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10-year Updated Analysis of NRG Oncology/RTOG 0214:
A Phase Ill Comparison of Prophylactic Cranial Irradiation

versus Observation in Patients with LA-NSCLC

Alex Sun
Princess Margaret Cancer Centre
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NADIM: Quimio-Inmuno Neoadyuvante en IlIA UPDATES

' ISLC HIGHLIGHTS
NEO-ADJUVANT CHEMO-IMMUNOTHERAPY FOR THE

TREATMENT OF STAGE IlIA RESECTABLE NON-SMALL-CELL LUNG
CANCER (NSCLC): A PHASE Il MULTICENTER EXPLORATORY STUDY

M. Provencio?, E. Nadal?, A. Insa3, R. Garcia-Campelo?, G. Huidobro>, M. Démine®, M.
Majem’, D. Rodriguez-Abreu?d, V. Calvo?!, A. Martinez-Marti®, J. de Castro'?, M. Cobo?}, G.
Lépez-Vivanco?®?, E. del Barco'3, R. Bernabé!4, N. Vifiolas®>, |. Barneto'®, B. Massuti'’

Adjuvant _

Neoadjuvant treatinarit
treatment multidisciplinary team
. % Nivolumab
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STUDY OBJECTIVES

. Progression-free survival (PFS) at 24 months (primary)

. Down-staging rate, complete resection rate and response rate (RR)
. Toxicity profile

. Time to progression and 3-year overall survival

. Surgical outcome and operative and post-operative complications

. To explore the expression of other biomarkers

. To determine whether PD-L1 expressionis a predictive biomarker for ORR

. To determine PFS in PD-L1+ (2 1%) population

51 patients assessed for

cligibility Accrual: 46 eligible patients

5 did not meet all
inclusion criteria v

46 eligible patients enrolled
(intention-to-treat population)

‘/\

3 not resected after 30 patients 3 patients still on neoadjuvant

H 1 o o
neoadjuvant treatment underwent surgery treatment and 10 awaiting resection
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Clinical response

Pathological response

Complete response (CR)
Partial response (PR) 18 60.0

Stable disease (SD) 9 30.0

Total 30 100.0

No progressive disease has been observed.

Major response’ 80.0
Complete response 18 75.0
Less <90% 6 20.0
Total 30 100.0

Major pathological response defined as <10%
viable tumor cells in the resected specimen.

" Resectontpe | N |

RO

29 96.5

* Median patient follow-up = 4.1 months, range 0.2-14.6 months.

* None of the patients have suffered recurrence.
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DETERRED: Phase Il trial combining atezolizumab
concurrently with chemoradiation therapy in locally
advanced non-small cell lung cancer

DETERRED Schema

Part 1 (N=10) o
Consolidation Chemo** Atezolizumab O. Primario
) E .
IV Q3weeks x 2 cycles 1 year
If no concerning toxicities .
Atezolizumab = 1200 mg
O. Secund.
Part 2 (N=30) .
. . Consolidation Chemo** Atezolizumab PFS ( ano)
Concurrent ChemoRadiation* + Atezolizumab IV Q3weeks for N e
+ Atezolizumab IV Q3weeks - eumonitis
IV Q3weeks x 2 cycles 1 year (G3)

. . . - * Biomar r
*weekly carboplatin AUC 2.0 and paclitaxel 50 mg/m? concurrent with radiation (60-66 Gy/30-33 fx) omarcadores
**carboplatin AUC 6.0 and paclitaxel 200 mg/m? IV Q3 weeks for 2 cycles Intcattva clentifica de:
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N=10 Part1 N=30 Part 2
ALL AES 697 ALL AEs 574
All Grade 3+ 54 All Grade 3+ 48
% pts developed any grade 3+ Aes 17 of 30 (57%)
% pts developed Grade 3+ 6 of 10 (60%) AEs leading to withdraw from Tx 3 of 30 (10%)
AEs leading to withdraw from Tx 3 of 10 (30%) % patients with Atezo Grade 3+ AEs 7 of 30 (23%)
| % pts with Atezo Grade 3+ AEs 3 of 10 (30%)

Types of Atezo Grade 3+ AEs

Types of Atezo Grade 3+ AEs Diarrh.e-.a (grade 3), Pne.umonitis (grade 3) 1 of 30

Dyspnea (grade 3) 1of10 Nep..hntls (grade 3), Fatigue (grade 3) 1 of 30

Fatigue (grade 3) 3 of 30

Arthralgia (grade 3) 10f10 Respiratory failure NOS (grade 4) 1 of 30

TE Fistula (grade 5) 10f10 Heart failure (grade 3) 1 of 30
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33 ! b mmmmsm Chemoradiation + Atezo
P .
prd — memms Atezo alone
p . Continued follow up Iniclativa clentifica de:
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Percent survival
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Phase Il Trial of Concurrent Chemoradiation with
Consolidation Pembrolizumab in Patients with
Unresectable Stage Ill NSCLC

( Concurrent Chemoradiation \ Repeat imaging (CT or PET) ] O. Primario

- 28-56 days later .
OR muerte
Carbo/Pac

OR
Cis/Pemetrexed PD SD or Response

0. Secund.
= .
k 59.4-66.6 Gy ) l lPatlent Enrolled PFS

* OS
Subjects can receive up to 2 cycles Not Eligible [ Pembrolizumab 200mg ]

of consolidation chemotherapy at IV every 3 weeks for up * Toxicidad
the discretion of treating physician to 12 months
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Reduccion del campo de RT guiada por PET-CT -
en CNMP Localmente avanzado UPDATES
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The Estimate of Shrinking Field and SIB Radiotherapy
Guided by 18F-FDG PET/CT in Locally Advanced NSCLC :
a Phase |l Randomized Trial

~

R
Unresectable A
Stage llIA/IIIB g
NSCLC (FDG- 0 All patients rescan FDG-
PET/CT M PET/CT at PTV 40 Gy/20fx.
staged) |

Z

E
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Primary endpoints: ORR; Second endpoints: PFS, OS
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IA-IIIB NSCLC pts
(n=72)

1 : 1 randomized

Adaptive arm (n-36)

I 3
A 4

Controlarm (n=36)

v
: X : SIB RTguided by PET/CT
Conventional RT guided by CT Parvis2 69GY/30F/6W; PTV,,, 60Gy/30F/6W
PTV 60Gy/30F/6W Concurrentchemotherapy 2 cycles
Concurrent Chemotherapy 2 cycles t

Second PET/CTscan when
delivered PTV 40Gy

v

shrinking field and SIB RT guided by
second PET/CTscan

4 +
41 pts received consolidation chemotherapy for 2 cycles (19 in Control arm, 22 in adaptive arm)

Second PET/CT scan when
delivered PTV 40Gy
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Progression-Free Survival

Reduccion del campo de RT guiada por PET-CT

en CNMP Localmente avanzado
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—I77 Control I T_d_l —I7 Control
7 L_L __I 1 Adaptive L ; 1 Adaptive
| The median PFS v The median 0S
\ Adaptive arm: 12.4 months, s L Adaptive arm: 22.0 months,
L Controlarm: 8.2 months. = T Controlarm: 18.1 months.
| - = ' L
L P=0.013 =z _ P =0.045
L L = .
&5 0se L
=
g : T
P =0.013 00 P =0.045
10 20 30 40 50 60 0 20 30 40 S0 60
Time (month) Time (month)
Adaptive arm Controlarm %2 P
ORR 77.8% 52.8% 4.963 0.026
(CR+PR)

This result met the primary expectation of a 15%
difference in objective response rate between two arms.
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