumab
With or Without Olaparib vs. CCRT Followed by Durvalumab

A. RTQTcc - Durvalumab

B.  RTQTcc +Pembrolizumab—> Pembrolizumab+/-Olaparib

PACIFIC-9: Phase lll trial of durvalumab + oleclumab or monalizumab in unresectable stage Ill non-small-cell lung cancer
A. RTQTcc - Durvalumab
B.  RTQTcc = Durvalumab + Oleclumab or Monalizumab

PACIFIC-8: Phase 3 trial of durvalumab combined with domvanalimab following concurrent chemoradiotherapy (cCRT) in
patients with unresectable stage Il NSCLC

A. RTQTcc - Durvalumab

B.  RTQTcc = Durvalumab + Domvanalimab
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DUART

Durvalumab after radiotherapy in patients with unresectable Stage Ill NSCLC
" ineligible for chemotherapy: final analysis of the phase 2 DUART study |

IOTECH

IMMUNO-ONCOLOGY
AND TECHNOLOGY

Fase Il; pacientes no candidatos a QT; 100 pacientes EMD
2 cohortes:
A: RT radical 2 Durvalumab: PFS: 10,3m; 0OS: 21,1m
B: RT paliativa = Durvalumab: PFS: 7,6m; 0S:16,8m

Mejor respuesta con RT radical
Mejor respuesta en PDL1>1%
Mejores resultados que en series de RT exclusiva
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SWOG 51933

A Pilot Study of Hypofractionated Radiotherapy
Followed by Atezolizumab Consolidation in Stage II
or III NSCLC Patients with Borderline Performance
Status

Fase Il; No candidatos a QT
RT hipofraccionada (60Gy en 15 fracciones) = Atezolizumab

Open  Phase Abbreviated Title A Pilot Study of Hypofractionated Radiotherapy Followad by
B Atezolizumab Consolidation in Stage Il or Il NSCLC Patients
- with Borderline Performance Status
Status Notes This study iz open to accrual effective June 15, 2020 8t 12:00
p-m. Pacific.
87w Activated 06/15/2020

Participants US INSTITUTIONS OMLY, ALL NATIONAL CLINICAL TRIALS

NETWORK MEMBERS
Accrual
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Table 1. Consolidative Immunotherapy Trials in Locally Advanced NSCLC after Radiation Therapy.

Study Phase n Staging Dlslsrt;:?ﬁon Treatment E:::‘aal:yls Results Factors Affecting Treatment Qutcomes Safety
Histology PDL-1 Other Factors
25% (HR 041,
Stage 95% e
HIA-1IB CCRT [54-66 Gy + SurpRs angy,  59(HRO6S95%  CI:0.26-0.65) nggﬁ"““ HR 0.76
PACIFIC, NEIM (IASLC IIA:52.9% platinum-based chemo i3 ‘13‘6 } CI:0.50-0.92) «<25% (HR 0.59, 0.35-1 64 Negative HR 15.4%
7 Jiii 713 Staging IIB: 44.7% >2eyeles] £/b durvalumab  PFS, 08 ;"- O 334 Non-sq (HR 045, 95% o 47‘9'5%’55“ ve discontinuation (RP
JCO 2022 Manual in  Other: 24% (10 mg/ kg IV q 2w) vs. W?"lg e 05% CI: CI: 0.43-0.82) 0'36_‘0 40)Unknown HR and related toxicities).
Thoracic placebo =1 yr. o 0.33-0.59) Unknown (HR 0'79 ‘9'5% CI: 0.52-1.20)
Oncology) 0.59, 95% CI: - S
0.42-0.83)
Stage: IITA (23.7 months)
vs. HIB/IIC (19.2
. months)CRT - cCRT
{:f:”:;"f\“k.bra;i‘: ECE?CH .\ Median rwPFS: (23.7 months) vs. sCRT
Stage HIA- TA-IIB: 5.3% consolidative durvalumab 21.7 mo (95% Sq: 14.6 months = 1% {193 months)Durvalumab  16.5% led to
PACIFIC-R, JTO Retrospective 1399 IIB/IC TTA: 43.4% (10 mg/ ke [V every 2 weeks)  rwPFS, OS CI:19.1-24.5) qu.m- . {22.4 months) Timing: <42 days permanent
2022 P (AJCC Teh I or ITIC. i Sm g" 2 4 2 yr 08 71.2% 25 rﬁnm <1% (257 months) vé. 42 days  discontinuation.
or Bth) 51.3% il it b cy (95% - {15.6 months) (208 months)Age: (9.5%-RP/ILD)
A% <0 CI: 68.8-73.6) <70 years (2.8 months) vs.
At Zol Ly 70-75 years (22.4 months)
vs. =75 years
{19.2 months).
(sCRT): 2+ eycles of . .
platinum.-based chemo Median :;':55,,; . G 3-4 PRAE within
Stage HIA- (cisplatin or carboplatin with 7 3"_15 ) . 1vr PFS 6 months in 4.3%;
IIB/IIC A 37.6% vinorelbine, taxane, or 1 1_,1;_5_ 19.6% = 1%: 54.8% 12.8% led to
PACIFIC-6, JTO I 1z (IASLC ]IIB-SO 4% pemetrexed) followed by 60 34 PRAE [93;% R NR <1%: 49.4% NR discontinuation due
2022 staging MC-11.1% Gy + 10%) + consolidative within 6 months CI- 39.5-58.9) 2yr 05 o preumonitis, 3%
manual th B durvalumab (1500 mg IV 3 vr OF: 69.8% >1%:60.2% discontinuation due
Edition) gdweeks). [9'5% h <1%:70.3% to ILD and radiation
66.7%: =54 to <60 Gy and Cl:5.8-80.2) preumonitis.
31.6%: = 60 Gy to < &6 Gy. o )
e cycles of Madian PES: Sq: 531 movs ChemoRTSCRTB0S MOVS. o 3 4 TRAES: 9%
L ! 9.0 mo p A ; 407 mo, HR 0.59 (95% CI :
(etoposide, vinorelbine, (s limab) 421 mo, HR 0.57 0.39-0.91) cCRT 1051 mo (sugemalimab) vs. 6%
Stage [TTA- 1A 27.8% vinblastine, pemetrexed, e ’53 & mo (95% CI \,'s " 3';, mo. HR 0 66 (95% (placebo) Preumonitis
GEMSTONE- IIIB}]]IC(IASD(EIB_' A% taxanes, or gemcitabine; (plavebo) (HR 0.41-0.80); C10.44-099)RT Dose-<60 immune-mediated
301, The Lancet 11 381 staging e 16 0% exception, Prs []pﬁ‘{- = 0.0026) Non-5q: NR G 10,51 mo ve. 621 mo prieumonitis was most
Oneol 2022 manual 8th 6 oo gemcitabine is not allowed 1 I'?FE 45.47, 2435 movs 992 HE 0,55 (95% o1 ‘ common grade
edition) e in ¢cCRT) with 54-66 Gy RT, e apy Mo, HROTT 0271 12150 Gy B.44 3-4 AE (3%
followed by sugemalimab [a?%eﬁr:a%uma ) (95% C1 ; 5_3'9 1> HR{] 66 9"5'% sugemalimab vs.
1200 mg IV g3 weeks up to ?;:1 iy 042-1.140). i 0_48_3‘;6) 66 ( <1% placebo).

2 years vs. placebo.
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2025
Stage Primary
Study Phase n Staging Distribution Treatment Endpoints Results Factors Affecting Treatment Outcomes Safety
Median PFS: 89
mo (5% CI: Medi:
RT monotherapy (54-66 Gy) 74-19.4 mo) [’DL‘II“I; ;;: 74
. in chemotherapy in-eligible 1 yr PFS: 39.1% v -
IIA: 51.5% N m 51.5% had radiation
SPIRAL-RT, It 13 Stage HIA- I11B: 45.5% patients followed by 1 ve PFS (90% CI: Sq:F4m PDLL 5 25%: EGFR pos: 10.4 mEGFR itis, with
EIC 2023 B/ TIC . sequential durvalumab (10 yr 24.7-54.6%, Non-Sq: 19.4 m = S neg,/unknown: 77 m preumaonits, with no
I 3.0% . 10.2m cases > Grade 3
mg kg IV g2 weeks up to meeting the Unknown:
1 year) primary endpoint
threshold 194 m
of 16%).
cCRT (cisplatin/etoposide, Median TMDD:
Ea’srgl"‘“l‘;anpj"‘ezmﬁ‘:h"; " 30.7 mo (95% CL: Grade = 2
LUN14-179, Stage MIA: 60% oplatingpa 18.7 mo to NR);
Cancer 2020 . 93 HIA-NIE ILIB: 40% 59.4-66.6 Gy followed by TMDD Median PFs: 187 A NA NA
: consolidative mo (95% Cl'- .
pembrolizumab (200 mg IV .
Q3W for up to 12 months). 12.4-33.8 mo)
Median PF5: 25.8
After cCRT: randomized to mo (Arm A), 254
Arm A: nivolurmab (480 mg TV mo (Arm B).
Stage 111 18-month PFS: =CGrade 3 events:
Fggéllc '&%ﬁm 1 105 unre- 18-month PFS 62.3% (Amm A), NA MNA NA 39% (Arm A), 53%
. sectable 7% (Arm B) (Arm B)
(both p < 0.1 vs.
historical con-
trols)
After ¢CRT (=2 eyeles
p}ahnum_chemo [eisplatin or
it o progreion and Confirmed ORR: 07 (v A 27
randomiy assigned 1:1:1. ‘3:“%95“ é‘:ﬁ“ A) (Arm B 394%
) R Control Arm: Durvalumab e L {durvalumab}; Most
Stage 1A B) vs. 17.9% common grade 3-4
COAST, JCO I 189 TIB/TIC ORR (durvalumab) NA NA NA AEs Preumonia (6.8%
2022 unre- 1 yr PFS: 62.6%
5 Arm A, 1.6% Arm B,
sectable (Arm A)vs 9.1% durvalumab);
727;; ;;”“ B} Lymphopenia (6.8%
onwards). V. 23 Arm A, 0% Arm B 3%
(durvalumab). durvalumab)

SEOR

SOCIEDAD ESPANOLA DE
ONCOLOGIA RADIOTERAPICA

ORGANIZADO POR:



=8l MasterClass en Radioterapia de Pulmén 2025

PY.YLHl 1° Sesion: Radioterapia en cancer de pulmén de célula no pequeia estadio lll irresecable

Stage Primary
Study Phase n Staging Distribution Treatment Endpoints Results Factors Affecting Treatment Outcomes Safety
Histology PDL-1 Other Factors
. . Grade =3

¢CRT (paclitaxel + carboplatin + ’ . . e

Jabbour et al. Sta, . . Median PFS: No difference in IRAE-18%
gelllun-  TIIA: 38% mbrolizumab + BT 60 Gy /30 fractions) - .

JAMA Oncology, 1 21 resectable 0B 62% F:llowed by consolidative Safety, Toxicity 187 ma NA PFS with PDL1 Grade 5 B
2020 . 1 yr PFS: 69.7% status prneumonitis-1

pembrolizumab patient

cCR’I' (2—3 cycl& c:aplatmf’carboplann Median PFS: Stage

d fvi + B .
Stage INIA-B  IIIA:35.4% /P 127 mo No 05 difference 2yr O5: 63.7% Grade =3
r%g)muﬁ, 1 79 unre- TIIB: 63.3% RT,E‘I" Gy/ 3;:}““"’“"] followed by 1-yr PFS Median OS: betweenSqand  NA (Kigher for A pneumoni
I sectable Missing: 1.3% _— C“‘C‘m‘“’) Pt 38.8 mo Non-sq 81.0% vs. 1B 11.7%
. 1-yr PFS: 53.7% 55.6%, i = (.037)

alone 480 mg Q4W,

Part 1 (Sequential): chemoRT (60-66 Gy ;‘;‘;ﬂa"‘ ]:]:f

with heekly carboplatin and paclitaxel [P;rlrr;l)j:s 151

50 mgfrn U followed by rmsnluda;:m months ﬂ’.arl '2] Tatgetable driver

litaxel 200 mg /m?, and HR 1.30 (95% oncogene
D0 g 3w for 2 cycle) CL:0.56-3.04, mutation:

DETERRED, mab 1200 mg 3w for up B h
Lun n a0 Stage I11 un- t01 year T rogression. PFS, 08 p=054) NA <P 110 mo orter PFS NA
o o022 resectable Pty P " Median OS: >1%: 27.4 mo (9.4 vs. 166

(Concurrent): Atezolizumab 1200 myg ?:if;;’:f‘;a (?Sn;nths, HR 349

: 3 o

3w concurrent with chemoRT (60-66 Gy (Part 2) C1: 1.19-10.29)

with weekly carboplatin and paclitaxel HR 0.71 (95% : -

50 my /m?), followed by the same CL:0.25-1.99

conselidation as for Part 1. - S

p=051)

Cohort A (n =112, sq/non-sq):1 cycle

carboplatin/ paclitaxel / pembrolizumab,

then weekly carboplatin/paclitaxel x 6 ORR: 70.5%. ([ES}ED;t a’:;?RR)

cycles + pembrolizumab gdw x 2 cycles {cohort A), 70.6% 677 = e Crad,

concurrent with RT (60 Gy}, followed by {cohort B) Cohort A (ORR) D™ 3_"5“ “w s
KEYNOTE-799, Stage Il . 1A 374% pembrolizumab 200 mg g3w for up to ORR Grades.s  12month DOR:  Sq:71.2% eyt o el
JAMA I 216 o ‘E:Iahle TITB: 49.1% 1 year. eu’mcmil:is 79.7% vs. 75.6% Non-sq: 69.2% Cn‘hm’l B (ORR) NA A .r.n-ie
Oneol 2022 & MC: 13.6% Cohort B (n = 102, non-sq): 3 cycles of P 1-year PFS: Cohort B(ORR) i@ 007 3_53’% A 6A3%

cisplatin/ pemetrexed + pembrolizumab 67.1% vs. 71.6% Non-sq: 70.6% 714% : ve s0M

Q3 wks concurrent with RT (60 Gy) in T-year O5: 81.3% [,le 1% 1%: E

last 2 cycles, followed by vs. B7% T "

pembrolizumab 200 mg Q3 wks for up to

1 year.
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Stage Primary
Study Phase n Staging Distribution Treatment Endpoints Results Factors Affecting Treatment Outcomes Safety
Histology PDL-1 Other Factors
Postaperative Median PFS: Grade 3-4 AEsin
Stage ITA- vpe Concurrent durvalumab (10 mg kg IV 25.6 mo (95% CI: 52.9%, including
DOLPHIN, recurrence: 9% - o .
TAMA i 15 IIIB/_]]IC{IASI_.C]HA: 45.7% g2weeks) with 60 Gy radiation therapy 1 yr-PFS 13.1 mo to NE) NA NA NA pne_tm}nmtls,
Omeol 2023 stagitg TIE: 20% ID-CRT: 7% 1y PF5: 72.1% radiation
o manual Bth) ]IIC- & 6% IMRT: 11% (90% prieumonitis in
S CI: 59.1-85.1%) 11.8%.
Partial / complete
PD-L1 (TPS) score response rate
=50%: Induction pembrolizumab (200 after inducton
3 ; Grade 3 AEs:
mg IV q3W = 3 cycles) + risk-adapted Median PFS: pembrolizumab: colitis (8%),
SPRINT. st 1I:14% radiotherapy (MTV < 20cc: 48 Gy and 55 2% ths all had PDL1 = 48%; hagitis (4%)
100 2023 I 25 ]lIaﬁ[[B s A% Gy for larger lesions) in 4 weeks, then loyear PFSrate | y:'::';,],;_ e NA ma E Median MTV fjg;r;i s
. 0, 3 H - o
HIB/TIC: 44% maintenance of pembrolizumab up to 2 year OS: 76% !nductmn 45 treatment-
1yr immunother- rolated AFs
<50%: Standard chemoRT followed by apy:36ec s
adjuvant durvalumab or osimertinib Standard
chemoRT: 26cc
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Estimated radiation doses to immune cells (EDIC)

Original Article

Impact of radiation dose to the immune cells in unresectable or stage Ill M)

non-small cell lune cancer in the durvalumab era e Higher Radiation Dose to the Imnmune Cells Correlates with Worse
- ung ! urvaiu e Tumor Control and Overall Survival in Patients with Stage Il NSCLC: A
Neal S. McCall **, Hamilton S. McGinnis*, James R. Janopaul-Naylor?, Aparna H. Kesarwala?, Sibo Tian?, Secondary Analysis of RTOG0617

William A. Stokes?, Joseph W. Shelton?, Conor E. Steuer”, Jennifer W. Carlisle °, Ticiana Leal ®,

Suresh S. Ramalingam P, Jeffrey D. Bradley?, Kristin A. Higgins *

*Winship Cancer Institute of Emory University, Department of Radiation Oncology; and ®Winship Cancer Institute of Emory University, Department of Hematology & Medical
Oncology, United States

A. Overall Survival B. Progression-Free Survival

El EDIC es un predictor independiente de peor OS, PFSy LC.
La dosis incidental sobre las células inmunitarias podria contrarrestar los

—— EDIC<6 Gy

-+ EDIC<6 Gy

Probability of Survival
2

— EDIC>6 Gy —— EDIC>6 Gy ]
P Y beneficios del durvalumab.
. 0 6 12 18 24 30 36 42 48 54 ) 0 6 12 annzdl 30 :6 42 48 54 . . . , .
Nk MemdsThped NouRid . MonthsElped Es necesario validar esta hipdtesis
Toomrm e TooEpmpme s Evaluar si nuevas técnicas de RT pueden mejorar los resultados al
G, Locorestonsl Conrol D TimeThbriices preservar mejor las células inmunitarias circulantes.
—— EDIC<6Gy
75 - —— EDIC >6 Gy
B R
25
254 —— EDIC<6Gy
—— EDIC>6 Gy
0 6 12 15 24 30 36 42 48 s 0 6 1218 24 % 36 @ 48 %
No. at Risk Months Elapsed ‘No. at Risk Months Elapsed
. 46 4232 23 1915 8 3 2 . 46 44 37 34 25 22 13 6 2
—1- 54 4229 23 13 11 5 3 1 — 54 427 14 9 4 4 3 1

Fig. 1. Kaplan-Meier survival curves are shown for the following endpoints: OS (1A), PES (1B), LRC (1C) and TTBM (1D).
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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, Kathryn F Mileham, Myra M Robinson, James T Symanowski, Raghava R Induru, Gregory M Brouse, Christapher D Corso, R - -

Roshan S Prabhu, Daniel E Haggstrom, Benjamin | Moeller, William E Bobo, Carolina E Fasela, Vipul V Thakkar, Sridhar E Pal, Jenna M Gregory, ‘patients progressi prog; prog
Sarah L Norek, Xhevahire ] Begic, Aparna H Kesarwala, Stuart H Burri, Charles B Simone 2nd fevents)  sunviwal (osucy  suvival Hoswcl)  suvhe (o5 a)

61(37) 253 months 628% 501%
(115-541) 492737) (367-622)

* SBRT 50-54Gy en 3-5 fracciones sobre tumor primario g ;:'\\\

* RTQT sobre enfermedad ganglionar o ;LH—'—\_L

e +/-Durvalumab B
* N=61

* Buenos resultados en PFS, OS y buen perfil de toxidad

These findings serve as the basis for the ongoing randomised phase 3 study NRG Oncology LU008 (NCT05624996).

Adding high-dose, targeted radiation to the
usual treatment for locally-advanced,

inoperable non-small cell lung cancer Lancet Oncol 2025: 26: 85-97
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Christina M. Lutz
Aarhus University Hospital

Inhomogeneous dose escalation for NSCLC:
Full dosimetric analysis of the phase Ill NARLAL2 trial

Standard plan:

Escalated plan: =======
Christina M Lutz, Tine B Nielsen, Mikkel D Lund, Tine Schytte, Torben S Hansen, ¥
Lone Hoffmann, Katarina W Ottosson, Cécile Peucelle, Espen Rusten, Nina Levin, Carsten Brink, K
Bjom H Gronberg, Vilde D Haakensen, Olfred Hansen, Azza A Khalil, Marfanne M Knap, 1
H {
Charlotte Kristiansen, Morten Nielsen, Gitte F Persson, Mette Pohl, Rune S Thing, Ane Appelt, Ditte S Moller 22’/ L i T I S (.
¥ i
o Lung tissue i v
AARHUS : . i {
Odense NIH [l tisiy  [loll mesmosses  Vejle Hospital H
University Hospital HOSPITAL parof Lilebset Hosptal H—
H
ke
. .
@ OSLO UNIVERSITY HOSPITAL | G +es ST.OLAVS HOSPITAL Dose [Gy]
. L]

UNIVERSITETSSYKEHUSET | TRONDHEIM @

NARLALZ [T

eous standard dose Heterogeneous, '*-FDG-guided dose escalation R ES U LTS
h PTV: min 62.7 Gy / 33 fractions (95%)
PnT:‘ :;?yal ?:J'Tmmm‘ ("9";;") PET GTV T = 95 Gy / 33 fractions (mean) ot S
AL PED T (93%) PET GTV N < 74 Gy / 33 fractions (mean) & i
2
g 07
£
- 06
8
g 05
g os
P=0.011
g 4 P=0.024
02 P=0.028
P=0.056
01
2 2 3% 8 60
Time since randomisation [Months]
Number at risk
SI‘M1|77 9 59 45 32 15
Escaated|173 103 7 43 2 1
60
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Radiotherapy and Oncology - S oso
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b=l
journal homepage: www.thegreenjournal.com -% 0.25 @ 0.25
g § gﬂm
. . | 000 2 000
Original Article &: H 3 5 3 1] 0 3 5 9
. . . 2] Months from RT start Months from RT start
Survival benefits for non-small cell lung cancer patients treated with
: : = Number at risk (number censored Number at risk (number censored
adaptive radiotherapy S o { ) @ ( )
53 SreAR 184 (0) 136 (B) 78(27) 50 (50) %3 p 184 (0) 154 (6) 120 (27) 97 (50)
o ARTH 255(0) 221 (10) 172 (43) 133 (75) & 255 (0) 236 (10) 195 (43) 163 (75)
0 3 6 9 0 3 6 9
Months from RT start Months from RT start
* Escalar dosis
PFS =+ preART == ART
1 H 11 OS ~+ preART == ART
* Reducir dosis a tejidos sanos o
- 1.004
£
0 075 5
" g orsq p=0.002
'g 0.50 E
s 2 0501
g g
g 025 & o]
e
T 000 0.004
0 1 2 3 4 5 [] 1 2 3 4 5
Time [years] Time [years]
Number at risk (number censored) Number at risk (number censored)
O preART1184(0)  69(0) 41(0) 28(0) 26(0) 24(0) o EARTIIB4(0) 128(0) TO(0)  54(0) 45(0)  32(0)
B Arress © 1200 O e0() 2@ 27029 O arT{255(0) 213(0) 143(0) 105(1) 63(14) 37(36)
é 1 B é * " ! ! Tizme [yeais] ! ’
Time [years]
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Original Reports | Radiation Oncology

Selective Personalized Radiolmmunotherapy for Locally
Advanced Non—Small-Cell Lung Cancer Trial (SPRINT)

Nitin Ohri, MD, MS"(®); Shruti Jolly, MD*(%); Benjamin T. Cooper, MD?; Rafi Kabarriti, MD' (£); William R. Bodner, MD'; Jonathan Klein, MD' (®;
Chandan Guha, MD, PhD'; Shankar Viswanathan, PhD* (%) ; Elaine Shum, MD®(%); Joshua K. Sabari, MD®(&); Haiying Cheng, MD, PhD®(%);
Rasim A. Gucalp, MD®; Enrico Castellucci, MD®; Angel Qin, MD™ (&) ; Shirish M. Gadgeel, MD®(E); and Balazs Halmos, MD® (5

Can biomarker-selected patients with locally advanced non-small cell lung cancer (LA-NSCLC) be treated safely
and effectively with immunotherapy and radiotherapy and without cytotoxic chemotherapy?

Pacientes con PDL1>50%; PS 0-1;
Pembrolizumab x3 = RT* = Pembrolizumab (1 afio)

*RT: 48-55Gy en 20 fracciones segun volumen de enfermedad en PET
PFS: 26m

0S_22:76%
Es necesario contrastar este esquema con el SoC

J Clin Oncol 42:562-570
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Conclusiones

Deteccion de los pacientes en los comités multidisciplinares
Tratamiento estandar en PDL1+: RTQT seguido de Durvalumab
Nuevas estrategias con la combinacion de farmacos

Optimizacion de la RT en la era de la inmunoterapia

A

Busqueda de un tratamiento mas personalizado

Progress in last 4 decades in stage 3 unresectable NSCLC

2 year survival

9.8%] 18% 36% L 53%} 66%

Corinne Faivre-Finn
United Kingdom

Perez NSCLCCG Auperin Ann Auperin RTOG 0617 Antonia
Cancer 1980 BMJ 1995 Oncol 2006 JCO 2010 JCo 2017 NEJM 2018
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