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NSCLC trials

Locally advanced NSCLC

RTOG-1308 Photon CRT vs Proton CRT

LUO004 TRT 60Gy+Durva+Monalizumab vs TRT 60Gy+Durva+Oleclumab

NRG-LUOO8 (Rt 60Gy—Durva vs SBRT (primary)+CRT(mediastinum)—Durva
Early stage NSCLC

PACIFIC 4/RTOG 3515 sBRT+Durva g4w x 24 m vs SBRT+Placebo
SWOG/NRG S1914 SBRT (Day43-64) +Atezo 3w x 8 cycles vs SBRT

Limited metastatic NSCLC
FYRE 41— X—no PD and limited meta (SBRTxsurgerya]&E)

NRG-LUOOZ2 Maintenance Cx vs SBRT + surgery followed by Cx



Brain Metastases from Lung cancer

NRG-CC009 ScCLC new Brain meta
CCTG CE.7
NRG BNOQO9

NRG BNO12
NSCLC brain meta

NSCLC new Brain meta HA-WBRT vs SRS
brain meta after SRS recurrence _l

post-ope SRS vs pre-ope SRS



NSCLCX 5

LD-SCLC
NRG-LUOO5 CRT vs CRT+atezolizumab HA 3443 /45

ED-SCLC

NRG-LUOO/7 Cx+atezo — atezo vs Cx+atezo — 5 EfTE CORT+atezo

Mesothelioma
NRG-LUOO6  Ppleurectomy/Decorication and CDDP+Pemetrexed

Adjuvant Hemithoracic Intensity-Modulated Pleural Radiation Therapy (IMPRINT) vs BSC



Original LU004 schema: Durva alone

REGISTRATION

* Treatment naive,
unresectable LA-
NSCLC (stage |}
) or lecally
advanced
recurrent disease
from pnor surgery

« PD-L1 expression
using Dako 22C3
IHC 250%

« PS0O1

* No chemotherapy

« Eligible 10 receive
mmunotherapy

INITIAL SAFETY
SCHEDULES (PART 1)

Cohort 1, n=6
Durvalumab g4 weeks x 13
doses
+ ACRT 60 Gy in 15 Ix
x 3 weeks
(Mandatory hoid of 90 days

after RT)
—

AND

Cohort 2. n=6
Durvalumab q4 weeks x 13
doses
+ standard RT
60 Gy In 30 fx
x 6 weeks
(Mandatory hoid of 60 days
after RT)

EXPANSION
COHORTS

*if Cohort 1 only is
deemed safe,
al patients will
be registered to Cohort 3

if Cohort 2 only is
deemed safe,
all patients will
be registered to Cohort 4

*/f both Cohorts 1 and 2
are deemed safe,
patients will
be randomized to either
Cohort 3 or 4

INDIVIDUAL OR
RANDOMIZED COHORTS
(PART 2)

Cohort 3, n=6
MEDI4736 (durvalumab)
Q4 weeks x 1] doses
+ACRTH0Gyn 15 x
x 3 weeks

AND/OR

Cohort 4 n=6
MEDI4736 (durvalumab)
Q4 weeks x 13 doses
+ standard RT 60 Gy in 30
Ix x 6 weeks

Completed Accrual Sept 2021




Locally advanced,
unresectable, Stage
NI NSCLC

No progression

after prior cCRT

ECOGPSOor1

N=189 randomised

Phase || COAST trial

Study treatment up to 12 months

CONTROL
Durvalumab 1500 mg IV
monotherapy Q4W

Oleclumab Q2W for cycles 1 and 2,
then Q4W startng cydie )

Primary Endpoint
+ ORR by investigator
assessment (RECIST v1.1)

Secondary Endpoints

- Salety

- DoR

« DCR

« PFS by investigator
assessment (RECIST v1.1)

- 0§

- PK

+ Immunogenicity




Monalizumab: FiINKG2A{&

NKG2AI(ZE, FE(CHEBHREICRIEU TL\Snatural killer (NK) #HaX>THif2 (CFHEIR
U. CD94¢EEHZM I D &IcEkD., EEHMEMNLFERUTLYShuman
leukocyte antigen-E (HLA-E) [CE&UFET. TR2D5. HAMEE. BSHFER
9 BHLA-EZNKHHREY>THIFADNKG2A/CD94(ICEARTEBCET. Ch5DREH
RMSOREZBNTWNET,

Oleclumab: 5iCD73¥buék

CD73(3. SREFIMEDT S J S > DEMZRE LU TIEBHMMNRIERABEEE, R%E
AEZETIEET . CD73DIAEFICKDTHlREEZRIE T SEIGEENRIBETN T
9,



PFS (probability)

Treatment Arm

No. of Events/
Total No. of
Patients (%)

Median PFS,
Months
(95% CIl)2

12-Month PFS
Rate, % (95% CI)

HR, % (95% Cl)b-¢

Durvalumab + monalizumab
Durvalumab + oleclumab
Durvalumab

21/62 (33.9)
22/60 (36.7)
38/67 (56.7)

15.1 (13.6 to NE)
NR (10.4 to NE)
6.3(3.7to0 11.2)

72.7 (58.8 to 82.6)
62.6 (48.1 to 74.2)
33.9 (21.2 to 47.1)

0.42 (0.24 to 0.72)
0.44 (0.26 to 0.75)
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No. at risk:
Durvalumab + monalizumab 62 b5 46 44 41 35 25 1" 6 1
Durvalumab + oleclumab 60 49 46 40 37 30 22 13 9 b
Durvalumab 67 50 32 27 20 16 13 9 7 3 0

J Clin Oncol 40:3383-3393. © 2022 hy American Society of Clinical Oncology



Amended LU004: D+O or D+M

60 Gy in 30 Fractions Durvalumab .WG-)safetymndowowmks,l
+ Durva + Monalizumab + Monalizumab x 1 year .Wsm ]

LA-NSCLC T———r
PD-L1 250% Lsaead
....................... .
60 Gy in 30 Fractions Durvalumab .uu.u-) WMOme:
+ Durva + Oleclumab + Oleclumab x 1 year  § Additional 6 patients )

« CTEP approved 7/11/23
 CcIRB review 7/18/23




Endpoints

Primary endpoint: Safety of durvalumab in combination with RT alone or with RT and
monalizumab or oleclumab

Secondary endpoints

« Feasibility of durvalumab in combination with RT alone or with RT and
monalizumab or oleclumab

« Adverse events, as measured by CTCAE v 5.0

« Progression free survival, according to RECIST guidelines
Exploratory endpoints

* Progression free survival, according to irRC guidelines

« Immune parameter changes during treatment

NRG




LUOO8 - Phase lll Prospective Randomized Trial
of Primary Lung Tumor Stereotactic Body
Radiation Therapy Followed by Concurrent
Mediastinal Chemoradiation for Locally-
Advanced Non-Small Cell Lung Cancer

Charles B. Simone, Il, MD
July 22, 2023
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Hypotheses

* As opposed to delivering SBRT as a boost, replacing
conventionally fractionated radiotherapy with SBRT to the
primary tumor followed by concurrent chemoradiation to the
mediastinum will:

— Be well-tolerated and associated with lower rates of radiation
pneumonitis due to increase conformity with SBRT and less lung

irradiate between the primary tumor and the mediastinum
- Improve local control that will drive an improvement in

progression-free survival and overall survival




NRG

Representative Case Example

Total volume of lung receiving 40 Gy= 332 cc (compared 1o 590 cc, 44% reducton)
Total volume of lung recewving 20 Gy=922 cc (compared to1300 cc, 29% reduchon)
Total volume of lung receving 10 Gy=2168 cc (compared to 2360, 8% reduction)




LUO08 Schema: Phase llI

Population: | ocally advanced stage Chemoradiation
l1-11I (node posative) NSCLC (mediastinum)

B ¢

Stratification:
T Stage (T1-T2a vs. T2b or higher)
Pnl | Status (< 1% %49 SO-100%:)

Chemoradabon
(primary + mediastinum)

Maintenance
Iimmunotherapy
x 12 months

Control arm: chemoradiation 10 the primary and mediastinal disease (60 Gy/2 Gy) <@ immunotherapy maintenance x 12 months
Experimental arm: SBRT to the primary (standard BED 2100 Gy dose regimen) = chemoradiation o mediastinal disease (60 Gy/2

Gy) =2 immunotherapy maintenance x 12 months
- SBRT to primary tumor
* Jfrachons 1o 54 Gy (BED10 of 151.2 Gy) |penpheral
* 4 lrachons 1o 50 Gy (BED10 of 112.5 Gy) |penpheral]
« 5§ fractions o 50 Gy (BED10 of 100 Gy) [periphera’ or ceniral)

- Raciaton 10 involved hilar/mediastinal lymph nodes: 2 Gy x 30 fx to 60 Gy, IMRT or proton therapy
-  Concurrenl chemotherapy: carboplatin + paclitaxel, asplatin + eloposide, cisplatin + pemelrexed, or carboplatin + pemelrexed
-  Mantenance immunotherapy: durvalumab x 12 months [if durvalumad is NOT given, carbo/pacitaxel pis receve 2 cycles of consolidation)



Highly Pragmatic Trial

* Most pragmatic thoracic NCTN trial
- No lab cutoffs (discretion of med onc)

— No diagnosis, CT chest, MRI brain, lab, or PFT time windows
PET within 60 days

- Allows ECOG 2

—~ Allows EGFR/ALK/ROS1 patients (do not need to administer durva)

- Allows other malignancies if not thought to interfere with safety/efficacy analysis
-~ Allows protons or photons

« RTOG 1308 (Q1 2024) and EA5181 (Q4 2023) are both approaching accrual
completion, no other competing large locally advanced NSCLC trials across the
entire NTCN

+ Please open and accrue!!

NRG
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