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TWICE-DAILY COMPARED WITH ONCE-DAILY THORACIC RADIOTHERAPY|
IN LIMITED SMALL-CELL LUNG CANCER TREATED CONCURRENTLY
WITH CISPLATIN AND ETOPOSIDE

ANDREW T. Turrisl, lll, M.D., KyuncgmAnN Kim, PH.D., RonaLD BLum, M.D., WiLLiam T. Sause, M.D.,
Rogert B. Livingston, M.D., RiTsuko Komakl, M.D., HENRY WAGNER, M.D., SEENA AISNER, M.D.,
AND Davip H. JoHnson, M.D.

Concurrent RT + cisplatin/etoposide

Randomization _ 0T

Arm 145 Gy at 1.5 Gy BID 2 o

Arm 2 45 Gy at 1.8 Gy Daily 5 0. POy g ke

All received PCI to 25 Gy in 10 fractions g >

Result % " e, TWice-daily radiotherapy

Local failure — 52% > 36% £ 0 e

Overall survival 16 - 26% with acceleration - Once-daily radiotherapy
Criticism — daily doses not biologically e

equivalent to BID doses Months

(T The NEW ENGLAND
%Y JOURNAL of MEDICINE
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Number at risk 12 24 36 48 60 72 84
(number censored)
Once-daily 270 202 (5) 134(6) 88(23) 46 (53) 21(75) 7 (88) 3(91)
Twice-daily 273 224(3) 151 (4) 02 (31) G4 (60) 25(85) 6(104) 2(107)

European CONVERT Trial (45 Gy BID vs 66 Gy daily)
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Role for addition Immunotherapy for Limited Stage Small Celi

Lung Ca?

Preliminary data supparting this concept include interaction of
radiation with the host immune system both at the T-cell level
and at the tumor cell through radiation induced release of tumor
neoantigens.

Phase | studies have shown an acceptable safety profile with
concurrent immunotherapy + chemoradiation in both small cell
and non-small cell lung cancer.

A recent randomized phase lll trial showed improved survival
with atezolizumab + chemotherapy for the first line treatment of
extensive stage small cell lung cancer.

Studying Immunotherapy for Limited Stage Lung cancer...
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Limited Stage Small Cell Lung Cancer (LS-SCLC): A Phase Il/llI
Randomized Study of Chemoradiation Versus Chemoradiation Plus
Atezolizumab

*Radiation
PATIENT schedule, BID (3 Arm 1
POPULATION weeks) vs daily R Platinum** /etoposide q3 weeks x 4 cycles
S | (6.5 weeks) A +
Limited stage (Tx, T1- T4, | T N Thoracic RT 45 Gy bid or 66 Gydaily
NO0-3, M0) smallcell lung | R «Chemotherapy D beginning with cycle 2 of
cancer (LS-SCLC) :’? (cisplatin vs 1?/[ chemotherapy***
{ |carboplatin) I Arm 2
F Z Platinum™*/etoposide q3 weeks x 4 cycles
Y | *Sex (male vs E +
female) * Thoracic RT 45 Gy bid or 66 Gydaily
beginning with cycle 2 of
‘ECOG chemotherapy***
Performance Ateroliumab a3 +k . .
ezolizumab q3 weeks x 1 year, beginning
Status (0/1 vs2) with cycle 2 of chemotherapy

Kristin Higgins, MD
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 Target Accrual
— Phase Il : PFS endpoint (280 patients)

* Accrual may be suspended if 280 patients are accrued
and either 140 PFS events or 79 deaths have not been
observed.

— Phase III: OS endpoint (226 patients)
— Total 506 patients accrued
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ADRIATIC: Phase Ill RCT Multicenter Trial

Inclusion criteria
« LS-SCLC (Stage I-lll)
« WHO/ECOGPS Oor1

+ Received four cycles of cCRT*1:#

* Achieved CR, PR or SD
post-cCRT

« PCI* (as indicated) received after
completion of cCRT

Stratification factors
Stage (I/ll vs 111)
PCI (yes vs no)

Durvalumab 1500 mg +
placebo tremelimumab g4w
for four doses, followed by
durvalumab 1500 mg q4w
(n~200)

Durvalumab 1500 mg +
tremelimumab 75 mg g4w
for four doses, followed by

durvalumab 1500 mg g4w
(n~200)

Placebo durvalumab +
placebo tremelimumab q4w
for four doses, followed by
placebo durvalumab g4w
(n~200)

[ASLC

o

INTERNATIONAL
ASSOCIATION
FOR THE STUDY

Speaker:

OF LUNG CANCER
Conquering Thoracic Cancers Worldwide

Quynh-Nhu Nguyen, M.D., M.H.C.M

@TLCconference

#TexasLung24



KEYLINK

s . Concurrent Postconcurrent Posttreatment
creening Chemoradiation Chemoradiation
Therapy Therapy
s Newly diagnosed (4 cycles) (1 year)
untreated
LS-SCLC
1 *x
(Stage I-11T) Platinum doublet** Platmum_:ioublet Pembrolizumab 400 mg
s ECOGOtol + . Qo6W x 9 cycles
» Nop itis of Pembrolizumab Pembrolizumab - +
newmnonitis o —p-Group A ; .
interstitial lung 200 mg Q3W 200 mg Q“:‘ %3 eycles Placebo Olaparib BID
disease = 1 cycle Radiotherapy *x 12 months
Platinum doublet** Platinum_:]ouhlet** Pembrolizamab 400 mg
. 6W = 0 eveles :
Randomize +. Pembrolizumab Q . Sl Il.:aag ne.
1:1:1* — I Group B Pembrolizumab 200 Q3W x 3 cyel o + and Survival
T 200 mg Q3W mg M cycles Olaparib 300mg BID Follow-up
=x 12 th
* 1 eyele Radiotherapy Hontas
Platinum doublet**
Platinum doublet** + Placebo Pembrolizumab
+ Placebo — Q6W = 9 eycles
= Group C Placebo Pembrolizamab +
Pembrolizumab Q3W x 3 cycles Placebo Olaparib BID
Q3W = 1 cycle + % 12 months
Radiotherapy
PCI for CR/PR
Group A: Chemo + Pembro - Chemoradiation + Pembro - Pembro
Group B: Chemo + Pembro - Chemoradiation + Pembro = Pembro+Olaparib
Group C: Chemo - Chemoradiation
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HLX10 PD-1 antibodies

Table 1: Kinetics and binding affinities of anti-PD-1 antibody to human PD-1 determined by BLL

» Unigue mode of recognition: Mechanistically, structural Human PD-1
analysis of PD-1-HLX10-Fab complex suggests that HLX10 Sample ka[UMs)]| kq[ls] | Kp[M]
competes with PD-L1 binding in similar fashion to nivolumab HLX10 1-5?‘1{}i 3-29“1[’: 3-43”{)_:
and pembrolizumab. Detailed epitope analysis showed that Nivo 1'28{1{}; l'ﬁﬂxm; “'%ID:Q

Pembro 318107 | 2.56%10 8.04x10

HLX10 has a unique mode of recognition compared to A

Pembolizumab

pembrolizumab and nivolumab. Notably, the epitope of HLX10
is more similar to that of pembrolizumab than nivolumab.
However, HLX10 and pembrolizumab showed an opposite
heavy chain (HC) and light chain (LC) usage, which recognizes

several overlapping amino acid residues on PD-1.

Pembrolizumab
(PDB id: S

Nivolumab
5GGS) « g 9)

PDB id: 5WT!
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Study Design of HLX10-020-302

A Randomized, Double-Blind, International Multicenter, Phase Ill Study (NCT05353257 )

IV, Q3W, C1 IV, Q3W, C2-C4 IV, Q3W, C5-C22

HLX10 (300mg, D1) HLX10 300mg D1

Main eliqibility criteria : Evaluate whether

N + Carboplatin +Carboplatin PCI
1. A:qe_18.years | (Max750mg/Cisplatin75mg (Max750mg/Cisplatin highly recommended HLX10
2. Histologically confirmed SCLC Im2D1) 75mg/m? D1) for CRIPR (300mg D1)
3. Diagnosed with LS-SCLC + Etoposide (100mg/m?, +Etoposide (100mg/m? SD at the discretion of

(stage I-I1l of the AJCC 8t D1-3) D1-3)
edition of the cancer staging),

until PD or up to 1

: * recommended to start
which can be safely treated with +Chest radiotherapy S Wi e year after cCRT
curative radiation doses. Placebo D1 the fourth cycle
4. Subjects unsuitable for Placebo D1 : recommended dose:
surgeri/. +Carboplatin *Carboplatin e 25Gy/10times Placebo (D1)
(N=482) (Max750mg/Cisplatin75mg (Max750mg/Cisplatin If PCl is not available,
/m?2, D1) 75mg/m?2 D1) head MRl is
’ recommended.

+Etoposide +Etoposide (100mg/m?

(100mg/m? D1-3) D1-3)

> Primary endpoint: OS
> Secondary endpoints: PFS(INV), ORR, DOR, Safety, PK(HLX10), ADA/ NAb (HLX10)

Stratification factors: ECOG PS (0 or 1), staging (I/1l/1l), radiation fraction (QD or BID), region (Asia or non-Asia)
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IMPOWER 133 Caspian

Durvalumab +

__| Tremelimumab + EP chemo Durvalumab

§ Atezolizumab 1200 mg IV Q3w x 4 cycles Q4w until PD
5 g3 w + carboplatin + Atezolizumab
% ) etoposide maintenance "
D =2 - O =
5 £ S (n=201 pts) o o Durvalumab + EP Durvalumab
N ) M- —
N § & o % Q3w x 4 cycles Q4w until PD
“o0 oz Placebo + carboplatin + w >
2 — etoposide Placebo
s (n=202 pts)
=z EP chemo .
— Optional PCI
Q3s x 4 cycles
Co-Primary Endpoints: OS, PFS
Secondary Endpoints: ORR, DoR and safety Primary Endpoints: OS
Secondary Endpoints: PFS, ORR, DoR and safety
Horn et al; NEJM, 2018: Paz-Ayres, Dvokin et al. Lancet 2019
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ImPower 133: 2 yr Caspian: 3 yr

A Events/ Median0S ~ 12:month 05 ~ 18-month OS  24-monthOS  36-month OS
Mezo + CPIET | Placaba + CPIET patients, (95%Cl),  rate (95%CI), rate (95%CI), rate (95%CI), rate (95%CI),
100 in = 301) 1r1 lll'.ll] n(%) months % % % %
a0 Madlan 0%, mo 125 0.5 10 Dunalumab+EP  221088(625) 129(113447) 528(466585) 20(65377) 229(18:1282) 176(133:224)
a1 (8% L) {108, 15.8) {8.3,11.3) P MGG (E22) 1050312 WI(R4451) 4B(197301) 13910184 580491
M HR (8% C mﬁﬂﬁg?ﬁ! 08- HRO.71 (5% 10 604036), norine P= 0003
z | 0
i
g . 12-month OF  yioian fuloweup: 229 months 5 0
. >
%
il § 04
30 S .
a I
o 02- TN
1D i i ] li LLl Ll
0 T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 00 3 6 9 12 15 18 20 24 271 30 3% % 3N 4 4 4 5
Mo ai Risk Timea [months) _ Time from randomization (months)
Apro+CPET 204 {87 480 159 130 109 23 88 78 &1 &1 28 M 8B 1 No. at risk
Placsbo+CPET 202 180 983 4180 12 &7 74 B8 453 1 31 20 i 3 2 3 Duvalumab +EP 266 244 244 177 40 109 8 70 60 5 50 46 W 25 13 3 0 0
P28 45 22 1% 14 B 6 5 % ¥ 19 7 B 0 3 0 0 0
2 yr OS: Atezo + EP 22% vs EP 16.8% 3yrOS: D +EP 18% vs EP 6%
P=0.015 Paz-Ayres, Dvokin et al. Lancet 2019 P=0.003

Paz-Ayres, ASCO 2020
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First-line Atezo + EP and durvalumab + EP demonstrated ongoing
improvement of OS vs EP in patients with extensive-stage SCLC

OS benefit preserved across prespecified subgroups

Safety outcomes consistent with known safety profiles of each
agent

Immunotherapy plus EP chemo should be considered a new
standard of care for first-line therapy in patients with extensive-
stage SCLC
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NRG-LU007: RAndomized Phase IlI/lll Trial Of Consolidation
Radiation + Immunotherapy for ES-SCLC (RAPTOR)

PATIENT POPULATION:

Patients with extensive stage » Number of sites receiving Arm 1
small cell lung cancer (ES-SCLC), radiation therapy (fields 1-3 Atezolizumab maintenance
stable disease (SD) or partial vs >3)
response (PR) after 4-6 cycles of
etoposide/platinum (E/P) * PRvs SD

doublet plus atezolizumab Arm 2
Standard RT: (Daily up to 5 sites)
Thoracic or Liver RT: 45 Gy or 30 Gy
Extra-Thoracic RT: 30 Gy or 20 Gy
+

Atezolizumab maintenance

* ECOG Performance
Status (0/1 vs 2)

< T - = > -4 Wuwn
tmMN—=0Q0Z2X>

Quynh Nguyen M.D., MHCM
Professor, Dept. of Radiation Oncology
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PRIMARY OBJECTVE:
Phase |l

Compare progression free survival (PFS) between atezolizumab + RT vs
atezolizumab

Phase Il
Compare overall survival (OS) between atezolizumab + RT vs atezolizumab

SECONDARY OBJECTIVES:
Assess toxicity atezolizumab + RT and atezolizumab arm

Assess impact of adding radiotherapy on PFS and OS in patients with 1-3
visible tumors and >3 visible tumors

Assess impact of adding radiotherapy on PFS and OS in patients receiving
consolidation radiotherapy to all visible disease “complete consolidation” vs
“‘incomplete consolidation”

TASLC | Zssaciation
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Target Accrual

Phase |l =138 eligible
patients

Patient Intervention Accrual by site

Phase |1l = 186 patients

Overall sample size of
Phase II/111 = 324

wes QH027 == OHO070 SCO08 ww= TX035 we= GAQD3 == MI039 === NY021 == UT003
w15 Sites (Accrual = 2)
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Site Total Dose and Fractionation Options
Identifier | Anatomic Site | 45 Gyin 15 30 Gy in 10 20Gy in 5
fractions fractions fractions

1 Lung (primary) X X

2 Liver X X X
3 Bone X X
4 Spine X X
5 Abdomen/Pelvis X X
6 Soft Tissue X X

IASLC | pssmere
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SWOG S1827 (Maverick)

« Purpose: establish non-inferiority of MRI surveillance
« Both limited-stage SCLC and extensive-stage SCLC
 Stratified by receipt of PD-L1 immune therapy

* Hippocampal avoidance allowed

SCHEMA

%gﬁ

Registration and Randomization

Arm 1: Arm 2:
Prophylactic cranial irradiation (PCI) MRI brain surveillance”
+ MRI brain surveillance®
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Summary — Prophylactic Cranial Irradiation

Highly controversial despite randomized evidence
Most randomized trials before MRIs
PCI may improve CNS control at cost to QoL

Brain metastases remain common even with PD-L1 immune therapy

Hippocampal avoidance as standard

Supported by NCCN guidelines

European trials — Spanish PREMER and Dutch/Belgian

NRG-CCOQO3 - several positive secondary endpoints (though primary endpoint negative)

Do we need PCI at all?
MRI surveillance (SWOG S1827 Maverick)
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CONCLUSIONS

%)
&

First Line therapy PDL1 Inhibitors combined with
Platinum/Etoposide established standard of care with
modest outcomes

Combination strategies appealing to further improve
long term survival for SCLC patients

Future trials with PARP Inhibitor combined with
immunotherapy + chemotherapy + radiotherapy?
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