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» Lung Cancer Introduction

> Resectable NSCLC (Stage | & Stage II)

> Stage Ill NSCLC (Multidisciplinary Approach)
» Stage IV NSCLC

» Small Cell Lung Cancer

» Summary
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Lung Cancer Introduction
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Epidemiology

= 2nd moEst frequent cause of cancer
= 2.20 million in 2020

= Leading cause of cancer death

worldwide

I
= 1.80 million in 2020
_

Survival

= 5-year survival of lung cancer: 10~20%
(Breast 89%, colon 65%, prostate 70%)

= Only 16%~20% is diagnosed at early

y
B
stage h

Global Cancer Observatory 2020; A Systematic Analysis for the Global Burden of Disease Study 2019. JAMA Oncol 2022
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Lung Cancer disease burden in Korea

‘93-'95 '96-'00 ='01-'05 = '06-"10 ‘14-'18
wax4 x40 % -
100
2020 | 2019 | WENe | WEE
(®) (CoA-B) (C/8*100) 80
e e 29,180 31,007 -1,827 59 60
o 28,949 30,241 -1.292 -4.3 40
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Incidence & Mortality
= 2nd most common in Korea (28,949 in 2020)

» Leading cause of cancer death (18,902 in 2020 )
5-year Survival: 32~35%

2020 T7IASESA (F7IL MY SLYSFEEZF)
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Major lung cancer screening clinical trials

Powered studies

NLST LDCT vs CXR Pals[S TSRV e T {0 B e @00 Vel {4 s ME RO BV TSRS Tl TN (SR I B AN | DCT reduces lung cancer-related mortality (HR 0.80; P < 0.004)

NELSON-=® LDCT wvs LDCT reduces lung cancer-

. . Age 55—75 years, =15 PY smoking, <10 years ex-smoker (n = 15,789) related mortality (HR 0.76,
no intervention 95% Cl1 0.62—0.94 in men)

Unpowered studies

DANTE :
LDCT vs no Age 60—74 years, =20 PY smoking.

<10 years ex-smoker (n=2,811) Non-significant reduction of lung cancer-related mortality (HR 0.99)

intervention

DEPISCAN Age 50—-75 years, =15 PY smoking, .
LDCT vs CXR <15 years ex-smoker (n=765) LDCT enables the detection of more lung cancers than CXR (8 vs 1)
Age 50-70 years, =220 PY smoking, Non-significant reduction of

DLCST- LDCT vs CXR <10 years ex-smoker (n=4,104) lung cancer-related mortality (HR 1.03)

Non-significant reduction of

ITALUNG LDCT wvs no intervention Age 55—69 years, =20 PY smoking, <10 years ex-smoker (n=3,206) lunglcsncerrelated mortality (HR O]

LDCT reduces cumulative
risk of 10 year lung cancer-
related mortality

(HR 0.61; P=0.02)

MILD LDCT vs no intervention Age =49 years, =20 PY smoking, <15 years ex-smoker (n=4,099)

LDCT reduces lung cancer-
related mortality only in
women (HR 0.31; P=0.04)

Age 50-69 years =15 PY smoking,

LUSI? LDCT vs no intervention <10 years ex-smoker (n=4,052)

Age 50-75 years, LLP, ,-defined

UKLS® LDCT vs no intervention 5 year lung cancer risk =5% (n=4,055)

67% Stage | lung cancers in screening arm;
mortality results to be published

Oudkerk et al. Nat rev Clin Oncol 2021;18(3):135-51
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National Lung Screening Trial (NLST)

The largest randomized controlled trial (90% stat power)

A Lung Cancer B Death from Lung Cancer

1100- e
= Chest radiography
g 1000 Low-dose CT g L~
g 900 5 400 309 cases/100,000 PY/’
w 3% [ 645 cases/100,000 PY_- Chest radiography g Low-dose CT
E 700 tg’n 300-
5 I, 3 247 100,000 PY
; cases ,
g s00- 572 cases/100,000 PY 5 o y
g a0- g
= 300 2
= _ & 1004
o 200 More lung cancers found 2
100 S 20% fewer deaths from lung cancer
0 T T T T T T T 1 0- T T I T T T T 1
0 1 2 3 4 5 6 7 8 0 1 2 3 4 5 6 7 8
Years since Randomization Years since Randomization

median duration of follow-up: 6.5 years

Aberle DR et al. NEJM 2011;365:395-409
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National Lung Cancer Screening in South Korea
FofLtek e ZEALZ vs NLST

2017-2018 Sc|Liel H B X A|HAIY

MK E Lalutet H AT AHARY 0|3 NLST 21
(13,692%) &S, 1XHEE7|E, 26,309F)
YHE 15% (=6 mm) 27% (24 mm)/ 14% (26 mm)
HLLE 15% (26 mm) 27% (24 mm)/ 13% (26 mm)
YA T HY O|RIEHE 97% 96%
o 2HE 0.6% 1.0%
HY =7 LdHE 68% 68% (%|F)
42 (53.2%) 1:407 (60.0%) (X|5)
Hot wo| g 12 (15.2%) II : 51 (7.5%) (Z15)
o o T'__;l'It
Il 16 (20.3%) I : 126 (18.6%) (X|5)
IV 9 (11.4%) IV : 95 (14.0%) (Z[5)

VIl H Yt S28XE 1,2 7] (21%) THH| E7| 740|684 % 2 &S
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National Lung Cancer Screening in South Korea
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National Lung Cancer Screening in South Korea

Lung-RADS (Lung Imaging Reporting And Data System category

1y 23 F= 19 23 teel 28
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National Lung Cancer Screening in South Korea

Participants: 55 and 74 years of age, Smoking>30 PY, quit within 15years

2% |ojMazigle| 9MZE | FANZE | HEAM | g
(Cat 1) (Cat 2) (Cat 3) (Cat 4)

2019 79,537 51,287 20,980 3,628 3,642 17,566
2020 90,104 56,096 25,969 4,340 3,699 35,472
2021 116,377 67,239 39,006 5,433 4,699 59,534

Total 286,018 174,622 85,955 13,401 12,040 112,572
(%) (61.1) (30.1) (4.7) (4.2) (39.4)

2023'd EYA| 2SS EICHEX g WA usH FoAF A, I 7ISHZE KOSIS
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Lung Nodule follow up (Solid)

National - - - ; .
comprehensive NCCN Guidelines Version 3.2023 NCCNT(:;III:ec!lfngzr:Fedn’iz
e SZRﬁg';K@ Non-Small Cell Lung Cancer T ——

FOLLOW-UpSd.9g.h

<6 mm —— No routine follow-up

FINDINGS

Consider CT

—_ —_— _ —_— —_—
6—8 mm CT at 6—12 mo Stable at 18—24 mo

Low risk®
Consider CT at 3 mo,
>8 mm ™ PET/CT, or biopsy)
Incidental

finding: solid
nodule(s) on
chest CT CT at 12 mo

p — Stable ——— No routine follow-up
(optional)

<6 mm —
Repeat CT at

_— —— — ——
6—8 mm CT at 6—12 mo Stable—>18_24 .

High riskf

Consider CT at 3 mo,

———
>8 mm PET/CT, or biopsy!

¢ Principles of Diagnostic Evaluation (DIAG-A 1 of 3). IPET/CT performed skull base to knees or whole body. A positive PET result is defined

d The most important radiologic factor is change or stability compared with a previous as a standardized uptake value (SUV) in the lung nodule greater than the baseline
i i tudy mediastinal blood pool. A positive PET scan finding can be caused by infection or

€ Low risk = minimal or absent history of smoking or other known risk factors. inflammation, including absence of lung cancer with localized infection, presence

THigh risk = history of smoking or other known risk factors. Known risk factors include of lung cancer with associated (eg. postobstructive) infection, and presence of lung
cancer with related inflammation (eg, nodal, parenchymal, pleural). A false-negative

PET scan can be caused by a small nodule, low cellular density (nonsolid nodule or

ground-glass opacity [GGO]), or low tumeor avidity for FDG (eg. adenocarcinoma in

history of lung cancer in a first-degree relative; exposure to asbestos, radon, or
uranium.
nl PR " el ot

il — bl ’ epeti . - .
adenocarcinoma.

h Adapted from Fleischner Society Guidelines: MacMahon H, Naidich DP, Goo
JM, et al. Guidelines for management of incidental pulmonary nodules detected
on CT images: From the Fleischner Society 2017. Radiclogy 2017;284:228-243.
®Radiological Society of North America. Fleischner Society Guidelines do not direct
whether or not contrast is necessary or if an LDCT is appropriate. LDCT is preferred
unless there is a reason for contrast enhancement for better diagnostic resolution.

situ [previously known as bronchoalveolar carcinomal], carcinoid tumor).

1 If empiric therapy is contemplated without tissue confirmation, multidisciplinary

evaluation that at least includes interventional radioclogy, thoracic surgery, and
interventional pulmonology is required to determine the safest and most efficient
approach for biopsy, or to provide consensus that a biopsy is too risky or difficult and
that the patient can proceed with therapy without tissue confirmation. (IJdsseldijk MA,,
et al. J Thorac Oncol 2019;14:583-595.)

MNote: All recommendations are category 2A unless otherwise indicated.

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

DIAG-2

Version 3 2023, 04/13/23 @ 2023 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN
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Lung Nodule follow up (Sub-Solid)

National

Comprehensive NCCN Guidelines Version 3.2023 NECN Suidelines Index
NCCIN St Non-Small Cell Lung Cancer Diccuscion
FINDINGS FOLLOW-uUp¢c-d.9.h
Solitary pure <6 mm No routine follow-up
ground-glass|<: CT at 6—12 mo to confirm no growth or
nodules =6 mm development of a solid component, then

CT every 2 y until S y

Incidental

finding: Solitary / <6 mm No routine follow-up

subsolid part-solid \ - CT at 3—6 mo to confirm no growth or change in solid
nodule(s) nodules =6 mm component, then annual CT for 5 y . i
on chest CT - If solid component =6 mm, consider PET/CT! or biopsy!

- CT at 3—6 mo

. <6 mm » If stable, consider CT at2 and 4 y
Multiple
ﬁ‘;gﬁ?;: - CT at 3—6 mo
>6 mm = Subsequent management
= based on most
suspicious nodule(s)
IPET/CT performed skull base to knees or whole body. A positive PET result is defined
as a SUV in the lung nodule greater than the baseline mediastinal blood pool. A
positive PET scan finding can be caused by infection or inflammation, including
absence of lung cancer with localized infection, presence of lung cancer with
© Principles of Diagnostic Evaluation (DIAG-A 1 of 3). associated (eg. postobstructive) infection, and presence of lung cancer with related
d The most important radiologic factor is change or stability compared with a previous inflammation (eg, nodal, parenchymal, pleural). A false-negative PET scan can be
imaging study. caused by a small nodule, low cellular density (nonsolid nodule or GGO), or low tumor
9 Non-solid (ground-glass) nodules may require longer follow-up to exclude indolent avidity for FDG (eg. adenocarcinoma in situ [previously known as bronchoalveclar
adenocarcinoma. _ carcinoma], carcinoid tumor).
" Adapted from Fleischner Society Guidelines: MacMahon H, NMaidich DP, Goo 1 If empiric therapy is contemplated without tissue confirmation, multidisciplinary
JM, et al. Guidelines for management of incidental pulmonary nodules detected evaluation that at least includes interventional radiology, thoracic surgery, and
on CT images: From the Fleischner Society 2017. Radioclogy 2017;:284:228-243. interventional pulmonology is required to determine the safest and most efficient
®Radioclogical Society of North America. Fleischner Society Guidelines do not direct approach for biopsy, or to provide consensus that a biopsy is too risky or difficult and
whether or not contrast is necessary or if an LDCT is appropriate. LDCT is preferred that the patient can proceed with therapy without tissue confirmation. (IJdsseldijk MA,
unless there is a reason for contrast enhancement for better diagnostic resolution. et al. J Thorac Oncol 2019:14:583-595.)

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

DIAG-3

“ersion 3.2023, 04/13/23 © 2023 National Comprehensive Cancer Network® (NCCMN®), All rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN




Resectable NSCLC (Stage | & Il)




HEgts | S EHETA- S

SEVERANCE | YONGIN SEVERANCE HOSPITAL

Stage IA NSCLC

National

Comprehensive NCCN Guidelines Version 3.2023 NCCNng:geJLnggr:?edn‘j;
NCCN Bkt Non-Small Cell Lung Cancer Discussion
CLINICAL ASSESSMENT PRETREATMENT EVALUATIONY INITIAL TREATMENT
Surgical exploration
and resection! + Adiuvant
: - Adjuvant
mediastinal lymph
Operable— node dissection or 7-{!:983(;?_1-3“} t
. systematic lymph
N node sampling
nodes
* Pulmona function tests initi
(PFTs) (ifrl)':ot reviousl Medically Definitive BT’ prei_’erably I Surveillance
P Y inoperable! —|Stereotactic ablative NSCL-16
done) P radiotherapy (SAEBR)™.n.o| (NSCL-18)

Stage 1A - (Br?nchoscopy . a
< T intraoperative preferre
(peripheral T1abec, NO) = Consider pathologic
mediastinal lymph node
evaluationh:i.l
- FDG PET/CT scank (if not
previously done)

Positive I
mediastinal
nodes I

Stage HIA/INIB (NSCL-8) or
Stage HIB/INIC (NSCL-12)

K PET/CT performed skull base to knees or whole body. Positive PET/CT scan
findings for distant disease need pathologic or other radiologic confirmation. If
PET/CT scan is positive in the mediastinum, lyvmph node status needs pathologic

9 Testing is not listed in order of priority and is dependent on clinical circumstances, confirmation.
institutional processes, and judicious use of resources. I Principles of Surgical Thera NSCL-B).
h Methods for evaluation include mediastinoscopy. mediastinotomy, EBUS, M Principles of Radiation Therapy (NSCL-C).
EUS, and CT-guided biopsy. An EBUS-TBNA negative for malignancy in a N Image-guided thermal ablation (IGTA) therapy (eg, cryotherapy, microwave,
clinically (PET and/or CT) positive mediastinum should undergo subsequent radiofrequency) may be an option for select patients not receiving SABR or
~ mediastinoscopy prior to surgical resection. definitive RT. Principles of Image-Guided Thermal Ablation Therapy (NSCL-D).
'There is low likelihood of positive mediastinal lymph nodes when these nodes ° If empiric therapy is contemplated without tissue confirmation, multidisciplinary
are CT and PET negative in peripheral tumors (outer third of lung) <3 cm. Thus, evaluation that at least includes interventional radiclogy, thoracic surgery, and
pretreatment pathologic mediastinal evaluation is optional in these settings. interventional pulmonology is required to determine the safest and most efficient
~ Invasive mediastinal staging is recommended for central tumors. approach for biopsy, or to provide consensus that a biopsy is too risky or difficult
JIn patients who are medically inoperable, while mediastinal biopsy is generally and that the patient can proceed with therapy without tissue confirmation.
preferred, the risks in selected patients may outweigh the benefits. (Idsseldijk MA, et al. J Thorac Oncol 2019;14:583-595.)

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

NSCL-2

“ersion 3.2023, 04/13/23 © 2023 National Comprehensive Cancer Network® (NCCN#), All rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCHN.
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Stage IA NSCLC Surgery

Segmentectomy

Tumor cells may persist
within the lymphatic
pathways

7 Lobectomy -
Z /¢4 | "Completedssecin f the ymphatc
ety it te b

2023'F Lung Cancer School &1 u3H Z2E &3




HEgts | S EHETA- S

SEVERANCE | YONGIN SEVERANCE HOSPITAL

Stage IA NSCLC Surgery

Printed by Eun Hye Lee on 9/9/20232 10:53:12 PM. For personal use only. Not approved for distribution. Copyright © 2023 National Comprehensive Cancer Network, Inc., All Rights Reserved.

National

comprehensive NCCN Guidelines Version 3.2023 NCCNng:gen;':’ngzr:Fednet;
i oSt Non-Small Cell Lung Cancer Dicciecion

. PRINCIPLES OF SURGICAL THERAPY
Evaluation

= Determination of resectability, surgical staging, and pulmonary resection should be performed by thoracic surgeons who perform lung
cancer surgery as a prominent part of their practice.
CT and PET/CT used for staging should be within 60 days before proceeding with surgical evaluation.
For medically operable disease, resection is the preferred local treatment modality (other modalities include SABR, thermal ablation such
as radiofrequency ablation, and cryotherapy). Thoracic surgical oncology consultation should be part of the evaluation of any patient being
considered for curative local therapy. In cases where SABR is considered for high-risk or borderline operable patients, a multidisciplinary
evaluation including a radiation oncologist is recommended.
= The overall plan of treatment as well as needed imaging studies should be determined before any non-emergency treatment is initiated.
Thoracic surgeons should actively participate in multidisciplinary discussions and meetings regarding patients with lung cancer (eq,
multidisciplinary clinic and/or tumor board).
= Patients who actively smoke should be provided counseling and smoking cessation support (NCCN Guidelines for Smoking Cessation).
While patients who actively smoke have a mildly increased incidence of postoperative pulmonary complications, these should not be
considered a prohibitive risk for surgery. Surgeons should not deny surgery to patients solely due to smoking status, as surgery provides
the predominant therapy for patients with early-stage lung cancer.
Resection
+ Anatomic pulmonary resection is preferred for the majority of patients with NSCLC.
= Sublobar resection - Segmentectomy and wedge resection should achieve parenchymal resection margins =2 cm or = the size of the nodule.
= Sublobar resection should also sample appropriate N1 and N2 lymph node stations unless not technically feasible without substantially
FTTrIrSn.
» Segmentectomy (preferred) or wedge resection is appropriate in selected patients for the following reasons:
» Poor pulmonary reserve or other major comorbidity that contraindicates lobectomy
» Peripheral nodule? =2 cm with at least one of the following:
< Pure AIS histology
<& Nodule has =2509% ground-glass appearance on CT
< Radiologic surveillance confirms a long doubling time (=400 days)
et MATS or minimally invasive surgeny (including robaotic_assicsted annraoaches) cshould be straongly caonsidered farlpatients with no anatomic or
surgical contraindications, as long as there is no compromise of standard oncologic and dissection principles of thoracic surgery.
= In high-volume centers with significant VATS experience, VATS lobectomy in selected patients results in improved early cutcomes (ie,
decreased pain, reduced hospital length of stay, more rapid return to function, fewer complications) without compromise of cancer
outcomes.
- Lung-sparing anatomic resection (sleeve lobectomy) is preferred over pneumonectomy, if anatomically appropriate and margin-negative
resection is achieved.
= T3 (invasion) and T4 local extension tumors require en-bloc resection of the involved structure with negative margins. If a surgeon or center
iIs uncertain about potential complete resection, consider obtaining an additional surgical opinion from a high-volume specialized center.
Margins and Nodal Assessment (see NSCL-B 2 of 4) The Role of Surgery in Patients with Stage IIIA (N2) NSCLC
2 Peripheral is defined as the ocuter one third of the lung parenchyma. (see NSCL-B 2 of 4 through NSCL-B 4 of 4)

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

NSCL-B
1 OF 4

Wersion 3 2023, 04/13/23 © 2023 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN
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JCOGOBO4/WJIOGAS07L Study showed excellent survival after sublobar resection for peripherally located
Ground Glass dominant lung tumor

}

THORACIC: LUNG CANCER: CLINICA

CTR 100%
225 0.5 0.75 1.0 | By S A
Wed, s tect .5 p— - . " @ A receocd s P - _olace £ 80% 0,
rool | Vot o [Wedssor] Semepiesiony or A single-arm study of sublobar resection for ground-glass  [® cneck for upgates| B o 5-year RFS 99.7%
JCOGO804/ JCOGO802/ . . . Bl e
8 wJogaso7. | JEOG1211 WJOG4607L opacity dominant [)(‘l'l[)ll(‘l'ﬂl lllllg' cancer i o,
= 2.0c¢n g s50% X
e 4 5-year OS 99.4%
L JCoG1211 Kenji Suzuki. MD.” Shun-ichi Watanabe, MD,"” Masashi Wakabayashi, MD." Hisashi Saji. MD, PhD. £ a0%
£2:90 Keiju Aokage, MD.® Yasumitsu Moriya, MD,' Ichiro Yoshino, MD, asahiro Tsuboi, MD.© N =314 - g 20%
Shinichiro Nakamura, ME." Kenichi Nakamura, MD.® Tetsuya Mitsudomi, MD," and Hisao Asamura, MD.! 0% = CTR < 25% & 10%
TR = conssildationftumorratio on behalf of the West Japan Oncology Group and Japan Clinical Oncology Group 0% 3 5 ps 3 t 2 % Z 3
""" Years after enroliment
No. at Risk
- 314 304 304 304 304 303 88 0
* JCOG 0804/WJOG4507L (J Thorac Cardiovasc Surg 2022;163:289-301)
FIGURE 2 clapse and atypical adenomatous 2 was 99.7%
20% C1, 9

n
P = cmm Segmentectomy versus lobectomy in small-sized peripheral
o5 o075 0
wedse or [ weage or ]| Sementeciomy or non-small-cell lung cancer (JCOGO802/WJOG4607L):
1.0ecm =3 obectomy - - |
g |XGesssi [seesiEn e a multicentre, open-label, phase 3, randomised, controlled, .
B[ seamapesomy non-inferiority trial E
L~ JCOGIZ11 b 5_year OS

Hisashi Saji, Morihito Okada, Masahiro Tsuboi, Ryu Nakajima, Kenji Suzuki, Keiju Aokage, Tadashi Aoki, Jiro Okami, Ichiro Yoshino, Hiroyuki Ito,
Norihito Okumura, Masafumi Yamaguchi, Norihiko Ikeda, Masashi Wakabayashi, Kenichi Nakamura, Haru hiko Fukuda, Shinichiro Nakamura,
CTR = consolidation/tumor ratio Tetsuya Mitsudomi, Shun-ichi Watanabe, Hisao Asamura, on behalf of the West Japan Oncology Group and Japan Clinical Oncology Group* o

JCOG 0802/WJOG4607L (Lancet 2022;399:1607-1617)

.. I Segmentectomy 94.3%
Lobectomy91.1%

Segmentectomy for ground-glass-dominant lung cancer

CTR

0 o2s o5 o3 10 with atumour diameter of 3 cm or less including ground-
Wedge or Sementectomy or = 5 = 3
roem | ota " [Wesse o] SemCrlS oy glass opacity (JCOG1211): a multicentre, single-arm, ‘
& Wooaasor ] 4081211 WoOG607L .
2 20 confirmatory, phase 3 trial 16
E Segmentectomy
e 3.0 em| OSOIN Keiju Aokage, Kenji Suzuki, Hisashi Saji, Masashi Wakabayashi, Tomoko Kataoka, Yuta Sekino, Haruhiko Fukuda, Makoto Endo, Aritoshi Hattori,
Takahiro Mimae, Tomohiro Miyoshi, Mitsuhiro Isaka, Hiroshige Yoshioka, Ryu Nakajima, Kazuo Nakagawa, Jiro Okami, Hiroyuki Ito,
Hiroaki Kuroda, Masahiro Tsuboi, Norihito Okumura, Makoto Takahama, Yasu hisa Ohde, Tadashi Aoki, Yasuhiro Tsutani, Morihito Okada, —— Lobar resection === Sublobar resection B Overall Survival
CTR = consolidation/tumor ratio ‘S‘h‘U‘r‘Y*IChI Watanabe, on behalf of the Japan Clinical Oncology Group A Disease free Survival 1.00
1.00—
* JCOG1211 (Lancet Respir Med 2023;11:540-549) s
0.754
=
= B
— 5 Gl o — N E VWV E I S I.AA TS 1o 2 osod kI
—_— L — &
— JOUO R DN A1 of DN E THO ITC T DN E £ )
Hazard | 5-Yr Disease-free
No.of No.of Ratio Survival Hazard 5-¥r Overall
PP —— DL U ALY O, o= o cor. ame ~o. o > . i No.of No. of Ratio Survival
- - i P Patients Events  (90% Cl) (95% CI) 025 Pationts Evemts (953 €1) @56 o)
ILobar or Sublobar Resection for Peripheral Stase IA Lob. - L e s“”:;‘z"’sgu percent
Non—Small-Cell _ung Cancer Sublobar 310 137 101 (0as iy e56 ara can) Lobar 357 103 Reference | 78.9 (74.1-82.9)
s e e A D> < ime kL David IKc >y e . One-sided P=0.02 for nfninfariority Sublobar 340 95 0.95 (0.72-1.26) 80.3 (75.5-84.3)
' -y 1 Mo, L LW M., PR D ey P o . . ; - i .00 , . , . .
y == = o [ acd S A} [ [V P L itog @iy ) > > >., 1K= H 2 3 4 5 P 7 3 1 2 3 4 5 6 7
Fumorsize: < 2¢h, peripheral {oiiter third):-:-. - e e i e s it
No. at Risk No. at Risk
Lobar 357 310 276 246 209 175 132 80 5 Lobar 357 337 322 297 270 240 192 142 14
o I Sublobar 340 291 254 222 201 172 123 78 6 Sublobar 340 320 298 276 258 236 185 127 19
. .
CALGB140503 (N Engl J Med 2023;388:489-498)
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CLINICAL ASSESSMENT PRETREATMENT EVALUATIONY INITIAL TREATMENT

Surgical exploration
and resection! +

mediastinal lymph Adjuvant
o e—» T tm t
perabl node dissection or (l:leSaCL eqn}

systematic lymph

e na node sampling
nodes
= Pulmona function tests s
(PFTs) (ifrﬁot reviousl N Medically SELILTE SAn [FRIE e Surveillance
P y inoperable! — stereotactic ablative NSCL-16
done) . P radiotherapy (SABR)M.N.0 (NSCL-16)
Stage IA = Bronchoscopy
(peﬁpheral T1abc, ND)_> (intraoperative preferred)

= Consider pathologic
mediastinal lymph node
evaluationh-i]

+ FDG PET/CT scank (if not

previously done) TEi
,':;"L'f;‘;‘:maJ Stage IIA/IIIB (NSCL-8) or
e aa | Stage HIB/IIC (NSCL-12)

K PET/CT performed skull base to knees or whole body. Positive PET/CT scan
findings for distant disease need pathologic or other radiologic confirmation. If
PET/CT scan is positive in the mediastinum, lymph node status needs pathologic

9 Testing is not listed in order of priority and is dependent on clinical circumstances, confirmation.
institutional processes, and judicious use of resources. | Principles of Surgical Thera NSCL-B).
h Methods for evaluation include mediastinoscopy, mediastinotomy, EBUS, ™M Principles of Radiation Therapy (NSCL-C)_
EUS, and CT-guided biopsy. An EBUS-TEBNA negative for malignancy in a N Image-guided thermal ablation (IGTA) therapy (ed. cryotherapy. microwave,
clinically (PET and/or CT) positive mediastinum should undergo subsequent radiofrequency) may be an option for select patients not receiving SABR or
~ mediastinoscopy prior to surgical resection. definitive RT. Principles of Image-Guided Thermal Ablation Therapy (NSCL-D).
'There is low likelihood of positive mediastinal lymph nodes when these nodes °© If empiric therapy is contemplated without tissue confirmation, multidisciplinary
are CT and PET negative in peripheral tumors (outer third of lung) <3 ecm. Thus, evaluation that at least includes interventional radiology. thoracic surgery, and
pretreatment pathologic mediastinal evaluation is optional in these settings. interventional pulmonology is required to determine the safest and most efficient
_ Invasive mediastinal staging is recommended for central tumors. approach for biopsy, or to provide consensus that a biopsy is too risky or difficult
JIn patients who are medically inoperable, while mediastinal biopsy is generally and that the patient can proceed with therapy without tissue confirmation.
preferred, the risks in selected patients may outweigh the benefits. (Idsseldijk MA, et al. J Thorac Oncol 2019;14:583-595.)

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

NSCL-2
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PRINCIPLES OF RADIATION THERAPY

IV. General Treatment Information

Early-Stage NSCLC (Stage I, selected node-negative Stage I[A)

- SABR (also known as SBRT)'"® has achieved good primary tumer control rates and overall survival, higher than conventionally fractionated
radiotherapy. AIthouEh SABR is not proven equivalent to lobectomy, some prospective series have demonstrated similar overall and cancer-
specific survival 20-3

+* SABR is also an appropriate option for patients with high surgical risk (able to tolerate sublobar resection but not locbectomy [eg, age 275
years, poor lung function]).

+ More modestly hypofractionated or dose-intensified conventionally fractionated 3D-CRT regimens are less preferred alternatives and may be
considered if referral for SABR is not feasible.31-33

+ In patients treated with surgery, postoperative radiotherapy (PORT) is not recommended unless there are positive margins (see Locally

Advanced NSCLC in this section for patients upstaged to N2). Table 2. Commonly Used Doses for SABR
+ Close follow-up and therapy for isolated local and/or locoregional recurrence after SABR have been shown to improve overall survival in a
large retrospective study. Total Dose |# Fractions | Example Indications

SABR for Node-Negative Early-Stage NSCLC .
» The high-dose intensity and conformity of SABR require minimizing the PTV. 25-34Gy |1 Peripheral, small
* Dosing regimen
» For SABR, intensive regimens of BED 2100 Gy are associated with significantly better local control and survival than less intensive
regimens.35=35 In the United States, only regimens of =5 fractions meet the arbitrary billing code definition of SBRT, but slightly more
protracted regimens are appropriate as well.?-7 For centrally located tumors (defined variably as within 2 cm of the proximal bronchial tree
and/or abutting mediastinal pleura) and even ultra-central tumors (defined as abutting the proximal bronchial tree), 4 to 10 fraction risk- 48-50 G 4
adapted SABR regimens appear to be effective and safe 3841 while 54 to 60 Gy in 3 fractions is unsafe and should be avoided.*2 However, y
particular attention should be paid to tumors abutting the bronchial tree and esophagus to aveoid severe toxicity. RTOG 0813 evaluated the
toxicity of 5-fraction regimens and found no high-grade toxicities at 50 Gy in 5 fractions.%3
* SABR is most commonly used for tumors up to § cm in size, though selected larger isolated tumors can be treated safely if normal tissue 50-55 G 5
constraints are respected.®¥ %4 y
+ Prescription doses incompletely describe the actual delivered doses, which also strongly depend on how the dose is prescribed (to the
isocenter vs. an isodose volume covering a proportion of the PTV‘!, the degree of dose heterogeneity, whether tissue density heterogeneity 60-70 Gy 8-10 Central tumors
corrections are used, and the type of dose calculation ;ilgc:srithm.1 4546 Al of these must be considered when interpreting or emulating
regimens from prior studies.

45-60 Gy |3 Peripheral tumors

Central or peripheral tumors
<4-5cm

Central or peripheral tumors
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g FINDINGS AT SURGERY ADJUVANT TREATMENT
CLINICAL PRETREATMENT EVALUATION INITIAL TREATMENT Margins negative (R0)! Observe
ASSESSMENT Surgical exploration and Stage IA .
S RN T1abe, NO Reresection (preferred)
resection’ + mediastinal (T1abc, NO) Margins positive (R1, R2)t or
lymph node dissection or Adjuvant s > -
Operable —> |\ ctematic lymph node T Treatment (NSCL-4) RT™ (category 2B)
sampling after preoperative Observe |
Negative systemic therapy, if plannedP ' ’ ¢ or
. " i | —-
+ Evaluate for mediastinal Consider Margins negative (R0) ChemotherapyP for high-risk patients' followed by
perioperative therapy? nodes . f Stage IB osimertinibP (EGFR exon 19 deletion or exon 21 L858R)¥
« PETs (if not previousl Definitive RT, adjuvant Surveillance (T2a, NO) ) W
Stage IB (peripheral s (if not previously NO—»| preferably chemotherapyP ' ) - . |Reresection (preferred) £ chemotherapy™ |
T2a, NO) done) SABRMO for high-risk NSCL-16 Margins positive (R1, R2)'=—{or |
Stage | (central * Bronchoscopy Medically stages IB-1IB" RT™
+ Pathologic mediastinal !
T1abc-T2a, NO) lymph node inoperable' s Observe
Stage Il (T1abc-2ab, S Durvalumab Margins negative (R0)t — o
25 Lt LT « FDG PETICT scank (if N1 Definitive N (iateglcl,lr'y 1 _, Surveillance 9 g ChemotherapyP for high-risk patients' followed by atezolizumabPX or
Stage IIB (T3, NO) not previously done) chemoradiation™s f:;:geo oA NSCL-16 Stage IIA [pembrolizumabP! or osimertinibP (EGFR exon 19 deletion or exon 21 L858R)" ‘
Stage llIA (T3, N1) + Brain MRI with stagg "r)y (T2b, NO) Reresection (preferred) £ chemotherapyP | Surveillance
contrastd (Stage II, llIA) Positive Margins positive (R1, R2)t—> or (NSCL-16)
(Stage IB [optional]) mediastinall . Stage [IIA/IIB (NSCL-8) or RT™ + chemotherapyP |
nodes Stage IBIC (NSCL-12 Stage 1IB Margins negative (RO)t ChemotherapyP (category 1) followed by atezolizumabPX or pembrolizumabP-4
Sr?atm— 9 g or osimertinibP (EGFR exon 19 deletion or exon 21 L858R)"
a, i —_—
° If empiric therapy is contemplated without tissue confirmation, multidisciplinary Stage II}B f Reresection + chemotherapyP
evaluation that at least includes interventional radiology, thoracic surgery, and (T3, NO; R1 or e m i s
T3, NO related to size or satellite nodules. interventional pulmanology is required to determine the safest and most efficient Tob N1!] Margins positive Chemoradiation™ (sequential’ or concurrent®)
¢ Testing is not listed in order of priority and is dependent on clinical circumstances, — approach for biopsy, or to provide consensus that a biopsy is too risky or difficult ! Reresection + chemotherapyP
institutional processes, and judicious use of resources. and that the patient can proceed with therapy without tissue confirmation. Rot—lor
N Methods for evaluation include mediastinoscopy, mediastinotomy, EBUS, (lJsseldijk MA, et al. J Thorac Oncol 2019;14:583-595.) Concurrent chemoradiation™*$
EUS, and CT-guided biopsy. An EBUS-TBNA negative for malignancy in a P Perioperative Systemic Therapy (NSCL-E).
clinically (PET and/or CT) positive mediastinum should undergo subsequent 41f MRI is not possible, CT of head with contrast. ChemotherapyP (category 1) followed by atezolizumabP* or pembrolizumabP¥|
mediastinoscopy prior to surgical resection. " Examples of high-risk factors may include poorly differentiated tumors (including Stage IlIA Margins negative (RO)‘ —|or osimertinibP (EGFR exon 19 deletion or exon 21 Lgngﬁ or
KPET/CT performed skull base to knees or whole body. Positive PET/CT scan lung neuroendocrine tumors [excluding well-differentiated neuroendocrine (T1-2, N2; Sequential chemotherapyP and consider RT™
findings for distant disease need pathologic or other radiologic confirmation. If tumors]), vascular invasion, wedge resection, visceral pleural involvement, and T3, N1)
PET/CT scan is positive in the mediastinum, lymph node status needs pathologic ~ unknown lymph node status (Nx). These factors independently may not be an Stage llIB . » R1'— Chemoradiation™ (sequential? or concurrent®)
confirmation indication and may be considered when determining treatment with adjuvant (T3, N2) Margins p05|t|ve<: ¢ o ms
| Principles of Surgical Therapy (NSCL-B). chemotherapy. Footnotes. NSCL-4A R2'— Concurrent chemoradiation™"
M Principles of Radiation Therapy (NSCL-C). $ Concurrent Chemoradiation Regimens (NSCL-F) M —
. P Note: All recommendations are category 2A unless otherwise indicated.
Note: All recommendations are category 2A unless otherwise indicated. o oen : " . e o " " : . :
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged. Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
NSCL-3 Version 32023, 04/13723 © 2023 National Comprehensive Cancer Network® [NCCN®), Al rights reserved. NCCN Guidelines® and this ilustration may not be reproduced in any form without the express writien permission of NCCN NSCL-4
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PERIOPERATIVE SYSTEMIC THERAPY g I
FINDINGS AT SURGERY ADJUVANT TREATMENT ?1:":;‘!’?:: Pssslt_?lrrs“t';t-l:;erEGFR mutations, and ALK rearrangements (stages IB-IIIA, 1B [T3.N2]).
s A Margins negative (RO)t Observe Principles of Molecular and Biomarker Analysis (NSCL-H stage [II0¥
tage
(T1§bc N0)<: Reresection (preferred) Preferred (nonsquamous)
’ Margins positive (R1 Rz)t_> or = Cisplatin 75 mg/m? day 1, pemetrexed 500 mg/m? day 1 every 21 days for 4 cycI552
9 P . m Preferred (squamous) $F 3.2 0¥ adjuvant)
RT (category ZB) = Cisplatin 75 mg/m? day 1, gemcitabine 1250 mg/m? days 1 and 8, every 21 days for 4 cycles -
- Cisplatin mgim? day ocetaxe mg/m? day 1 every ays for 4 cycles® platinum cisplatin & carboplatin® 217
Observe Cisplatin 75 m? d. 13 175 fm?* d. 1 21 d. for 4 1 & slojg
Other Recommended T
M . ti (RO)‘ or = Cisplatin 50 mg/m*days 1 and 8; vinorelbine 25 mg/m? days 1, 8, 15, and 22, every 28 days for 4 e 2 Yed o
argins negative —| " . - — = Cisplatin 100 mg/m? day 1. vinorelbine 30 mg/m? days 1, 8, 15, and 22, every 28 days for 4 cycles clit:
Ch_emm.h?rapyp for high-risk F'?'-“e_“tsr followed by - Cisplatin 75—80 mg/m?® day 1, vinorelbine 25-30 mg/m? days 1 and 8, everyr¥1 days for 4 cycles 1 [
Stage IB losimertinibP (EGFR exon 19 deletion or exon 21 L858R)" bCI%pIatlnc‘l 0o mg!:mz day 1, etoposide 100 mgim? days 1—3, every 28 days for 4 cycles e 1-1B
seful in Certain Circumstances
(T2a, NO) Reresection (preferred) £ chemotherapyP” w| - Chemotherapy Regimens for Patients Not Candid for Cisplatin-B i Therapy
Margins positive (R1, RZ)t—b or | > gartgpl:mn ﬁug g gay } paclltaxil ZDQ";?JQOIMZ ?ay 1, eve‘iry iél ;Iays I’c:hr241 cdyclesf " .
m » Carbopl ay 1, gemcitabine mg/m? days 1 an every ays for 4 cycles® . e
RT » Carboplatin AUC 5 day 1, pemetrexed 500 mg/m?® day 1 every 21 days for 4 cycles'? (nonsquamou .t T4
Observe All chemotheragy regimens listed above can be used for sequential chemotherapy/RT.
0 0 t > or Systemic Therapy Followi ng Previous Adjuvant Systemic Therapy
Margins negative (R0) ChemotherapyP for high-risk patients' followed by atezolizumabP* or + Osimerti 80 mg daily™ '
Stage IIA - p. n i ottt v » Osime ib for patients with completely resected stage IB—IIIA or stage llIB (T3, N2) NSCLC and sitive for EGFR (exon 19 deletion, exon
g [pembrolizumabP! or osimertinibP (EGFR exon 19 deletion or exon 21 L858R) 21 L8538R) mutations who received previous adjuvant chemotherapy or are ineligible to receive platinum-based chemotherapy.
(T2b, NO) Reresection (preferred) + chemotherapypl m + Atezolizumab 840 mg every 2 weeks, 1200 mg every 3 weeks, or 1680 mg every 4 weeks for up to 1 year12
. e t CL-16 » Atezolizumab for patients with completely resected stage IIB—IlIIA. stage IlIB {T3. N2). or high-risk stage IlA NSCLC with PD-L1 z1% and
M R1, R2)'—> [ (uscL-16)
argins positive (R1, R2) or negative for EGFR exon 19 deletion or exon 21 L858R mutations or ALK rearrangements who received previous adjuvant chemotherapy
* chemothera with no contraindications to immune checkpoint inhibitors.™
RT™ + chemotherapyP ith indicati i heck hibi
+ Pembrolizumab 200 mg every 3 weeks or 400 mg every 6 weeks for up to 1 year! R . R
Stage IIB . . ¢ ChemotherapyP (category 1) followed by atezolizumabPX or pembrolizumabP:4 » Pembrolizumab for patients with completely resected stage IIB—IIIA. stage IlIB (T3, N2}, or high-risk stage IIA NSCLC and negative for
(T1abe- Margins negative (R0)* — p i EGFR exon 19 deletion or exon 21 L858R mutations or ALK rearrangements who received previous adjuvant chemotherapy and with no
T2a, N1) or osimertinibP (EGFR exon 19 deletion or exon 21 L858R contraindications to immune checkpoint inhibitors_*
a, Reresection + chemotherapyp —————»
Stage IIB
R1~——>|or
T3, NO; . : . . . .
!I'ZI; N1) Margins positive Chemoradiation™ (sequentialP or concurrent®) ADAURA: Phase Ill double-blind study des,gn IMpowermIJ study demgn PEARLS/KEYNOTE091 Study De5|gn
A N
Rot oRrereseCt“’" + chemotherapy? Hierarcica satsicatestg Randomized, Triple-Blind, Phase 3 Trial
Concurrent chemoradiation™$ r—— 8 oapOLTCHE |
. N Key inclusion crderie: staga [B-IlA NSELC ; shage IHIA populatiar hmw izumab 200 mg QI
Stage llIA ChemotherapyP (category 1) followed by atezolizumabP* or pembrolizumabPY¥| 218 e s T 2 per UICCIALCE v H | BSR4 N
(T?g; N2 Margins negative (R0)! —|or osimertinibP (EGFR exon 19 deletion or exon 21 L858R)Y or mm'““" e o) 2 P
TN 'Sequential chemotherapyP and consider RT™ 100 SR e———— H S ML it 1
s ) t L X < ﬁuanimumhm * Tumor fssue fr POAL1 analyss 3 Wposite: ‘
Stage llIB R1'— Chemoradiation™ (sequentialP or concurrentS) orndomisaton B I
Margins ositive< o et it et 07 i T poptt for <1 dminstion
(T3, N2) gins P R2!— Concurrent chemoradiation™S o S o o s Py " )
Footnotes, NSCL-4A anksior: e nae .
i — o fwesks et adant cemcbezpy —amw"mm 1. PILITG1% [SP253) s A pglton Hposita: l. ) [T——
. herohirasy . 2 Abrandimizdstaa M popis . Byst " ’
Note: All recommendations are category 2A unless otherwise indicated. Dbl - POAS N i A 0 in T popuiatant s:ne Bvstvs A N il .
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged. . = o = TC23and any I vs TEMA and J S (1% w 1458 v 250%) * DFSinthe PDL1 TPS250%
s R J IC248 100 a1 . * Reosgtolafuaet chemihersgy (es v o) popuiaion
NSCL-4 d Ef"‘“"“‘“"”“ + Geograghic tegion Asia s Eastem Euroge 18
Version 32023, 0411323 © 2023 National Comprehensive Cancer Network® (NCCNP), All ights reserved. NCCN Guidelines® and this llustration may not be reproduced in any form without he express written permission of NCCN + Here we report results rom a pre-specifed exploratory analysis of Gsease recurrence patterns in ADAURA, Including CNS HK::'::::::;T“ Westem Eurcpe vs restcf werld)
e

11 Wu Y-L, Tsuboi M, He J, et al. Osimertinib in resected EGFR-mutated non-small-cell lung cancer (ADAURA). N Engl J Med 2020;383:1711-1723.

12 Felip E, Altorki N, Zhou C, et al. Adjuvant atezolizumab after adjuvant chemotherapy in resected stage IB—IIIA non-small-cell lung cancer (IMpower010): a L H o | 7 <
randomised, multicentre, open-label, phase 3 trial. Lancet 2021;398:1344-1357. 9 % H I [=] 01 I 2023 9 |

13 O'Brien M, Paz-Ares L, Marreaud S, et al. Pembrolizumab versus placebo as adjuvant therapy for completely resected stage IB-111A non-small-cell lung cancer

(PEARLS/KEYNOTE-091): an interim analysis of a randomised, triple-blind, phase 3 trial. Lancet Oncol 2022;23:1274-1286.
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MEDIASTINAL BIOPSY INITIAL TREATMENT ADJUVANT TREATMENT M M
FINDINGS . o Interventional
Surgical resection! + mediastinal urgeon ini i i : :
Surgical resection! v medlas g Clinical, biological and Radiologist
T1-3. NO-1 Resectable! —— |systematic lymph node sampling [——————— Adjuvant Treatment (NSCL-4) imaging data
(inclﬁding T3 after preoperative systemic . ‘
with multiple therapy, if plannedP M M
nodules in a
lob Medicall Treat t ding t: — . .
e inipfrzg;e_“ clri?;c:lle:ta;chﬂsgl_g-so] e — Radlologlst
Pulmonologist — Nuclear Medicine

Definitive concurrent

chemoradiation™$ Durvalumab® Surveillance
T1-2, T3 (category 1) (category 1) —* (NSCL-16) .

O
aa

(other than

No apparent « Surgery' ] Surveillance
I,?;iﬂ;zt or progression ™ . Consider RT™ (NSCL-16)
positive, MO Induction systemic 2
therapyPZ £ RT™ m _ o Pathologlst
Local—= RT™ (if feasible) + chemotherapy
Progreasion < Treatment for Metastasis . * ! (P
Systemic —[limited sites (NSCL-14) or AA Patient's physician
T3 distant disease (NSCL-17
(invasion), | Definitive concurrent Durvalumab® Surveillance .
N2 nodes chemoradiation™* (category 1) NSCL-16) O
positive, MO| >
* PFTs (if not previously
Sone k N3 ti | | f I=1lIA (NSCL-9) ReSECtable!
* FDG PET/CT scan (if negative —— |nitial treatment for stage |- - N .
= Neoadjuvant treatment — Surgery
not previously done) ;
« Brain MRI with contrastd = Surgery — Adjuvant treatment
Stage IlIB « Pathologic confirmation e
of N3 disease by: Definitive concurrent <
£ Surveillance
gl » Mediastinoscopy N3 positive —J chemoradiation™s (Dcl;';\e/;t‘rf;‘ﬁ Suy lliance Unresectable!
(T39N3) » Supraclavicular lymph (category 1) = Chemoradiation thera
' node biopsy Py
» Thoracoscopy = Palliative chemotherapy
» Needle biopsy Treatment for Metastasis
4 gﬁg'ﬁf;'::;m“y Metastatic disease —»| limited sites (NSCL-14) or
distant disease (NSCL-17)
» EBUS blopsy Stage 1A Stage IlIB Stage IlIC
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Key Eligibility Criteria NIVO 360 mg Q3w
+ Newly diagnosed, resectable, N =358
PERIOPERATIVE SYSTEMIC THERAPY ?;BreT'NBM':74 el NSCLC chemo? Q3w (3 cycles)
Surger
Neoadjuvant Systemic Thera, ECOG performance:status 0-1 Raciolopic (within 6 optional | Fetlow-up
* All patients should be evaluated for preoperative therapy, with strong consideration for nivolumab + chemotherapy for those patients with tumors 24 :,‘i‘[:”l‘jor:‘s Z‘:”‘j‘&‘glfjg gnr — weeks  |—p| adjuvant | —>]
cm or node positive and no contraindications to immune checkpoint inhibitors.* Otherwise refer to the Neoadjuvant Systemic Therapy for Patients } ngs‘:”” chemo + RT
Not Candidates for Inmune Checkpoint Inhibitors. stratified by
« Test for PD-L1 status, EGFR mutations, and ALK rearrangements (stages IB-llIA, llIB [T3,N2]). Stage (IB-1l vs IlIA), NIVO 3 mg/kg Q2W (3 cycles)
Principles of Molecular and Biomarker Analysis (NSCL-H) DL (A% V8 < 1), ‘and sex
« After surgical evaluation, patients likely to receive adjuvant chemotherapy may be treated with induction systemic therapy as an alternative.
Neoadjuvant Systemic Therapy in Patients Candidates for Immune Checkpoint Inhibijtors Primary endpoints Secondary endpoints Exploratory endpoints
* Nivolumab 360 mg and platinum-doublet chemotherapy every 3 weeks for 3 cycles - pCRby BIPR «  MPRby BIPR +  ORR by BICR
» Platinum-doublet chemotherapy options include: - EFS by BICR - 0s - Predictive biomarkers (PD-L1, TMB,
¢ Carboplatin AUC 5 or AUC 6 day 1, paclitaxel 175 mg/m? or 200 mg/m? day 1 (any histology) - Time to death or distant metastases CEDNA")
0 Cisplatin 75 mg/m? day 1, pemetrexed 500 mg/m? day 1 (nonsquamous histology)
0O Cisplatin 75 mg/m? day 1, gemcitabine 1000 mg/m? or 1250 mg/m? days 1 and 8 (squamous histology)
¢ Cisplatin 75 mg/m? day 1, paclitaxel 175 mg/m?* or 200 mg/m? day 1 (any histology)
» Chemotherapy Regimens for Patients Not Candidates for Cisplatin-Based Therapy
¢ Carboplatin AUC 5 or AUC 6 day 1, pemetrexed 500 mg/m? (;Iay 1 (nonsquazmous histology) . KEYNOTE-671 Study Design
(O Carboplatin AUC 5 or AUC 6 day 1, gemcitabine 1000 mg/m? or 1250 mg/m? days 1 and 8 (squamous histology) Randomized, Double-Blind, Phase 3 Trial
Neoadjuvant Systemic Therapy for Patients Not Candidates for Inmune Checkpoint Inhibitors, Pembrolizumab 200 mg IV Q3W
Preferred (nonsquamous) Key Ellgibliity Criteria Ciepiatin and Gemcitabine® Pembrofizumab 200 mg IV Q3W
+Cisplatin 75 mg/m? day 1, pemetrexed 500 mg/m? day 1 every 21 days for 4 cycles? e, B Cieplatin and Pemetrexed for up to 13 cycies
Preferred (squamous) (N2) NSCLC per AICC va for up 10 4 cycles
+ Cisplatin 75 mg/m? day 1, gemcitabine 1250 mg/m? days 1 and 8, every 21 days for 4 cycles® s, Shecepy
« Cisplatin 75 mg/m? day 1, docetaxel 75 mg/m? day 1 every 21 days for 4 cycles e e Fioseproow
Other Recommended PDL1 evaluation® Cisplatin and Gemeitabine® Sy Placebo IV Q3W
* Cisplatin 50 mglmzdgys 1 and 8; vinorelbine 25 mg/m? daays 1,8, 15, and 22, every 28 days for 4 %,y?cles5 SEDOE PR O 6rY Cisplatin and Pemetrexeds for up to 13 cycles
* Cisplatin 100 mg/m? day 1, vinorelbine 30 mg/m? days 1, 8, 15, and 22, every 28 days for 4 cycles® JOXUB ©.4 Byches
+ Cisplatin 75-80 mg/m? day 1, vinorelbine 25-30 mg/m? days 1 and 8, every 21 days for 4 cycles Py S T S S e De e s
+ Cisplatin 100 mg/m? day 1, etoposide 100 mg/m? days 1-3, every 28 days for 4 cycles® < Diasasstags (% va M) ey e e e T
Useful in Certain Circumstances ’ pathology review. and safety
* Chemotherapy Regimens for Patients Not Candidates for Cisplatin-Based Therapg
» Carboplatin AUC 6 day 1, paclitaxel 200 mg/m? day 1, every 21 days for 4 cycles'
» Carboplatin AUC 5 day 1, gemcitabine 1000 mg/m* days 1 and 8, every 21 days for 4 cyt:les;g (squamous histology)
» Carboplatin AUC 5 day 1, pemetrexed 500 mg/m? day 1 every 21 days for 4 cycles1 (nonsquamous histology)

All chemotherapy regimens listed above can be used for sequential chemotherapy/RT.

1 Forde PM, Spicer J, Lu S, et al. Neoadjuvant nivolumab plus chemotherapy in resectable lung cancer (Chekmate 816). N Engl J Med 2022;386:1973-1985 > ZLYH|20{ 2023.9 7|=
* Wakelee H, Liberman M et al. Perioperative Pembrolizumab for Early-Stage Non-Small-Cell Lung Cancer (Keynote 671). N Engl J Med 2023;389(6):491-503. = ’ =
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CONCURRENT CHEMORADIATION REGIMENS PRINCIPLES OF RADIATION THERAPY
Concurrent Chemoradiation Regimens€ Please note: Tables 2-5 provide doses and constraints used commonly or in past clinical trials as useful references rather than specific recommendations.
Preferred (nonsquamous) Table 4. Commonly Used Doses for Conventionally Fractionated and Table 5. Normal Tissue Dose-Volume Constraints for
+ Carboplatin AUC 5 on day 1, pemetrexed 500 mg/m? on day 1 every 21 days for 4 cycles; concurrent thoracic RTl=t$ e T P == = +1
« Cisplatin 75 mg/m? on day 1, pemetrexed 500 n}%'m2 on day 1 every 21 days for 3 cycles; concurrent thoracic RT3+ 1+ Palliative RT Conventlonally Fractionated RT with Concurrent Chemothera)
+ additional 4 cycles of pemetrexed 500 mg/m?T™ - PP -
+ Paclitaxel 45-50 mg/m? weekly; carboplatin AUC 2, concurrent thoracic RT4+14 + additional 2 cycles every 21 days of paclitaxel 200 mg/m? and Treatment Typ2 Total Dose gractlon 'II:')realtr.n ent OAR Constraints in 3035 fractions
. élasrgzlitallﬁtg(‘]?n%?n& fn days 1, 8, 29, and 36; etoposide 50 mg/m? days 1-5 and 29-33; concurrent thoracic RT36 11 = — Spinal cord Max <50 Gy
TS ’ ' Definitive RT with or without [60-70 G 2G 6-7 weeks
Preferred (squamous) _ bt _ chemothera Y = Lung V20 <36%-40%;5 MLD <20 Gy
+ Paclitaxel 45-50 m\gémi weekly; carboplatin AUC 2, concurrent thoracic R + additional 2 cycles every 21 days of paclitaxel 200 mg/m? and Py
carboplatin AUC 6T - Heart V50 <25%; Mean <20 G
« Cisplatin 50 mg/m? on days 1, 8, 29, and 36; etoposide 50 mg/m? days 1-5 and 29-33; concurrent thoracic RTO6 12 Preoperative RT 45-54 Gy 18-2Gy |5weeks - y
Postoperative RT Esophagus Mean 5304 .Gy; Max £105% of Pres.criptic.m dose;
+ Negative margins 50-54 Gy 18-2Gy |5-6 weeks V60 £17%; contralateral sparing is desirable
Consolidation Immunotherapy for Patients with Unresectable Stage Illl NSCLC, PS 0-1, and No Disease Progression After Definitive Concurrent * Extracapsular nodal 54-80 Gy |1.8-2Gy |6weeks Brachial plexus |Median dose <69 Gy
Chemoradiation ‘ - extension or microscopic
Durvalumab 10 mg/kg IV every 2 weeks or 1500 mg every 4 weeks for up to 12 months (patients with a body weight of 230 kg)'* positive margins _ » A
(category 1 for stage Ill; category 2A for stage Il + Gross residual tumor 60-70Gy |2Gy 6-7 weeks :XX =% ofthe whale OAR receiing 20x Gy
Thy i A that b chauld nat b dad_h. A ~n

PACIFIC: Phase 3, Randomized, Double-blind, o 0:| P, Am Tt o af aents )94 . onihs
=

Ls) fian PF!
s . . 1.0 Arm Total No. of Patients (%) (95% CI), Months 1.0 4 86.5% ) Durvalumab 103/212 (48.6) 63.1(43.7 1o NE)
Placebo-controlled, Multicenter, International Trial 0 0o ] Exasnions
084 Placebo 69/91(75.8) 55(3.610103) 084 6.2 10 78.4) HR (95% CI): 0.61 (0.44 t0 0.85)
£ 07 01068.6) HR (95% Cl): 0.47 (035 to 0.64) = 074 1
" = = 747%
Durvalumab Primary endpoints < 06 S 06 (64.21082.6)
10 mg/kg 2w for up 1o 12 months - PFS (BICR) using 9 05 8 |
N=476 RECIST vi.1¢ e B 9% i 53.7%
st : 08 & £ 04 ! 14?]6‘!(:635\ iy
Key secondary endpoints & 03 35; 8 0.34 t ! (34610 66.5) 38.19% s
+ ORR,DoR, and TTOM 0.2 (25410 45.7) v H 02 ] ' ' (27.910483) (375695-[047 0
( ' 24.2% - ' i | o
' (BICR) using RECIST v1.1 ' x + (. NP ] ! !
Patients enrolled irrespective 0.1 H (15310 34.1) 17.6% 17.6% 17.6% 0.14 1 H H : i
of PD-L1 status + Safety 00 ] i (9.810 27.3) 9.810273)  (9.81027.3) " ! ! ! 3 i
- . : $ . TR S S B s i s S e A Gh B *0 +——br-—r—-~+—7r-r—r—r—"rtr—tr———r
AE I e i ca L A e R s - B B R L R 013 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75
Time Since Random Assignment (months) Time Since Random Assignment (months)
Updated analyses of OS and PFS, assessed ~5 years after the last patient was randomized No. at risk: flocat it
(data cutoff: 11 January 2021; exploratory, post-hoc analysis) - - Durvalumab 212 208 193 186 17 165 156 146 141 132 129 124 118 117 114 109 105 103 98 74 52 29 14 1
e 1 fied ] " inth ! - S TENEE RN T R I i ey ) W0 g g Y 9 £ g 4 2 . 1 ¢ Placebo 91 B! 75 67 64 58 52 47 45 44 41 38 38 37 36 33 31 31 30 29 24 4 8 5 2 0
Treatment effects were estimated using stratified log-rank tests in the ITT population . . R . > : :
. = - >19 . -| >19
Sk ko ol 1 Kl el it Progression-free survival of patients with PD-L1 TC 2 1% Overall survival of patients with PD-L1 TC 2 1%

8 Faivre-Finn C, Vicente D, Kurata T, et al. Four-year survival with durvalumab after chemoradiotherapy in stage Il NSCLC-an update from the PACIFIC trial. J Thorac Oncol 2021;16:860-867.
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CLINICAL PRESENTATION HISTOLOGIC BIOMARKER TESTING™™M
SUBTYPE?
* Molecular testing, including:
+ Adenocarcinoma » EGFR mutation (category 1), ALK (category 1),
+ Large cell KRAS, ROS1, BRAF, NTRK1/2/3, METex14 Testing
« Establish histologic * NSCLC not skipping, RET, ERBB2 (HER2) Results
subtype? with otherwise » Testing should be conducted as part of broad (NSCL-19)
adequate tissue for specified (NOS) molecular profiling™
molecular testing 0 * PD-L1 testing (category 1)
(consider rebiopsy’
I;\:ivanced or plasma testing if
q appropriate)
m:te?st:t'c + Smoking cessation
counseling
« Integrate palliative + Consider molecular testing, including:°°®
care® (NCCN » EGFR mutation, ALK, KRAS, ROS1, BRAF,
Guidelines for s I NTRK1/2/3, METex14 skipping, RET, Testing
Palliative Care) quamous ce ERBB2 (HER2) Results
carcinoma » Testing should be conducted as part of (NSCL-19)

broad molecular profiling™
* PD-L1 testing (category 1)?

"N The NCCN NSCLC Guidelines Panel strongly advises broader molecular
profiling with the goal of identifying rare driver mutations for which effective
drugs may already be available, or to appropriately counsel patients regarding
the availability of clinical trials. Broad molecular profiling is defined as molecular
testing that identifies all biomarkers identified in NSCL-19 in either a single assay

¢Temel JS, etal. N Engl J Med 2010;363:733-742. or a combination of a limited number of assays, and optimally also identifies

I'If there is insufficient tissue to allow testing for all of EGFR, KRAS, ALK, ROST, emerging biomarkers (NSCL-1). Tiered approaches based on low prevalence
BRAF, NTRK1/2/3, MET, RET, and ERBB2 (HER2) repeat biopsy and/or plasma of co-occurring biomarkers are acceptable. Broad molecular profiling is a key
testing should be done. If these are not feasible, treatment is guided by available component of the improvement of care of patients with NSCLC. Emeraing
results and, if unknown, these patients are treated as though they do not have Biomarkers to Identify Patients for Therapies (NSCL-I).
driver oncogenes. 90 Lam VK, et al. Clin Lung Cancer 2019;20:30-36.e3; Sands JM, et al. Lung

mm Principles of Molecular and Biomarker Analysis (NSCL-H). Cancer 2020;140:35-41.

2 Principles of Pathologic Review (NSCL-A).

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN beli that the best mar of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

NSCL-18
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TESTING RESULTS/mm

EGFR exon 19 deletion or exon 21 L858R mutation positive NSCL-20
EGFR S768I, L861Q, and/or G719X mutation positive NSCL-23
EGFR exon 20 insertion mutation positive NSCL-24
KRAS G12C mutation positive NSCL-25
ALK rearrangement positive NSCL-26
ROS1 rearrangement positive NSCL-29
BRAF V600E mutation positive NSCL-31
NTRK1/2/3 gene fusion positive NSCL-32
METex14 skipping mutation positive NSCL-33
RET rearrangement positive NSCL-34
ERBB2 (HER2) mutation positive NSCL-35
PD-L1 21%‘ and negative for actionable molecular biomarkers above NSCL-36
PD-L1 <1% and negative for actionable molecular biomarkers above NSCL-37

I'lf there is insufficient tissue to allow testing for all of EGFR, KRAS, ALK, ROS1, BRAF, NTRK1/2/3, MET, RET, and ERBB2 (HER2) repeat biopsy and/or plasma
testing should be done. If these are not feasible, treatment is guided by available results and, if unknown, these patients are treated as though they do not have driver
oncogenes.

™M Principles of Molecular and Biomarker Analysis (NSCL-H).

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

NSCL-19

Version 3.2023, 04/13/23 © 2023 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.
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NTRK rearrangement (0.23%)
RET rearrangement (1.7%)
BRAF VB00E mutation (2.1%)

HERZ2 exon 20 insertion mutation (2.3%)
[ No actionable

alteration

ROS1 rearrangement (2.6%)
MET exon 14 mutation (3%)

ALK rearrangement (3.8%)

[ Other KRAS
mutation

0 KRASG12C
mutation

@ Other EGFR
mutation

BN EGFRexon
20 insertion
mutation

Outer circle: Asian populations
Inner circle: Western populations
B E£GFR exon 19 deletion

and L858R mutation

Tan AC et al. J Clin Oncology 2022;40:611-625.

RET

NTRK

Larotrectinib

Entrectinib

ib
e Entrectinib
ROb ’ nt“’cnn‘
Lorlatinib 2L or 3L
post ALK TKI
ALK
Ceritinib 2L Alectinib 2L Brigatinib 2L
post-crizotinib post- nib post-crizotinib Brigatinib 1L Lorlatinib 1L
201 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021
an S . . Mabaocertinib
Gefitinib 1L Afatinib (SCC) Osimertinib 1L Osimertinib (EGFR exan 20
adjuvant insertion)
EGFR

3
=
hal

MET

HER2

Osimertinib 2L Afatinib (EGFR L8610Q,
EGFRT790M+ G719X, and S768l)

Dabrafenib plus
trametinib

Dacomitinib 1L

Capmatinib

Trastuzumab
deruxtecan

Sotorasib

Amivantamab (EGFR
exon 20 insertion)

Adagrasib
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NSCLC subtype

EGFR 25.83&3

< —
NSCLC 853 <

SCLC 15':“I

Lung cancer
100H

In patients with adenocarcinoma, the frequency of EGFR mutations was 43% (range, 20%-—
56%), while that of the EMK4-ALK gene was less than 5%
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EGFR EXON 19 DELETION OR EXON 21 L858R MUTATIONS™ EGFR S768], L861Q, andlor G719X MUTATIONS™" EGFREXON 20 INSERTION MUTATION™™
FIRST-LINE THERAPYP FIRST-LINE THERAPYPP FIRST-LINE THERAPY*® SUBSEQUENT THERAPYPP
- Amivantamab-vmjw
Preferred Subsequent Preferred  + Conunue envum et Subseauent Progression—>, ;)“r " .
e > Progression ————» S ; : ocertin
Osimertinia® [category 1] Progression Therapy (NSCL21 *:r'af‘"'b“" Progression Therany (NSCL.22 el
' —— - Subsequent Progression
EGFR mutaton Other Recommended ESFR muation Osimertini Progression Therapy (NSCL21 Y
discovered Erlotinib™ (category 1) ; ) . o ddd
prior to first-line or Afatinib™ (category 1) E;EL:IEEEI:Q:&, Other R ded Systemic therapy F:::ivr::z:::bﬁfnvjﬁus'y' Systemic Thrﬁrapy.
systemic therapy or Gefitinib™ [category 1) Progression Subsequent Erlueﬂrnibe:% [Adenocarcinoma Lo | or —>Progression—> | Subsequent
or Dacomiini® category 1 > Therapy (NSCL:22 e | Brogression %m ., fg;f: = or:scm of§ ::?pzrn . i NSCLK 4o §
or Erlotinib + ramucirumab B - : A — lor
EGFRexon of Erlotinib + bevacizumab™s EGFR S768I, or Decomitiib LT gg;:;m: Eat | Ieieion Systemic Therapy, Subsequent™
19 deletion L8610, and/ 5 NSCLK 40 5
orexon or G719X NSCL-K 2 of
2ALER Complete planned systerric mutations Complelnelp\ann.ed systemic Progressi
mutations herapy." ncluding therapy, " including . ] ]
maintenance therapy, JR— E?e‘prl:;ﬂzﬁ;'\:rﬁ%{f or gl :rmwamamab-vm]w
EGFR mutation or interrupt, followed by y . L . Subsequent o
discovered during osimertinib (preferred) Progressi %%CL-M glsnt:u‘.vered ‘1""’,‘9 atatinits preferred) —> Progression ————> T.rany (NSCL22 Response| |46 | [Tumor Mobocertinib
firstine systemic or t:s-lne systemic or rtinib (oreferred . Subsequent orstable p>{cycles [ response
therapy erlotinib o afatinib or gefitinib erapy osimertinip (preferred) Progression Therapy NSCL-21 disease | |{total®| levaluation ]
or dacomitinib or erlotinib + ! Subsequent or Response| |Maintenance
itumab or erloinib + Progression ————» Therapy (NSCL:22 erlotinib or gefitinib Prodression Subsequent or stable |—>|therapy Progression
Laer:::;:m:b'?srs erlotini or dacomitinib g Therapy (NSCL-22 disease NSCLK 3 of §
| e ~rEE_pEE o PR
w TAGRISSO m e B xeede cEdy =~ =gy e - ) =
) Jﬂ}}tgaa 9 o ﬂﬂp“"w X x| 2 xjesd o2 >
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EGFR EXON 19 DELETION OR EXON 21 L858R NUTATIONS™

FIRST-LINE THERAPY?
|Prefered ) Subsequent
Osimertino® (category 1] Progession Therapy (NSCL21
EGFR mutation \Other Recommended
discovered Erofin® (category 1)
priortofirt-ine or Afetnb™ (category 1)
systemic therapy o Gefinb®® category 1) Progtess Subsequent
rogression ————
or Daconitinig™ (category 1) ’ Therapy (NSCL-22
or Erotinib + ramucirumab
EGFReton o Eltin + bevacizumab™*
19 deletion
orexon
1 'ﬁgﬁ Complete lanned systemic
Muons therapy L incucing
maintenance therapy,
EGFR miutation orinterrupt, followed by
discovered during osimertin (prferted) —————> Progression ——— %CL-M
firstine systemic or
therapy erofinib or afatnib or gefitinib

or dacomitinb or erofinib + ! Subsequent
ramucirumab or erlotinh + Progession Therapy (NSCL-22
hevacizumat™®

PENC el 80 mg |

film-coated tablets
osimertinib

Oral use

30 x 1 imcosted ubless -
—

IASLC | S | 2023 World Conference
- ﬁ" on Lung Cancer

G

Osimertinib With / Without Platinum-Based
Chemotherapy as First-Line Treatment in Patients
with EGFRm Advanced NSCLC (FLAURA2)

SEPTEMBER 9-12, 202}

SINGAPORE

Time trom rascemizaton (months)

W W MW RAENNRO O
WK R 68 62O B S 00

NwH B0

MW W
(U R nEan w0

Batants atn

advanced | metastatic EGFRm NSCLC

Way Inciusion crter:

FLAURA2 Phase Il study design

(1]

Staticstan by

o -

ol carra e
- WHoPS Oumerting §0 mg (0O}
+ Primary endpoint: PFS by Investigator assessment pe it

Sessrtyny anayn

+ Secondary endpoints: 05, O R HRGoL. safey (AEs by CTCAE v6) anc PFS2

PFS per investigator in patients with / without
CNS metastases at baseline*

With CNS metastases

Without CNS metastases
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06 .-
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003 6 9 121512 M7 %N R 036 9 QI WNNTNDN
Time trom randomization morths)
MG N1 % S M T WM MWL 20 TRRITRE I W
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Progression-free survival

per investigator and BICR, respectively

Per investigator

Median PFS. months (4% CI)

iCm-cmnw'mnmwumm A5 N

and +9.5 months with osi

oherapy.

$ platinum-pemel

Per BICR

Wedkan PFS, months (Y, C1)

Ouimertend  platinum pemetieaed

Ovimwntinih manothor apy Ovmertrb morcthe gy
HR (95% C)) 0.62(0.49,0.09). HR (9% CY 0.62(0.48, 0.9,
;‘ 10 pe0 0001 I( \ p=0.0002
el a
X \\‘ M \L \
] 3 A"
X e W ' -
i : '
1 1] {
8; U Overall maturty, 5 ! 4 Overall maturty. 41" lh‘ L
£ : | Medion fobowap for PFS', months range} L | Wedian folowup for PFS' months (range) )
B metr  painum emetmind 194 1) e » patnm pamatmind 194 )01
e Jymetn monghery 04101 Jsmerind monsherapy 148 (0-))2 !
* 0 T T T Y Y J o e ——(—————————
0 3 8 6% 2 8000 %035 6 8 265808200
Time from randomization (months)
Mol sk
9 20 M0 25 A0 87 68 18 B @ N 3 0 2 M6 M2 N M1 H BN YO0
A8 U6 21 N3N OME NG S 61 4 N 1 0 B M e 0 e 12 16 M OBW QW20

v Investigator assessed mPFS : 25.5 vs 16.7 months (8.8 months improvement)

v BICR-assessed mPFS : 29.4 vs 19.9 months (9.5 months improvement)

» Osimertinib + platinum-pemetrexed demonstrated a statistically significant improvement in PFS over Osimertinib

monotherapy in patients with EGFRm advanced NSCLC (HR: 0.62)
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» F/63, never smoker, EGFR 19del adenoca » M/64 ALK positive Adenoca » F/60 EGFR20 insertion Adenoca
= 1L afatinib 2019.4~ = 1L alectinib 2020.5~, = 1L pem/cis 2020.6~/ pemetrexed~
= 2L Osimertinib 2021.4 ~ = 2L lorlatinib 2022.8~ = 2L Mobocertinib 2022.4~

|
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Stage IV NSCLC, driver mutation negative
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Stage IV NSCLC, driver mutation negative (Adenocarcinoma)

KEYNOTE-189 Study design

Key Eligibility Criteria

» Untreated stage I'V nonsquamous
NSCLC

= No sensitizing EGFR or ALK

aleration
- ECOG PS0Oor1
» Provision of a sample for
PD-L1 assessment
» No symptomatic brain metastases
» No pneumonitis requiring systemic
steroids

Adenocarcinoma

Pembrolizumab 200 mg +
Pemetrexed 500 mg/m? +
Carboplatin AUC 5 OR
Cisplatin 75 mg/m?
Q3W for 4 cycles

R (2:1)®

N = 616

Placebo (normal saline) +
Pemetrexed 500 mg/m?2 +
Carboplatin AUC 5 OR
Cisplatin 75 mg/m?2

Q3W for 4 cycles

¢ Dual primary endpoints: OS and PFS
(RECIST v1.1, independent central review)

¢ Secondary endpoints: ORR, DOR and safety

¢ Exploratory endpoint: PFS2

T —
ey ey
F)=|Ch s
100mg amiL = s
(35emgimt) - ~

Second-Course
Pembrolizumab®

Pembrolizumab
200 mg Q3W for Pembrolizumab
200 mg Q3W

17 cycles (1 year)

up to 31 cycles
+ Pemetrexed
500 mg/m2Q3W

Placebo (normal saline)

for up to 31 cycles Pembrolizumab

200 mg Q3W

+ Pemetrexed 35 cycles (2 year)

500 mg/m? Q3W

Crossover
Pembrolizumab®

In the placebo + chemo arm:
117 patients (Effective Crossover Rate

= 57%)

received subsequent anti-PD-(L)1 therapy,

including on-study crossover

PFS2 defined as time from randomization to investigator-assessed disease progression that led to cessation of second-line therapy, start of third-line therapy, or death. a. Randomization was stratified by: PD-L1 expression (TPS 2 13 vs. <13}, platinum chemoctherapy (cisplatin vs.
carboplating, and smoking status (never vs. formerfcurrent). b. Patients who had SO or better after completing 35 cycles of pembrolizumab or had stopped trial treatment after achisving CR and received = & cycles of treatment, but then experienced PD. could receive second-course
pembrolizumab for 17 cycles (~1 year) if they had recsived no new anticancer therapy since the last dese of pembrolizumab. . Patients could cress over to pembrolizumab monotherapy after PD per RECIST w1.1 by blinded independent central review.

1. Gray, et al. KN188. Presented at WCLC 2020.

KEYTRUDA
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Stage IV NSCLC, driver mutation negative (Adenocarcinoma)

Overall Survival, ITT Population

Adenocarcinoma
100 [
o Events, % Median (95% CI) More than
Pembro+chemo 744 22.0 mo (19.524.5) DOUBLE I
80 Placet+chemo 85.4 10.6 mo (5.7-136) y
70 J
- 60 45.7% HR, 0.60 (95% Cl, 0.50-0.72)
°. 27.3%
vy 50
o
40 31.3%
17.4%
30
20
10
0
0 6 12 18 24 30 36 42 48 54
Time, months
No.at risk
Pembro + chemo 410 347 283 234 184 149 125 99 28 0
Placebo + chemo 206 149 98 72 55 42 34 29 10 0
:).a(:.::-l'.n::ﬁazl kl*"‘:]‘-:;zfrezsoezrv:ed at WCLC 2020. K EY T R U DA
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Stage IV NSCLC, driver mutation negative (Squamous Carcinoma)

KEYNOTE-407 Study design

Squamous carcinoma

Key Eligibility Criteria Pembrolizumab 200 mg Q3W +
Carboplatin AUC 6 Q3W + Pembrolizumab

] Paclitaxel 200 mg/m?2 Q3W OR 200 mg Q3W for up to

+ Untreated stage IV NSCLC with
squamous histology

+ ECOGPS0or1
* Provision of a sample for PD-L1

nab-Paclitaxel 100 mg/m2 Q1W 31 cycles

e

for 4 cycles (each 3 wk)

assessment
+ No symptomatic brain

metastases - B Placebo (normal saline) Q3W +
+« No pneumonitis requiring Carboplatin AUC 6 Q3W +

systemic steroids Paclitaxel 200 mg/m? Q3W OR Placebo (normal saline) Q3W

nab-Paclitaxel 100 mg/m? Q1W B T ETE

for 4 cycles (each 3 wk)
Stratification Factors
PDP

+ PD-L1 expression

(TPS2 <1% vs. =1%) End Points Optional Crossover
+ Choice of taxane . Pembrolizumab
(paclitaxel vs. nab-paclitaxel) Primary: PFS (RECIST v1.1, BICR) and OS 200 mg Q3W for up to
+ Geographic region

; 35cycles
(east Asia vs. rest of world) Secondary: ORR and DOR (RECIST v1.1, BICR), safety

~50% of Effective Crossover Rate!

BICR=blinded independent central radiclogic review

a. Percentage of tumor cells with membranous PD-L1 staining assessed using the PD-L1 HC 22C3 pharmDx assay. b. Patients could crossover during combination therapy or monotherapy. To be eligible for crossover, PD must have been verified by BICR and all safety criteria had to K EY TR U DA
be mat 1pemaorol a0 | Inje =

A Rhobinson, et al. KN407. Presented at ELCC 2020.
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Stage IV NSCLC, driver mutation negative (Squamous Carcinoma)

- ] -
Cross-over adjusted Overall Survival, ITT population
L]
Squamous carcinoma
100
Events. n (%) [ Median (35% CI) OS, mo HR (95% CI)
90 Pembrolizumab + chemo 168 (60.4) 17.1 (14.419.9)
L o ., ) 0.59
80 Placebo + chemo (adjusted) 197 7o.1) 9.1 (8.6-10.3) (0.42.0.81)
Placebo + chemo 197 (70.1) 11.6 (101137
70
60
B
) 50
(@]
40
30
* ‘_'_"_I_
10
0
0 3 6 9 12 15 18 21 24 27 30 33
Time, months
No.at risk
Pembrolizymab 278 256 232 203 180 150 119 80 46 14 4 0
+ chemo (adSER 281 244 202 142 08 66 53 35 17 7 2 0
Plaesks 281 245 210 163 137 113 91 61 36 16 : 0
1. Paz-Ares L, et al. A Randomized, Placebo-Controlled Trial of Pembrolizumab Plus Chemotherapy in Patients With Metastatic Squamous NSCLC: Protocol-Specified Final Analysis of KEYMOTE-407. JTO. 2020;15(10):1857-68 K EY TR U DA
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Small Cell Lung Cancer

National

. ideli i o
comprehensive NCCN Guidelines Version 1.2024 %
e Cancer Small Cell Lung Cancer Discussion
Network
DIAGNOSIS INITIAL EVALUATION® STAGE
« History and physical (H&P)°
+ Pathology review
+ Complete blood count (CBC)
+ Electrolytes, liver function tests
(LFTs), blood urea nitrogen (BUN), Limited stage Additional
creatinine See ST-1 for TNM |—— &= "=
Small cell lung  Chestlabdomen/pelvis (CIAIP) CT E;hssifﬂmn, Workup (SCL-2)
cancg_r [Sdcé'gl)_g; with contrast
combine:  Brai a8 i
non-small cell lung E‘r;ltl:al\;lrtl (preferred) or CT with
gancer (NSCLC) on + FDG-PETICT scan (skull base to
of ;’ri;w g’r gy mid-high).if needed to clarify
g extent of disease™ Extensive stage ]
metastatic site +» Smoking cessation counseling (See ST-1 for TNM | —— .?”M SCLS
and intervention. See the NCCN Classification) Ireatment -5)
Guidelines for Smoking Cessation.
+ Consider molecular profiling?
+ Integrate palliative care. See NCCN
Guidelines for Palliative Care

3 |f extensive stage is established, further staging evaluation is optional. However, brain imaging MRI (preferred), or CT with confrast is recommended in all patients.
b Workup of SCLC should be expedited, with studies done in parallel whenever possible.
© Signs and Symptoms of Small Cell Lung Cancer (SCL-A

4 Principles of Pathologic Review (SCL-B).

& Brain MRI is more sensitive than CT for identifying brain metastases and is preferred over CT.

f1f FOG-PETI/CT is not available, bone scan may be used to identify metastases. Pathologic confirmation is recommended for lesions detected by FDG-PETICT that alter stage.

9 Comprehensive molecular profiling can be considered in rare cases—particularly for patients with extensive-stagefrelapsed SCLC who do not smoke fohacco, lightly smoke, have remote
smoking history, or have diagnostic or therapeutic dilemma, or at time of relapse—if not previously done, because this may change management.

Note: All recommendations are category 2A unless otherwise indicated,
Clinical Trials: NCCH believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

SCLA

Version 1.2024, 090523 © 2023 National Comprehensive Cancer Networks (NCCNe), All ights resenved. NCCN Guidelines® and this Ilustration may not be reproducad in any form wilhout the express writlen permission of NCCN.

National

comprehensive NCCN Guidelines Version 1.2024 NCCN&EF@?P&A{S@?
NCCN ggggg;k,{_ Small Cell Lung Cancer e

Table 1 - Definition of small cell lung cancer consists of two stages:

(1) Limited-stage: Stage -l (T any, N any, MO0) that can be safely treated with definitive radiation doses. Excludes T34 due to multiple lung nodules that
are too extensive or have tumor/nodal volume that is too large to be encompassed in a tolerable radiation plan.

(2) Extensive-stage: Stage IV (T any, N any, M 1a/b/c), or T3-4 due to multiple lung nodules that are too extensive or have tumor/nodal volume that is
too large to be encompassed in a tolerable radiation plan.

Table 2 - American Joint Committee on Cancer (AJCC) Eighth ed., 2017 Definitions of TNM

T
1D,

T0

Tis

T

Timi

Tla

Tib
Tic
T2

T2a
T2b
T3

T4

Primary Tumor

Primary tumor cannot be assessed, or tumor proven by the presence of malignant cells in sputum or bronchial wafshings but not
visualized by imaging or bronchoscopy

No evidence of primary tumor

Carcinoma in situ o
Squamous cell carcinoma in situ (SCIS)
Adenocarcinoma in sifu (AlS). adenocarcinoma with pure lepidic pattern, <3 cm in greatest dimension

Tumor =3 cm in greatest dimension, surrounded by lung or visceral pleura, without bronchoscopic evidence of invasion more
proximal than the lobar bronchus (i.e., not in the main bronchus)

Minimally invasive adenocarcinoma: adenocarcinoma (<3 ¢m in greatest dimension) with a predominantly lepidic pattern and =5 mm
invasion In greatest dimension

Tumor £1 ¢m in greatest dimension. A superficial, spreading tumor of any size whose invasive companent is limited to the bronchial
wall and may extend proximal to the main bronchus also is classified as T1a, but these tumors are uncommon.

Tumor =1 cm but £2 cm in greatest dimension
Tumor =2 cm but £3 cm in greatest dimension

Tumor =3 cm but <5 cm or having any of the following features: (1) Involves the main bronchus, regardless of distance to the
carina, but without involvement of the carina; (2) Invades visceral Pleura (PL1 or PL2); (3) Associated with atelectasis or obstructive
pneumonitis that extends to the hilar region, involving part or all of the lung. T2 tumors with these features are classified as T2a if <4

cm or if the size cannot be determined and T2b if >4 cm but =5 cm.
Tumor =3 cm but £4 cm in greatest dimension
Tumor =4 cm but <5 cm in greatest dimension

Tumor =5 cm but £7 cm in greatest dimension or directly invading any of the following: parietal pleura (PL3), chest wall (including
superior sulcus tumaors), phrenic nerve, parietal pencardium; or separate tumor nodule(s) in the same lobe as the pnmary

Tumor =7 cm or tumor of any size invading one or more of the following: diaphragm, mediastinum, heart, great vessels, trachea,

recurrent laryngeal nerve, esophagus, vertebral body, or carina; separate tumor nodule(s) in an ipsilateral lobe different from that of

the primary Continued
ontinue

Used with permission of the Amerncan College of Surgeons, Chicago, llinois. The original source for this information is the AJCC Cancer Staging Manual, Eighth Edition
(2017) published by Springer International Publishing.
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Small Cell Lung Cancer (Limited)

Nation . . . . o MNational . . . - C -l
C?)mo I’zlhensive NCCN Guidelines Version 1.2024 NCCN Guidelines Index Comprehensive NCCN Guidelines Version 1.2024 %
P Table of Contents (e{eil Cancer Small Cell Lundg Cancer < Discuss
gy Small Cell Lung Cancer Discussion Network® g B
etwork™ -
TESTING RESULTSK PRIMARY TREATMENT ADJUVANT TREATMENT
STAGE ADDITIONAL WORKUPP . m
N0 —» Systemic therapy™—»
RO— »
. E— Lobectomyl!!
Ifhpleural effusion is present, Pathologic (preferred) and
:e:::-:ﬁqnet:i:dlﬁif mediasg}i'r(ml mediastinal lymph
2 staging”” negative node dissection or
thoracentesis inconclusive, Limited stage: . I , sampling Systemic therapy™
consider thoracgscopy" Clinical stage —+ P;th.o Igﬂlc mediastinal _, _ry_?rm‘:a t1SCL3 N t ymediastinal Rery;'
« Pulmonary function tests I-lIA (T1-2,N0,M0) stagin Treatment (SCL-3) * — |(sequential or —* Response
(PFTs) during evaluation for concurrent) Assessment
surgery or definitive RT — W
- + Multidisciplinary evaluation imited stage: i m n Erimary
Limited stage Multidsc mpend g’ evalua Limited stage clinical stage R1/R2 —» systemic therapy™ + concurrent RT" . MAJ}‘)
(see ST-1for TNM surgery IIB=IIIC (T3-4,NO,MO; T1-4,N1-3,M0). Primary Treatment HIA (T1-2,N0,M0) SOEL + Systemic therapy™d—y | {SCLEY
Classification) « Bone imaging (radiographs Consider pathologic mediastinal " (sCL4) Medically inoperable or
or MRI) as appropriate if staging (especially for GNEl if it would decision made not to ) m
FDG-PETICT equivocal help determine RT fields) pursue surgical resection ffgs::::r;ﬁrsgx | -
(consider biopsy if bone (SCL-4) |
imaging is equivocal)
+ Unilateral marrow Bone marrow biopsy.
aspiration/biopsy in select : ' . Extensive-Stage = — — =
pariemsi Psy thoracentesis, or bone studies > Disease (SCL-5 Pathologic mediastinal staging'® positive — » SCL-4
consistent with malignancy
PRIMARY TREATMENT
Good .
performance __, Systemic 1r;w€frnt: 9
concurren cal {=]
b Workup of SCLC should be expedited, with studies done in parallel whenever possible. status (PS) (0-2) gery Response
"' While most pleural effusions in patients with lung cancer are due to tumor, there are a few patients in whom multiple cytopathologic examinations of pleural fluid are Assessment
negative for tumor and fluid is non-bloody and not an exudate. When these elements and clinical judgment dictate that the effusion is not related to the tumor, the Following Prima 5
effusion should be excluded as a staging element. Pericardial effusion is classified using the same criteria. _ _ _ Limited stage Treatment (SCL-6
! Selection criteria include: nu;leaged red blood cells (RBCs) on peripheral blood smear, neutropenia, or thrombocytopenia suggestive of bone marrow infiltration. HBIIC (T3—4,NO,MO; Poor PS (3—4) Systemic therapy™ £ RT"
I Principles of Surgical Resection (SCL-C). T1—4,N1-3,M0) | due to SCLC (concurrent or sequential)
K Mediastinal staging procedures include mediastinoscopy, mediastinotomy, endobronchial or esophageal ultrasound-guided biopsy, and video-assisted thoracoscopy. ! ’
If endoscopic lymph node biopsy is positive, additional mediastinal staging is not required
Mote: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged. Poor PS (3-4) Individualized treatment including supportive care’
scL2 not due to SCLC ~ ™ NCCN Guidelines for Palliative Care

‘Version 1.2024, D9/05/23 © 2023 National Comprehensive Cancer Networke (NCCNe), All rights reserved. NCCN Galdelines® and this Ilusiration may not be reprogucad In any form witiout the express writien pemission of NCCN.
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National . . . - o National T . .
Comprehensive NCCN Guidelines Version 1.2024 s Comprehensive NCCN Guidelines Version 1.2024 NCCN Guideines inex
able of Contents a
Beeg Cancer Small Cell Lung Cancer Discussion || (ke Cancer | Small Cell Lung Cancer Discussion
Network® Network
PRINCIPLES OF SURGICAL RESECTION RESPONSE ASSESSMENT FOLLOWING ADJUVANT RT SURVEILLANCE
PRIMARY TREATMENT . . .
» Stage |-lIA SCLC is diagnosed in less than 5% of patients with SCLC. Prophylactic Aft Jetion of nitial + Provide survivorship
» Patients most likely to benefit from surgery are those with SCLC that is clinical stage I-1IA (T1-2,N0,M0) after standard staging evaluation crani#y,izrradialion th;;;",mp etion of initia care P||ilt‘l aﬂefr. iial
(including CT of the chest and upper abdomen, brain imaging, and FDG-PET/CT imaging). " Limited (PCI™ . Oncorogy follow-up visits f:::f egon otinita
» Prior to resection, all patients should undergo mediastinoscopy or other surgical mediastinal staging to rule out occult nodal disease. This stage g::nsi Erm every 3 mo during y 1-2, . H&PC? {Iood work only
may also include an endoscopic staging procedure. Complete MRI brain el:'ery 6 moltliurlng y3a, as clinically indi]%ated
» For patients undergoing definitive surgical resection, the preferred og)erat ion is lobectomy with mediastinal lymph node dissection or response surveillance®Y then annually » Surveillance CT
systematic lymph node sampling (eg, 23 N2 and 21 N1 stations) 34567 or partial ) After completion of initial or| " EFain MRI (preferred)® or
+ In patients who do not smoke, small lesions that are presumed to be small cell carcinoma on biopsy should be resected because they are response MRI brain o subsec’uent therapy: gL‘m;‘g:ﬂ:aSt ‘le‘:‘.irgn
likely carcinoids that have been misdiagnosed (NCCN Guidelines for Neuroendocrine and Adrenal Tumors). Extensive SLéwe".';"";éInty L Oncol ‘2’9}' f°d"°‘{V'UP "1’|5“5 it ea:wérds
+ Surgery may be considered for selected patients with T3 (based on size), NO SCLC, if invasive mediastinal lymph node staging is negative. stage C:E:E d:: Z::g 3—4n;|‘;1 ougl\:ﬁny 92_3 then 2 clinically . Relapse,
« Intraoperative diagnosis of likely SCLC in a patient with no prior biopsy + CIAIP CT with thoracic R then every 6 mo du?ing ‘| | indicated (regardless of | |see
» Mediastinal lymph node dissection or systematic lymph node sampling with frozen section is recommended te assess extent of disease contrast " 4-5, then annually PCI status) Subsequent
and overall burden of disease. * Brain MR * New pulmonary nodule | 1.
» If primary site and lymph nodes appear resectable, perform anatomic resection, preferably lobectomy. Should not do pneumonectomy if (preferred) After completion of initial therapy: should initiate workup (SCL-T)
- g‘r"ﬂa‘;‘}th Limited + Oncology follow-up visits every 3 mo for potential new
» Patients who undergo complete resection should be treated with postoperative systemic therapy.8 Patients without nodal metastases .CBC stage Ql_ll-lﬂﬂ y 1-2, every 6 mo during y 3, primary .
5 - - e - - then annually * Smoking cessation
should be treated with systemic therapy alone. Patients with N2 or N3 nodal metastases should be treated with postoperative concurrent + Electrolytes, Stable intervention, see the
or sequential systemic therapy and mediastinal RT. Patients with N1 nodal metastases may be considered for postoperative mediastinal LFTs, BUN, disease After completion of initial or —— | NCCN Guidelines for
radiation. creatinine Extensive s%hse uemftrheraw: i , Smoking Cessation
« The benefit of PCl is unclear in patients who have undergone definitive therapy for pathologic stage | (T1-2a,N0,M0); see SCL-F. stage m%cgucr}% ;,' 1°:;:Fr’y“'éﬂs|::zrxrin . FDG-PETf%T ldsfgﬂt
yh2-3, then Ielvery 8mo during y 4-3, :zfm? fi?lotwprunless
1Lad T, Piantadosi S, Thomas P, et al. A prospective randomized trial to determine the benefit of surgical resection of residual disease following response of small cell lung cancer to then annually contrast CT C/AP is
combination chemotherapy. Chest 1894;106:3208-3235. contraindicated
2‘mng CJ, Chan DY, Shah SA, et al. Long-term survival after surgery compared with concurrent chemoradiation for node-negative small cell lung cancer. Ann Surg 2018;268:1105-1112. Prima roaressive disease —» Subsequent Therapy/
3 Katz MHG, Francescatti AB, Hunt KK; Cancer Surgery Standards Program of the American College of Surgeons. Technical Standards for Cancer Surgery: Commission on Cancer 1y prog Palliative Therapy (SCL-7
Standards 5.3-5.8. Ann Surg Oncol 2022;29:6549-6558_ ¢ Signs and Symptoms of Small Cell Lung Cancer (SCL-A).
4 Da rling GE, Allen M3, Decker PA, et al. Randomized trial of mediastinal lymph node sampling versus complete lymphadenectomy during pulmonary resection in the patient with NO or N1 € Brain MRI is more sensitive than CT for identifying brain metastases and is
(less than hilar) non-small cell carcinoma: results of the American College of Surgery Oncology Group Z0030 Trial. J Thorac Cardiovasc Surg 2011;141:662-670. preferred over CT. 2 The benefit of PClis unclear in patients who have undergone definitive therapy
5 Darling GE, Allen MS, Decker PA, et al. Number of lymph nedes harvested from a mediastinal lymphadenectomy: results of the randomized, prospective American College of Surgeons N Principles of Radiation Therapy (SCL-F) for pathologic stage I (T1-2a,NO,M0) SCLC. See Principles of Radiation Therapy
Oncology Group Z0030 trial. Chest 2011;139:1124-1129. * NCCN Guidelines for Survivorship (SCL-F).
6 Osarogiagbon RU, Decker PA, Ballman K, et al. Survival Implications of Variation in the Thoroughness of Pathologic Lymph Node Examination in American College of Surgeons ¥PClis not recommended in patients with poor PS or impaired neurocognitive 22 Sequential RT to thorax in selected patients, especially with residual thoracic
Oncology Group Z0030 (Alliance). Ann Thorac Surg 2016;102:363-369. function. Increased cognitive decline after PCI has been observed in older adults 1sease and low-bulk extrathoracic metastatic disease that has responded to
7 5u's, Scoft W, Allen MS, et al. Pattems of survival and recurrence after surgical treatment of early stage non-small cell lung carcinoma in the ACOSOG Z0030 (ALLIANCE] trial. J (260 years) in prospective trials; the risks and benefits of PCI versus close brain ~ systemic therapy.
Thorac Cardiovasc Surg 2014;147:747-752: Discussion 752-753. surveillance, MRI (prefermed) or CT with contrast, should be carefully discussed ~ °® Most NCCN Member Institutions use CT chest + abdomen/pelvis every 2-5
8Yang CE, Chan DY, Speicher PJ, et al. Role of adjuvant therapy in a population-based cohort of patients with early-stage small-cell lung cancer. J Clin Oncol 2016;34:1057-1064. with these patients. months (more frequently in years 1-2 and less frequently thereafter)
Mote: All recommendations are category 2A unless otherwise indicated. Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCHM believes that the best management of any patient with cancer iz in a clinical trial. Participation in clinical trials is especially encouraged. Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
“Version 1.2024, DVDS/23 © 2023 Mational Comprehensive Cancer Metworks (MCCNe), AN nights reserved. NOCN Gukdelines® and this [lustration may not be reproduced In amy form winout the express wiitien pemission of NCCN. SCL-C ‘Wersion 1.2024, DVDS/23 & 2023 National Comprehensive Cancer Nelworke (NCCNe), All rights reserved. NCCH Guidelines® and this llusiration may nat be reproducad In any fom wihout the axpress writien permission of NCCN. SCL6
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\(#®f Cancer Table of Contents e Cancer Table of Contents
Small Cell Lung Cancer Discussion Small Cell Lung Cancer Discussion
Network Network"
STAGE PRIMARY TREATMENTY RESPONSE ASSESSMENT FOLLOWING ADJUVANT RT SURVEILLANCE
_— . ' . PRIMARY TREATMENT ) . 3
+ Good PS (0-2) Combination systemic therapy™ including Prophylactic Aft letion of initial + Provide survivorship
Extensive stage + Poor PS (3-4) » |supportive care’ cranial irradiation the?g completion of initia care ;ilan aﬁ:efr |
A ! ideli iati - ne completion of initia
without localized due to SCLC NCCN Guidelines for Palliative Care Limited (F;CI) L 0nco¥ogy follow-up visits ther:'a‘:p
symptomatic sites stage Consider every 3 mo during y 1-2, + H&P ilood work only
or brain metastases + Poor PS (3-4) Individualized therapy including Complete MRI brain $I¥ ery 6 mo I‘I’”""g y3. as clinically mdb%ated
not due to — |supportive care’ respo:_sula surveillance®’ en annually . . guwemg;c[e Cf.l; >
NCCN Guidelines for Palliative Care Or partia : * Brain preferred)® or
scLC . response MRI brain ‘::'gsr :ol:gmett"“;'r‘a;f initial or| " CT with contrast every
+ Superi Systemic therapy™ £ RT" to illance® + : 3-4 mo during y 1, then
uperior vena e Tt Extenswe surveillance®™' £ Oncology follow -up visits 6 +
cava (SVC) ymptomatic sites « Consider PCIY || every 2mo duringy 1 every b mo afterwards,
If high risk of fracture due to osseous ) stage . i J‘ﬂ—d_g"v_l 2-3 then as clinically Relapse.
syndrome —> Lo . — « CJAIP CT with Consider every mo during y X el X
- Lobar obstruction|  [structural impairment, consider contrast thoracic RTNaa t Elmﬂﬁmﬂm indicated (regardless of | |see
Extensive stage Extensive stage + + Bone metastases | |Orthopedic stabilization and  Brain MRI® 4-5, then annually RS status) odule ["|Subsequent
(see ST-1 for TNM locali g palliative external beam RT (EBRT)" Response (preferred) ew puimaonary nocu'e | | Therapy
Classification)! ocalized - o Assessment preferr After completion of initial therapy: should initiate workup | |igc| 77
symptomatic sites + Initiate steroids oot or CT with Limited + Oncology follow-up visits every 3 mo for potential new
. + Systemic therapy™ + RT" (typically eilowing Cimary contrast stage during y 1-2, every 6 mo during y 3, primary .
Spinal cord tialV Treatment (SCL-6 «CBC then annuall * Smoking cessation
compression sequential]” + Electrolytes, Stable y intervention, see the
* NCCN Guidelines for Central LFTs, BUN, disease After completion of initial or — | NCCN Guidelines for
Nervous System Cancers creatinine . subsequent therapy: Smoking Cessation
Extensive . Onc':cli ogy fol;ow-up visits evePg 2 «FDG-PET/CT is not
. Administer systemic therapy before stage mo during y 1. every mo durin recommended for
Asymptomatic —— . .. ] !
. Ymp initiating brain RT™™S y 2-3. then every & mo during y routine follow-up unless
Extensive stage then annually contrast CT C/AP is
with brain + Brain RT" before systemic therapy," contraindicated
metastases unless immediate systemic therapy Pri ve di Subsequent Therapy/
™ Principles of Systemic Therapy (SCL-E) Symptomatic *| isindicated v rimary progressive cisease Palliative Therapy (SCL-7
i I + Initiate steroids ¢ Signs and Symptoms of Small Cell Lung Cancer (SCL-A).
O For patients recsiving adjuvant systemic therapy £ RT, response assessment is recommended only after completion of adjuvant therapy (SCL-8); do not repeat scans to asssss response during adjuvant € Brain MRI is more sensitive than CT for identifying brain metastases and is
treatment preferred over CT. % The benefit of PCI is unclear in patients who have undergone deﬁmtwe lherapy
T Principles of Supportive Care (SCL-D). N Principles of Badiation Therapy (SCI-F) 0 i
% Brain MRI {prefemed) or CT with contrast is recommended to be repeated after every 2 cycles of systemic therapy until brain RT is initiated or systemic therapy is completed, whichever is first (SCL-6). If brain X NCCN Guidelines for Survivorship.
metastases progress while on systemic therapy, it is recommended that brain RT is initisted before completion of systemic therapy. Principles of Radiation Therapy (SCL-F). ¥PClis not recommended in patients with poor PS or impaired neurocognitive aa Sequentlal RT to thorax in selected patients, especially with residual thoracic
! During systemic therapy, respanse assessment by CIA/P CT with contrast should oceur after every 2-3 cydles of systemic therapy and at completion of therapy (SCL-6). function. Increased cognitive decline after PCI has been observed in older adults disease and low-bulk extrathoracic metastatic disease that has responded to
UFor transformation to SCLC from NSCLC, consider referral to a center with expertiss (SCL-E 4 of 6). (=60 years) in prospective trials; the nsks and benefits of PCI versus close brain systemic therapy.
V Initiate steroids for patients with symptomatic neurclogic dissase. surveillance, MRI (preferrred) or CT with contrast, should be carefully discussed —"= == by e Sk 5
W With neurclogic symptoms, RT is preferred before systemic therapy. Sysfemic therapy may start first if RT cannot be started expedifiously or i controlling systemic symptoms is more urgent. with these patients. menths (more frequently in years 1-2 and less frequently thereafter).
Mote: All recommendations are category 2A unless otherwise indicated. Mote: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged. Clinical Trials: NCCN beli that the best 0 of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
Version 1.2024, [105/23 & 2023 National Comprahensive Cancer Nesworke (NCCN®), Al nights reserved. NOCN Guidelinese and this Ilusiration may not be rproducad In any form winout the express wiiten pemmission of NCCH. SCL-5 Version 1.2024, DV0S/23 & 2023 National Comprehensive Caneer Networke (NCCN®), Al rights raserved. NCCN Guidelines® and this Ilusiraion may not e reproduced In any form wilout the express wiitien pemission of NCTH. SCL-6
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PRINCIPLES OF SYSTEMIC THERAPY

PRIMARY OR ADJUVANT THERAPY FOR LIMITED-STAGE SCLC:

Four cycles of systemic therapy are recommended.
Planned cycle length should be every 21-28 days during concurrent RT.
During systemic therapy + RT, cisplatin/etoposide is recommended (category 1).
The use of myeloid growth factors is not recommended during concurrent systemic therapy plus RT (category 1 for not using GM-CSF}.1

Preferred Regimens
+ Cisplatin ?g mg/m? day 1 and etoposide 100 mg/m? days 1, 2,
+ Cisplatin 60 mg/m? day 1 and etoposide 120 mg/m? days 1, 2,

Other Recommended Regimens
. Cisglatin 25 mg/m? days 1, 2, 3 and etoposide 100 mg/m? days 1, 2, 32
» Carboplatin area under the curve (AUC) 5-6 day 1 and etoposide 100 mg/m? days 1, 2, 334

2
3

PRIMARY THERAPY FOR EXTENSIVE-STAGE SCLC®:
Four cycles of therapy are recommended, but some patients may receive up to 6 cycles based on response and tolerability after 4 cycles.

Preferred Regimens

« Carboplatin AUC 5 day 1 and etoposide 100 mg/im? days 1, 2, 3 and atezoliz 1200 mg day 1 every 21 days x 4 cycles followed b
maintgnance atezol ize:mab 1200 %g day 1, eve?v 21 dgvs (category 1 for a_llllm'a? — v 4 o y

* Carboplatin AUC 5 day 1 and etoposide 100 mg/m? days 153 3 and atezolizumab 1200 mg day 1 every 21 days x 4 cycles followed by
maintenance atezolizumab 1680 mg day 1, every 28 days"

+ Carboplatin AUC 5-6 day 1 and etoposide 80-100 mg/m? days 1, 2, 3 and
maintenance durvalumab 1500 mg day 1 every 28 days (category 1 for all

+ Cisplatin 75-80 mg/m? day 1 and etoposide 80-100 mg/m* days 1, 2, 3 an%d%alumaq 1500 mg day 1 every 21 days x 4 cycles followed by
maintenance durvalumab 1500 mg day 1 every 28 days (category 1 for all)*¢

Other Recommended Regimens

« Carboplatin AUC 5-6 day 1 and etoposide 100 mg/m? days 1, 2, 37

+» Cisplatin 75 mg/m? day 1 and etoposide 100 mg/m?® days 1, 2, 38

- Cisplatin 80 mg/m? day 1 and etoposide 80 mg/m? days 1, 2, 3°

« Cisplatin 25 mg/m? days 1, 2, 3 and etoposide 100 mg/m? days 1, 2, 310

Useful in Certain Circumstances

« Carboplatin AUC 5 day 1 and irinotecan 50 mg/m? days 1, 8, 1511

- Cisplatin 60 mg/m? day 1 and irinotecan 60 mg/m? days 1. 8, 1512

« Cisplatin 30 mg/m? days 1, 8 and irinotecan 65 mg/m? days 1, 813

ﬁ)u%aﬁlumab 1500 mg day 1 every 21 days x 4 cycles followed by

Footnotes =SCL-E 2 o_ﬁ}

Subsequent Systemic Therapy (SCL-E 3 of 6
Response Assessment (SCL-E 4 o ﬁ}
References (SCL-E5 of 6

Mote: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCH believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

\iersion 1.2024, 09/0S/23 © 2023 National Comprehansive Cancer Networks (NCCN#|, All rights resesved. NCCN Guidelines= and this Ilustration may not be reproduced In any form without the express wiitien permission of NCCN.
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Small Cell Lung Cancer, Subsequent Chemotherapy

National . . . - o . . . . .
Comprehensive NCCN Guidelines Version 1.2024 NCCN Gudelines Index Lurbinectedin as second-line treatment for patients with
ASSy Cancer Small Cell Lung Cancer "~ Discussi .
° Iscussion -
Network 9 small-cell lung cancer: a single-arm, open-label, phase 2
SCLC SUBSEQUENT SYSTEMIC THERAPY (PS 0-2)" basket trial H I =1 01
Consider dose reduction or growth factor support for patients with PS 2. =
CHEMOTHERAPY-FREE INTERVAL (CTFI) >6 MONTHS José Trigo*, Viivek Subbiah*, Ber ael Lopez, Maria Angeles Sala, Solange Peters, Santiago Ponce, Cristian Ferndndez,
el . Vicente Alfaro, Javier Gémez, Cc aman, Valentina Boni, Jennifer Arrondeau, Maite Martinez, Jean-Pierre Delord,

* Clinical trial enrollment Ahmad Awada, Rebecca Kristelt ino Wannesson, javier Valdivia, Maria Jesus Rubio, Antonio Anton, John Sarantopoulos,

* Re-treatment with platinum-based doublet8343537-39 Sant P Chawla, Joaquin Mosque E . I e lo, Armando Santoro, Victor M Villalobos, Jacob Sands, Luis Paz-Ares

Other Recommended Regimens Summary WJ"—

* Lurbinectedin 141628 Background Few options exist for treatment of patients with small-cell lung cancer (SCLC) after failure of first-line

* Topotecan oral (PO) or intravenous (IV)

« Irinotecanh21:28 therapy. Lurbinectedin is a selective inhibitor of oncogenic transcription. In this phase 2 study, we evaluated the

activity and safety of lurbinectedin in patients with SCLC after failure of platinum-based chemotherapy.

CTFI =6 MONTHS

Preferred Regimens

" . Methods In this single-arm, open-label, phase 2 basket trial, we recruited patients from 26 hospitals in six European
* Clinical trial enrollrjqr —L N N i - Y §
« Lurbinectedin!7+3 = countries and the USA. Adults (aged =18 years) with a pathologically proven diagnosis of SCLC, Eastern Cooperative
+ Topotecan oral (PO) or intravenous (Iv)1+18:28:37 Oncology Group performance status of 2 or lower, measurable disease as per Response Criteria in Solid Tumors
* Irinotecan™" (RECIST) version 1.1, absence of brain metastasis, adequate organ function, and pre-treated with only one previous

. i i i — -37,38,39 = - — ey —
Re-treatment with platinum-based doublet may be considered for CTFI 3-6 months® chemotherapy-containing line of treatment (minimum 3 weeks before study initiation) were eligible. Treatment

consisted of 3 - 2 mg/m?2 lurbinectedin administered as a 1-h intravenous infusion every 3 weeks until disease progression

Other Recommended Regimens v ! A N A

» Nivolumab or pembrolizumab (if not previously treated with an ICI)P: 28:30,31,32,33 or unacceptable toxicity. The primary outcome was the proportion of patients with an overall response (complete or
. Paclitaxe\“:"g 2223 partial response) as assessed by the investigators according to RECIST 1.1. All treated patients were analysed for activity
* Temozolomide?* o “ and safety. This study is ongoing and is registered with ClinicalTrials.gov, NCT02454972.

. Cyc\ophoszghamlde!doxorublmlﬂwncrlsllne (CAV)

+ Docetaxel

+ Gemcitabine25:27:40 Findings Between Oct 16, 2015, and Jan 15, 2019, 105 patients were enrolled and treated with lurbinectedin. Median
* Oral etoposide?*2° follow-up was 17-1 months (IQR 6-5-25-3). Overall response by investigator assessment was seen in 37 patients

(35-2%; 95% CI 26-2-45-2). The most common grade 3—4 adverse events (irrespective of causality) were haema-
tological abnormalities—namely, anaemia (in nine [9%] patients), leucopenia (30 [29%]), neutropenia (48 [46%4]), and
thrombocytopenia (seven [7%]). Serious treatment-related adverse events occurred in 11 (10%) patients, of which

b Contraindications for treatment with PD-1/PD-L1 inhibitors may include active or 9 Rechallenging with the original regimen or similar platinum-based regimen, as shown on neutropenia and febrile neutropenia were the most common (five [5%] patients for each). No treatment-related deaths
previously documented autoimmune disease andfor concurrent use of immunosuppressive SCL-E 1, is recommended if there has been a CTFI of more than 6 months and may be were reported.
agents. For safety reasons, do not use ICls in patients who have recently received TKls. considered if there has been a CTFI of at least 3 to 6 months.

f Subsequent systemic therapy refers to second-line and beyond therapy.. I For patients with CNS disease, consider using irinotecan . . . . . .

u s oy yo oy P ' 9 lR.;f.;,-eng;es (SCL-E 5 of 6) Interpretation Lurbinectedin was active as second-line therapy for SCLC in terms of overall response and had an
Note: All recommendations are category 2A unless otherwise indicated, acceptable and manageable safety profile. Lurbinectedin could represent a potential new treatment for patients with
Clinical Trials: NCCN believes that the best manag of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged. SCLE SCLC, who have few options especially in the event of a relapse, and is being investigated in combination with
3 OF-B doxorubicin as second-line therapy in a randomised phase 3 trial.

Veersion 1.2024, 09/05/23 © 2023 National Comprahensive Cancer Newomk® (NCCNe), All rights reserved. NCCN Guidelines* and this llustration may not be reproducad In any form without the express wrtten pemission of NCCN.
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All patients (n=105)

Chemotherapy-free interval

Chemotherapy-free interval

Overall response, % (95% CI)
Disease control, % (95% CI)¥
Duration of response

Disease progression, relapse, or death events in
responding patients, n/N (%)

Median duration of response, months
Patients still responding at & months
Progression-free survival

Progression-free survival events, n (%)
Median progression-free survival, months (95% Cl)
4-month progression-free survival (95%Cl)
6-month progression-free survival (95% Cl)
Overall survival

Deaths

Median overall survival, months (95% Cl)
G-month overall survival (95%Cl)

12-month overall survival (95% Cl)

refusal (n=1). tPartial response or stable disease

35-2% (26-2-45-2)
68.6% (58-8-77:3)

29/37 (78%)

53 (41-6-4)
43.0% (25:6-60-5)

90 (86%)
35(2:6-4-3)

46-6% (36.7-56-5)

32:9%(233-42:5)

66 (63%)
93(6-3-11-8)

67-1% (57-6-76:7)

34:2% (23-2-451)

22:2% (11:2-37-1)
511% (35:8-66:3)

9/10 (90%)

47(2656)
117% (0-0-33-1)

41(91%)
26(13-39)

29-1% (153-42-8)

18-8% (6:8-30.9)

37 (82%)
50(41-63)

45:8% (30-4-613)

15-9% (3-6-28-2)

<90 days (n=45) 290 days (n=60)
RECIST responses
Complete response 0 0 0
Partial response 37 (35%) 10 (22%) 27 (45%)
Stable disease* 35(33%) 13(29%) 22 (37%)
Progressive disease 28 (27%) 18 (40%) 10 (17%)
Not evaluablet 5(5%) 4(9%) 1(2%)

45:0% (32:1-58-4)
81.7% (69-6-90-5)

20/27 (74%)

6-2(35-73)
55:3% (34:5-760)

49 (82%)
46(28-6:5)

59-9% (47-1-72-7)

43-5% (30-1-56-9)

29 (48%)
11.9(97-16-2)
83.6% (737-93:5)
483% (32:5-64-1)

RECIST=Response Evaluation Criteria in Solid Tumors. *Includes five patients with partial response not confirmed. tFive patients were not evaluable because they had no
radiological assessment during treatment due to early death from malignant disease (n=2), symptomatic deterioration because of disease progression (n=2), and patient

] 152

] 133

] 132

7.2 ] 112

Patients who had a response
-
o]
o
~
o

A [ Chemotherapy-free interval =90 days
E . [ Chemotherapy-free interval <90 days

0 1 2 3 4 5 é 7 8 9 10 11 12

Duration of response (months)

Table 2: Overall efficacy of lurbinectedin treatment by investigator assessment and subgroup analyses by chemotherapy-free interval

Figure 1: Duration of response by investigator assessment

Each bar represents a patient with SCLC who responded to treatment (n=37). Data shown on the left of each bar are the chemotherapy-free interval (months); data
shown on the right of each bar are the duration of response (0 is the time of starting response). Data in red font refer to eight patients censored at the cutoff date:
seven with no documented progression (under follow-up) and one who discontinued treatment due to an investigator’s decision and then received further therapy.

SCLC=small-cell lung cancer.

13 14 15 16

Trigo J, Subbiah V, Besse B, et al. Lurbinectedin as second-line treatment for patients with small-cell lung cancer: a single-arm, open-label, phase 2 basket trial. Lancet Oncol



\M"/ SEVERANCE | YONGIN SEVERANCE HOSPITAL

Lung cancer treatment complication management

Infection, septic shock TKI & 10-related complication

* Neutropenic fever = Diarrhea, rash, paronychia..

" Septic shock = Hypo, hyperthyroidism, adrenal insufficiency

" Life threatening pneumonia = Gl toxicity, LFT elevation, neurologic complication

Radiation pneumonitis
= High dose steroid

= PCP pneumonia

= Septrin prophylaxis
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Summary

» Low dose chest CT Lung cancer screening: more lung cancer detection, Brings forward early-stage disease, lung cancer mortality reduction

» |n stage | NSCLC, Sublobar resection is non-inferior compared to the traditional lobectomy in selected patients.

= SABR (or SBRT) can serve as an effective treatment alternative in medically inoperable early lung cancer

= Stage Il NSCLC : can be considered for perioperative chemo and surgical treatment, and also considerations for CCRT, making
multidisciplinary approach extremely important.

» The survival rate and prognosis of stage IV NSCLC vary significantly depending on the presence of driver mutations, cancer subtypes, and the
response to immunotherapy (importance of NGS for Identifying driver mutations is emphasized)

» The combination of immune-checkpoint inhibitors (ICl) with platinum-based chemotherapy has become the treatment of choice for ED-SCLC;
however, the prognosis remains unfavorable for ED-SCLC, need to fine more effective treatment strategies that can offer better prognostic

outcomes

= Effective management of the side effects associated with cancer treatment is crucial for improving patient prognosis
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