Update on Treatment of Lung Cancer
(Focusing on NSCLC)
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Sarcomatoid carcinoma (Pleomorphic (Spindle
cell, Giant cell carcinoma); Carcinosarcoma;
Pulmonary blastoma)

Lepidic ADC
Acinar ADC
Papillary ADC :typlcd carcinold
Micropapillary ADC Small cell carcinoma
Solid ADC Large cell neuroendocrine carcinoma
Variants of ADC: . ¢
Invasive mucinous ADC «\
Colloid ADC o A
Fetal ADC (‘2
Enteric ADC O e ORNERIUNE UGS

* ADC: adenocarcinoma, SQC: squamous cell carcinoma, NET: neuroendocrine carcinoma J. Pers. Med. 2021, 11(11), 1102; https://doi.org/10.3390/jpm11111102 6
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Pancoast tumours with invasion of one ¥ &

or more of the following structures:
T 3 T4 - vertebral body or spinal canal

- brachial plexus (C8 or above)
- subclavian vessels

Chest wall invasion, including Pancoast tumours
without invasion of vertebral body or spinal canal,

C A i Foen AL

% Tumour invades
encasement of the subclavian vessels, or trachea and/or SVC
unequivocal involvement of the superior branches o offier great vemel Tumour invades aorta

and/or

Tumour:
recurrent laryngeal nerve

>5¢m, < 7¢m

of the brachial plexus (C8 or above)

Tumour involves
carina

Invasion of

parietal pleura
Tumour > 7cm
Tumour accompanied by

ipsilateral, separate tumour
nodules, different lobe

Phrenic nerve
or parietal
pericardium
invasion

Diaphragmatic
invasion

Tumour invades

Ve

Separate tumour
nodule(s) in the
lobe of the primary

phagus,
and/or heart

Note: if the tumour is associated with atelectasis or pneumonitis,
it is T2a if lesion = dcm or if tumour size cannol be measured;
it is T2b if lesion > dcm, < 5em.,



NO N1

oAt i A

Metastasis in
ipsilateral mediastinal
and/or subcarinal
lymph node(s),
including “skip”
metastasis without
N1 involvement

Metastasis

in ipsilateral
intrapulmonary/
peribronchial/

hilar lymph node(s),
including nodal
involvement

by direct extension

No regional lymph
node metastases

Contralateral, separate
tumour nodule(s)

Malignant

Malignant pericardial effusion/nodule(s)

pleural effusion/nodule(s)

Note: when the pleural (pericardial) effusions are negative
after multiple microscopic examinations, and the fluid is
non-bloody and not an exudate, they should be excluded as
a staging descriptor.

oAt o Friam - ADD

Metastasis in
ipsilateral mediastinal
and/or subcarinal
lymph node(s)
associated with

N1 disease

\ At e T DO

Metastasis in
contralateral

hilar/mediastinal/
scalene/supraclavicular

lymph node(s)

Bone

Metastasis in
ipsilateral scalene/
supraclavicular
lymph node(s)

Brain

This includes
multiple extrathoracic
metastases in one

nodes or several organs

Adrenal

At Ao JDO




TNM B7| 2 XFE (8 edition)

STAGE T N M
carcinoma | T No | Mo
0 Tis NO MO
A1 TTmi NO MO
T1a NO MO
|A2 T1b NO MO
A3 T1c NO MO
IB T2a NO MO
1A T2b NO MO
IIB T1a NT MO
T1b N1 MO
T1c N1 MO
T2a N1 MO
T2b N1 MO
T3 NO MO

HIA T1a N2 MO
T1b N2 MO
T1c N2 MO
T2a N2 MO
T2b N2 MO
T3 N1 MO
T4 NO MO
T4 N1 MO
B T1a N3 MO
T1b N3 MO
T1c N3 MO
T2a N3 MO
T2b N3 MO
T3 N2 MO
T4 N2 MO
NC T3 N3 MO
T4 N3 MO
IVA Any T Any N M1a
Any T Any N M1b
VB Any T Any N M1c
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8th Edition

24 :{ 60 E

100% —= Proposed Events/N MST Month ih‘lnnth i

IA1 139/1389 NR  97% ! 90% |

80% — IA2 823/5633 NR  94% i 85% i

IA3 875/4401 NR 92% ! 80% |

60% - ] |

1A 556/ 1638 NR  82% E 65% |

40% B 2175/5226 NR  76% | 56% |

A 3219/5756 41.9 65% E41% !

20% ! |

: i

0% ! I | N e ;
0 24 48 72

Months

J Thorac Oncol 2015;11(1): 39-51 10
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Neoadjuvant Chemotherapy (418 H = gt2h
= When: Usually before surgery
= Purpose: to reduce the size of the tumor, making
it simpler to remove

=4 HEZA

Adjuvant Chemotherapy (H =22t

= When: Usually after surgery
= Purpose: to eradicate any cancer cells that might
remain following therapy

Palliative Chemotherapy (11 A1 & gtoh

= Purpose: to reduce symptoms and enhance quality
of life

= When: when cancer has spread and there is no cure.

12
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R1
R2

7} (RO~R2)

Complete resection,
No residual tumor

Microscopic residual tumor

Macroscopic residual tumor

13
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Cell Survival, Cell growth, Differentiation, Proliferation, Migration, Cell cycle progression, Anti-Apoptotic

M. Araghi, et al. Cancer cell International. 2023; 23 14
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Without With B Without With
Immunotherapy Immunotherapy Immunotherapy Immunotherapy
)

Tumor escape Elimination of Tumor escape Elimination of
tumor cells tumor cells

Soularue E. Gut 2018 15



SHH| 22 S 84| (Antibody-drug conjugate)

Linker

- Cleavable: acid labile,
peptide, disulfide

- Non-cleavable: thioester;
needs lysosomal degradation

J

~

Monoclonal antibody

- High affinity and avidity for antigenic
target

= Minimal cross-reactivity and
immunogenicity

Cytotoxic drug (payload)

- Stable in systemic
circulation and lysosomes

- Low immunogenicity
- Small molecular weight
- Long half-life

Antibody-drug conjugate
(ADC)

@

Circulating ADCs bind to the target antigen
on tumor cells forming ADC-antigen -
complex

©

Internalization of ADC-antigen complex
via endocytosis forming endosome

Lysosome fusion
with endosome
causing linker
cleavage leading to

Cytotoxic drug will elicit anti-tumor effects
via DNA damage (in nucleus) or microtuble
disruption (in cytoplasm)

https://www.sciencedirect.com/science/article/pii/S0305737222000573

16



HAXYAM R - Stereotactic Body Irradiation Therapy (SBRT)

Undergo

CyberKnife
Stereotactic

Radiosurgery

for Lung Cancer
at Reasonable Costs

nfo@travoure.com
WWWIraIVCUre, com
+91-8600044116
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otad Dose imary Reference Tolal Cose o alive Dose o vescribed Percentuge
Number of Fractives 1cGy} Poat Primary <Gy Prreary (%) 1] Plan Normalzation Mede

F1 1300.0 B 5200.0 11TV5200 52000 100.0 100.0 100.00% covers 100.00% of Target Volume 100.7



H AKX =28HS 712 7/ 8 0{™E| : RECIST 1.1

' Baseline study | ~ Follow up - CR
PR

Target lesions Comparison e SD
Non-target New lesions?  PD

Criteria for target lesions

Tumours Malignant lymph nodes

CT scan: long axis = 10mm Short axis diameter = 15mm
Chest X-ray: long axis = 20mm

Baseline Study Follow Up

Target lesions

- length diameter tumor >10mm

- max 5, max 2 per organ m=P Determine SLD
- short axis lymph node >15mm RIS

- Determine SLD sum of length diameters

Non-target lesions

- lesions <10mm 3 Disappearance ?
- non-measurable like pleural fluid, ascites, Stable?
lymphangitis Progression?
CR Disappearance of all lesions and pathologic lymph nodes
PR > 30% decrease SLD (&% &=2| & &= 2|0])
no new lesions
no progression of non-target lesions
SD noPR-noPD
PD = 20% increase SLD* compared to smallest SLD in study

or progression of non-target lesions
or new lesions

*SD: stable disease, PR: partial remission, CR: complete remission, PD: progressive disease

* SLD : sum of longest diameter

https://radiologyassistant.nl/more/recist-1-1/recist-1-1-1

18
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*SD: stable disease, PR: partial remission, CR: complete remission, PD: progressive disease



:._
%0
™
™~
Hl ™
~ KO
md RO
7 =
ol MH
= K

JEESTTISCIER(Vea)

21



National Comprehensive

NCCN | Cancer Network®

NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®)

Non-Small Cell Lung

Cancer
version 5.2024 —April 23,2024 2024.4

NCCN.org

NCCN Guidelines for Patients® available at www.nccn.org/patients

ki ANNALS or
ONCOLOGY

driving innovation in oncology
SPECIAL ARTICLE

Oncogene-addicted metastatic non-small-cell lung cancer: ESMO Clinical
Practice Guideline for diagnosis, treatment and follow-up

L. E. Hendriks®, K. M. Kerr?, J. Menis®, T. S. Mok?, U. Nestle®®, A. Passaro’, S. Peters®, D. Planchard®, E. F. Smit'%1%,
B. J. Solomon'?, G. Veronesi**''* & M. Reck'®, on behalf of the ESMO Guidelines Committee”

"Department of Pulmonalogy, GROW School for Oncology and Reproduction, Maastricht University Medical Center, Maastricht, The Netherlands; Aberdeen Royal
Infirmary, Aberdeen University Medical School, Aberdeen, UK; *Medical Oncology Department, University and Hospital Trust of Verona, Verona, Italy; *Department of
Clinical Oncology, The Chinese University of Hong Kong, Prince of Wales Hospital, Hong Kong, China; *Department of Radiation Oncology, University Hospital Freiburg,
Freiburg; ®Department of Radiation Oncology, Kliniken Maria Hilf, Moenchengladbach, Germany; ’Division of Thoracic Oncology, European Institute of Oncology IRCCS,
Milan, Italy; ®Department of Oncology, Centre Hospitalier Universitaire Vaudois, Lausanne University, Lausanne, Switzerland; “Department of Medical Oncelogy,
Thoracic Group, Gustave-Roussy, Villejuif, France; Thoracic Oncology Service, Netherlands Cancer Institute, Amsterdam; llDepar‘(men‘t of Pulmonary Diseases, Leiden
University Medical Center, Leiden, The Netherlands; 12Df_-partmem; of Medical Oncology, Peter MacCallum Cancer Centre, Melbourne, Australia; 13Fii::ulty of Medicine
and Surgery-Vita-Salute San Raffaele University, Milan; YDivision of Thoracic Surgery, IRCCS San Raffaele Scientific Institute, Milan, Italy; °Department of Thoracic
Oncology, Airway Research Center North, German Center for Lung Research, Lung Clinic, Grosshansdorf, Germany

Available online 23 January 2023 2 02 3 . 1

H2t = X|E 3T

Guidelines for Treatment of Lung Cancer

2023.11
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T= ™ =X YA E QO] YT
== T ZAGAL A =7t HEEl= BR = ? (appropriate)
C HY << ABH WY (0154 2T 5)
- Stage IB £= 1 0|2 7tsd0] 0t & @ MUK =7 2R 7I5d0| Us
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» Stereotactic ablative radiotherapy (SABR)™ T EHO| 2279t 3%
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M/55, RUL nodule with severe emphysema
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= Advanced stage 7Is°d0| 2 2= A A /X ZE0| PET/ICTZt At

g2 =2 O|&=lLt.

1L

249| A A AL : radial-EBUS, navigational bronchoscope,

= =
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https://mforum.com.au/endobronchial-ultrasound/
Tuberculosis and Respiratory Diseases 2019;82(4):319-327.

8
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. 375 YDHo| O§3 YalX TEHo| WA O|Th (EBUS, EUS, CT-

guided biopsy, mediastinoscopy)

» BH7lsd2 ot X|=7F A& E[7] Hofl 822 0o|A7F 27890

-

- == ™ 2 MAKX[Z (perioperative treatment) (&
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PATHOLOGIC
DIAGNOSIS
OF NSCLC

NSCLC———

INITIAL EVALUATION

» Pathology review?

*» H&P (include performance
status + weight loss)P?

*» CT chest and upper
abdomen with contrast,
including adrenals

+ CBC, platelets

*» Chemistry profile

» Smoking cessation advice,
counseling, and
pharmacotherapy
» Use the 5 A's Framework:

Ask, Advise, Assess,
Assist, Arrange
http://lwww.ahrg.gov/clinic/

tobacco/5steps.htm

» Integrate palliative care®
NCCN Guidelines for
Palliative Care

* For tools to aid in the
optimal assessment and
management of NSCLC in
older adults, see the NCCN
Guidelines for Older Adult

Oncology

CLINICAL STAGEY

Stage |A, peripheral® (T1abc, NO)

Stage IB, peripheral® (T2a, N0O);
Stage |, central® (T1abc-T2a, NO);
Stage Il (T1abc-T2ab, N1; T2b, NOJ);
Stage 1B (T3, NO)T: Stage IlIA (T3, N1)

Stage lIB (T3 invasion, NO);
Stage IlIA (T4 extension, NO-1; T3, N1; T4, NO-1) —

Stage llIA (T1-2, N2); Stage llIB (T3, N2)

Separate pulmonary nodule(s) (Stage IIB, llIA,IV)—

Multiple lung cancers

Stage IIIB (T1-2, N3): Stage IlIC (T3, N3)

Stage llIB (T4, N2); Stage IlIC (T4, N3)

Stage IVA (M1a)° (pleural or pericardial effusion) —

Stage IVA (M1b)©

Stage IVB (M1c)° disseminated metastases

Multi-

modality,
Chshd H 2

NCCN NSCLC, V5, 2024 28



Early stage (1)

CLINICAL PRETREATMENT EVALUATIONSY INITIALTREATMENT
ASSESSMENT
* Surgical exph:lﬁratinn
and resection' + :
(==————— - rest Adjuvant
| Operable— » |mediastinal lymph | _ | Jreatment
________ J node dissection or (NSCL4)
_ systematic lymph
Ne%thtg | node sampling
mediastina
* Pulmonary function tests nodes Medically inoperable,
(PFTs) (if not previously high surgical risk
done) as determined by Definitive RT, preferably Surveillance
Stace IA * Bronchoscopy thoracic surgean,' — |stereotactic ablative — INSCL-17
(P egph eral - {intraoperative preferred), and those who decline radiotherapy (SABR)™N.C (NSCL-17)
"+ Consider pathologic surgery after thoracic
|
T1abc, NO) || mediastinal lymph node surgical consultation
1| evaluation"-'J
“FDUG-PETICT SE4H T Aigt N
previously done) Positive | Stage IIIA/IIB (NSCL-8) or

nodes

mediastinal| > Stage lIIB/IIIC (NSCL-13)

* There is low likelihood of positive mediastinal lymph

nodes when these nodes are CT and FDG-PET/CT negative
in peripheral tumors (outer third of lung) <3 cm NCCN NSCLC, V5, 2024 -




Early stage (2)

CLINICAL PRETREATMENT EVALUATIONY INITIALTREATMENT
ASSESSMENT *
Surgical exploration and resection! + .
’E}E;FaLT;"l mediastinal lymph node dissection or . %J%t
m ________ ) systematic lymph node sampling after —[NSCL-dl
preoperative systemic therapy, if plannedP
 Evaluate for

Stage IB perioperative Mo nodal _

[peﬁpheral therapyP disease Medically

T2a, NO) * PFTs (if not inoperable, high _

Staée | previously done) surgical risk as Consider

(central . Brnnchngcupy determined by Definitive RT, adjuvant Surveillance

T1abc-T2a, NO) . Path_nluglc thoracic surgenn,' — preferably chemotherapyP |—= NSCL-17

Stage | ’ . mediastinal I}rm h and those who SABR™. for high-risk ( )

(T1abc-2ab, N1: node evaluation decline surgery after stage II'

T2b, NO) P « FDG-PETICT scank thoracic surgical

Stage IIB (if not previously consultation

(T3, No)f g?:ii]MRl with

Stage llIIA ) Stage IIB (NSCL-8)

(T3, N1) contrast? N or N2 > | Stage IIIA/IIIB (NSCL-8) or

(Stage 11, lIA) Stage IIIB/IIIC (NSCL-13)
(Stage IB [optional])

NCCN NSCLC, V5, 2024 30



Early stage (3) :

FINDINGS AT SURGERY I
t

Stage IA Margins negative (R0)! —

(T1abc, NO)

Margins positive (R1, R2)! —

Margins negative (R0O)! —»

Stage IB
(T2a, NO)

Margins positive (R1, R2)! —»

Margins negative (R0)! ——»
Stage I1A
(T2b, NO)

Margins positive (R1, R2)! —»

Stage IIB
(T1abc—
T2a, N1)
Stage lIB
(T3, NO;

T2b, N1)

Margins negative (R0)! ——»

R1t —

Margins positive<

R2!—

(T1-2, N2;
T3, N1)
Stage ne
(T3, N2)

R1t—>

Stage IlIIA }< Margins negative (R0O)! ——

Margins pnsltwe<

R2t—»

s K2

ADJUVANT TFtE.J:'uLTI'H."IEI*-ITI !
6'3-------------

serve
Reresection (preferred) |
or

RT™ (category 2B) |

Observe -
or
Adjuvant Systemic Therapy (NSCL-E)

Reresection (preferred) £ systemic therapyP
or
RTM >

Observe
or
Adjuvant Systemic Therapy (NSCL-E)

Reresection (preferred) £ systemic therapyP
or
RT™ + chemotherapyP -

Adjuvant Systemic Therapy (NSCL-E)

Reresection + systemic therapyP |¥
or
Chemoradiation™ (sequential” or concurrent®)

Reresection + systemic therapyP |
or

Concurrent chemoradiation™-s |
Adjuvant Systemic Therapy (NSCL-E)

or —
Sequential chemotherapyP and consider RT™
Chemoradiation™ (sequentialP? or concurrent®) —

Concurrent chemoradiation™.s

NCCN NSCLC, V5, 2024

31



T= M T MAMX|E (Perioperative systemic therapies)
¥

e

Stage IA

Stage IB-1IIA
(resectable)

CheckMate-816 : Nivolumab Multidisciplinary discussion for
neoadjuvanlt candidacy

Surgical candidate?

Yes Neoadjuvant chemoimmunotherapy

Nivolumab + platinum-based chemotherapy x 3 cycles Surgical resection
(preferred) SBRT CheckMate -816: Nivo + chemo vs chemo
or or mEFS: 31.6 vs 20.8 mo (HR, 0.63)

segmentectomy/ conventionally *

wedge resection fractionated RT
urgical resection

‘No

Adjuvant targeted therapy Adjuvant immunotherapy (stage lI-1l1A)

Lobectomy

Adjuvant chemotherapy

Platinum-based chemotherapy
LACE Meta-analysis: 5-y OS improvement of 5.4% vs no chemo

* :

Osimertinibx 3y Pembrolizumab x 1
ADAURA: Osimertinib vs placebo Atezolizumab x 16 cycles Ste - ,Bo(mu ..,; ) Hy A dl
2-y DFS (stage II-IlIA): 90% vs 44% (HR, 0.17) Stage II-NIA, PD-L1 21% (see FDAapproval) |~ % bl b

Aberoliziiinab .16 tvides of PD-L1 expression {see FDA approval)
Y Pembrolizumab x 1y
IMpower010: Atezo vs BSC

ini : ; PEARLS/KEYNOTE-091: Pembro vs placebo
AIeCtI ni b X Zyr (ALI NA) D2 NG s 253 MOABH, 000 mDFS: 53.6 vs 42.0 mo (HR, 0.76)

KEYNOTE-671 Neoadjuvant ﬁ
Chemo+Pembro -> adjuvant Pembro

Slideshare.net
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Meta-analysis: Lung Adjuvant Cisplatin Evaluation

" Pooled individual patient data from oS
5 studies of adjuvant cisplatin-based
chemotherapy for completely
resected early-stage NSCLC conducted
after 1995 (N = 4584)

— Chemotherapy
— No chemotherapy

— Studies: ALPI, ANITA, BLT, IALT, JBR10 §'
o
» Chemotherapy at Yr 5

— 4 6.9% lung cancer death 207 HR: 0.89 (95% Cl: 0.82-0.96; P = .005)
Absolute benefit at 5 yr: 5.4%

— M 1.4% noncancer death 0 - - - - - -
0 1 2 3 4 5 >6
Yr From Randomization

Pignon. JCO. 2016;26:3552. Slide credit: clinicaloptions.com



http://www.clinicaloptions.com/

KEYNOTE-671 : Study Design

Resectable stage I, [lIA or 11IB (N2)
NSCLC (per TNM v8)

- ECOG PS 0-1

« Tumor tissue for PD-L1 evaluation at
central lab

- Biopsy of suspicious hilar or
mediastinal lymph node(s)

« Untreated, pathologically confirmed
(PET scan may be used as surrogate
for N1 lymph nodes)?

« No ILD or pneumonitis requiring
steroids

Pembrolizumab 200 mg Q3W
+ cisplatin 75 mg/m?
+ pemetrexed® 500 mg/m?
OR gemcitabine® 1,000 mg/m?
4 cycles

Placebo Q3W
+ cisplatin 75 mg/m?
+ pemetrexed® 500 mg/m?
OR gemcitabine® 1,000 mg/m?
4 cycles

perIMl Pembrolizumabd
Surgery — Al EOXY
<13 cycles

o Placebod
Surgery ——» Q3W
<13 cycles

Stratified by: Stage (Il vs 1lI)
PD-L1 by 22C3 (TPS <50% vs 250%)
Histology (SQ vs NSQ)

Region (east Asia vs other)

* EFS defined as time from
randomisation to first
occurrence of:

(i) local PD precluding
surgery,

(i) unresectable tumor,

(i) progression or recurrence

per RECIST v1.1 by
investigator,

Dual primary end points
One-sided alpha of 2.5%
split between EFS and OS

EFS by investigator

(per RECIST v1.1)

(iv) death from any cause

*EFS : Event free survival




Event-Free Survival (IA2) : Primary endpoint KEYNOTE-671

Ptswi [ Median
100- Event (95% CI), mo

12-mo rate 24-mo rate 36-mo rate 48-mo rate
90 - Pembro arm 438% 47 2 (32.9-NR)

80— 73.8% Placebo arm 62.0% C8.3 (14.8-22.1)

70+ M 61.5%
8% [
60— 60.8% M 54 3%
TR (48.4%

90+ 41.4% mn W TR HR 0.59 (95% CI, 0.48-0.72)
40- -m_l_uu_m 35.4%

o) B - P
20
10+

0 lllllllllll lllllllll'l 'llll'lllll 'lllll‘jlll llllllll'll'lllll'

0 6 12 18 24 30 36 42 48 54 60 66
Months

EFS, %

No. at risk
397 339 282 250 196 142 102 62 37 10 0 0
400 308 232 189 128 87 66 34 18 6 1 0

KEYNOTE-6712| 1xt 57t 24 At 7| ERCH 2 @1 CHH| i M E EFSQt 0S AHE E RS LICH [7| ERCH vs. YT 1 2-year EFS (62.4% vs. 40.6%), 2-year OS (80.9% vs. 77.6%),; Data cutoff date: July 29, 2022 with median follow-
up 25.2 months)?

EFS defined as time from randomization to first occurrence of local progression precluding planned surgery, unresectable tumor, progression or recurrence per RECIST v1.1 by investigator assessment, or death from any cause.

Data cutoff date : July 10, 2023 with median follow-up was 36.6 months (range, 18.8-62.0)

X EM HE M-S 2|8l ESMO 2023 &3] A2 S HHE O Z M| A E| A LICH (As of 11/2023) == & 21 & staX|0f & E L= Full DataS 2QIs|FA|Z BFEfL|CH

Reference 1. Spicer J, et al. Overall Survival in the KEYNOTE-671 Study of Perioperative Pembrolizumab for Early-Stage NSCLC. Slide deck presented at: ESMO 2023. 2. Wakelee H, et al. Perioperative Pembrolizumab for Early-Stage Non-
Small-Cell Lung Cancer. N Engl J Med. 2023 Aug 10;389(6):491-503.

KR-KEY-01736 06/2024



Overall Survial (IA2) : Primary endpoint KEYNOTE-671

Pts w/ Median
12-mo rate 24-mo rate 36-mo rate 48-mo rate Event (95% Cl), mo
100-\ 87 6% Pembro arm 27.7% NR (NR-NR)
90 - 87.7% 79.0%
20 ‘ 747% Placebo arm 36.0% 524 (45.7-NR)
70-
o\° 60'
8’ 90—
404 HR 0.72 (95% CI, 0.56-0.93)
30- one-sided P = 0.005172
20—
10-
0 LU B A ) ' L A A ) LA A A ) l LA B B ) 6,8 5,858 l .0 NS L B A ) l LB B B ) N .00 8.8 l LB PSR m ' .8 U, 8.8 l
0 6 12 18 24 30 36 42 48 54 60 66
No. at risk Months
397 371 347 3217 277 205 148 108 69 32 4 0
400 379 347 319 256 176 125 77 39 20 4 0

OS defined as time from randomization to death from any cause. a. Significance boundary at I1A2, one-sided P=0.00543.

Data cutoff date : July 10, 2023 with median follow-up was 36.6 months (range, 18.8-62.0)

XA HE Mg 2|8 ESMO 2023 €3] A2 E HIE O 2 M|E T A& LICH (As of 11/2023) =2 SOl & sh&X|0f & EE|= Full DataS QI8 FA|Z BFEfLICE,
Reference 1. Spicer J, et al. Overall Survival in the KEYNOTE-671 Study of Perioperative Pembrolizumab for Early-Stage NSCLC. Slide deck presented at: ESMO 2023.

KR-KEY-01736 06/2024



CheckMate 816: Neoadjuvant Nivolumab + Platinum Chemotherapy for
Resectable Stage IB-IIIA NSCLC

= Randomized, open-label phase Ill trial (data cutoff: September 16, 2020; min f/u: 7.6 mo)

Stratified by stage (1B/Il vs IlIA), PD-L1 (>1% vs <1%), and sex Radiologic restaging
Patients with v Nivolumab 360 mg Q3W + l
newly diagnosed, resectable, CT™* Q3W
stage IB (24 cm) to IlIA / (n=179) Surgery Optional

NSCLC*; no sensitizing EGFR
mutations or ALK alterations; \
ECOG PS 0/1
(N = 358)

=L IEL e — Follow-up
* RT

gl (Within 6 wk mg
post tx)

*By TNM 7th edition. '3 cycles. *NSQ: cisplatin/pemetrexed or carboplatin/paclitaxel; SQ: cisplatin/gemcitabine or carboplatin/paclitaxel.
§NSQ: cisplatin/pemetrexed; SQ: cisplatin/vinorelbine, cisplatin/docetaxel, cisplatin/gemcitabine; both: carboplatin/paclitaxel. 'PD-L1 28-8
pharmDx IHC assay.

= Primary endpoints: pCR (by BIPR) and EFS (by = Key exploratory endpoints: ORR (by BICR),
BICR) feasibility of surgery, peri- and postoperative

surgery related AEs
= Key secondary endpoints: OS, mPR (by BIPR),

time to death or distant metastasis 0
Forde. AACR 2021. Abstr CT003. Spicer. ASCO 2021. Abstr 8503. NCT02998528. Slide credit: clinicaloptions.com
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CheckMate 816: Primary End Point (pCR and EFS)

pCR Rate (%)

Median
. . % Mo. of Event-free Survival
Primary Endpoint: ITT (ypTONO) Patients (95% C1)
40 - OR: 13.94 (99% Cl: 3.49-55.75)" 179 31.6 (30.2—NR)
P <.0001 A 179 20.8 (14.0—26.7)
Hazard ratio for disease progression,
Difference: 216%1. 100~ disease recurrence, or death, 0.63
30- a0 (97.38%9 ClI, 0.43-0.91)
P=0.005
24.0 (95% CI: 18.0-31.0) T 0 :
— 704 i
S €0 ! . Nivolumab plus
IS il - - hemoth
20+ u% 50 i i MEMOTEERY  Nivolumab plus
v i ; Chemotherapy
«E 404 : e Chemotherapy
‘5 30- i i Chemotherapy alone Alone
10 @ 20 I : |
104 i i
1 1
. 0 ; I | 1
2.2 (95% Cl: 0'6-5'6) 0 |3 El; 6 ]IZ 1I5 1I3 le 2|4 ZII' 3I0 3I3 3|6 39 42
0- Months
Nivolumab + CT CT No. at Risk
Nivolumab plus chemotherapy 179 151 136 124 118 107 102 87 74 41 34 13 6 3 0
n/N = (43/179) (4/179) Chemotherapy alone 179 144 126 109 94 83 75 61 52 26 24 13 11 4 0

pCR defined as 0% residual viable tumor cells in primary lung tumor and sampled LNs. *In ITT population, those who did not undergo surgery categorized as nonresponders in
primary analysis. "Calculated using stratified Cochran—Mantel-Haenszel method. *Patients who underwent definitive surgery with evaluable pathology sample. E

Forde. AACR 2021. Abstr CT003. Slide credit: clinicaloptions.com
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IMpower010: Study Design (adjuvant atezolizumab)

= Randomized, open-label phase lll trial (data cutoff for interim analysis: January 21, 2021)

Patients with completely
resected stage IB-IIIA
NSCLC per UICC/AICC v7
(includes stage IB tumors__|
>4 cm); ECOG PS 0/1;
tumor tissue for PD-L1
analysis required

(N = 1280)

Stratification by sex, stage (IB vs Il vs IlIA), histology, PD-L1 tumor expression per
SP142 assay (TC2/3 and any IC vs TCO/1 and IC2/3 vs TCO/1 and 1C0/1)

Atezolizumab 1200 mg Q3W
for 16 cycles
(n =507)

Survival

follow-up
—

Adjuvant

chemotherapy*
for 1-4 cycles

(n = 1269) No crossover

allowed
*Cisplatin + pemetrexed, gemcitabine,
docetaxel, or vinorelbine.

*"  Primary endpoint: hierarchical evaluation of investigator-assessed DFS in 3 populations

— Stage II-llIA with PD-L1 TC 21% (by PD-L1 SP264 IHC assay) =» all randomized stage Il-IlIA = ITT population

(stage IB-111A)

= Key secondary endpoints: OS (ITT); DFS in stage lI-IlIA with PD-L1 TC =50 (by PD-L1 SP263 IHC assay);
3-yr and 5-yr DFS in all 3 populations; safety

Wakelee. ASCO 2021. Abstr 8500.

Slide credit: clinicaloptions.com
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IMpower010: DFS in Stage lI-lIllIA NSCLC With PD-L1 TC 21% (Primary Endpoint)

Atezolizumab BSC
(n = 248) (n = 228)
100 Median DFS, mo (95% Cl) NE (36.1-NE)  35.3 (29.0-NE)
Stratified HR: 0.66 (95% Cl: 0.50-0.88; P = .004)
80 - e
(crossed significance boundary)
< 60 — Median follow up: 32.8 mo (range: 0.1-57.5)
= ——
40+ 48.2%
20—
O | | | | | | | | | | | | | | 1 | | | * . . .
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 DFS : disease free survival
Patients at Mo
Risk, n .
Atezolizumab 248 235 225 217206 198 190181 159 134111 76 54 31 22 12 8 3 3 PD-L1 expression by SP263 assay.

BSC 228 212 186 169160 151 142135117 97 80 59 38 21 14 7 6 4 3

Wakelee. ASCO 2021. Abstr 8500. Reproduced with permission. Slide credit: clinicaloptions.com



http://www.clinicaloptions.com/

AA S HEXQH . - - L
= 22 B985 . EGFR (+) with Osimertinib for 3yrs vs placebo
1.0- Stage 1B 1.0 Stage Il
= 0.8
S < (.61
éo'ﬁ- § 04
s i w W 0 - —t
» 047 1R 0.44 (95% CI, 0.25-0.76) = HR 0.33 (95% Cl, 0.21-0.50)
o . L 024 - Osimertinib
024 - Osimertinib
- Placebo
00 _PlaCEbO DU T T T T T T T T T T 1
: 0 6 12 18 24 30 36 42 48 54 60 66 72
0 6 12 18_24 30 36 42 48 54 60 66 72 No. at nsk Time from randomisation (months)
No. at risk Time from randomisation (months) Osimertinib113 105 101 96 94 90 81 64 42 22 13 0
. .. simertni
Osimertinib
simertinib 10190 87 8 78 75 72 59 47 26 123 0 Placebo 119 100 8 77 69 59 53 48 30 16 7 1 0

Placebo 98 92 82 76 70 67 59 52 42 256 14 3 O

1.07 Stage IIA

StageIB | Stagell | Stage IlIA

4-year DFS rate, % (95% Cl)

0.8 1

0.6 1

robability

f 0.4~ Osimertinib 80 (69-87) 75(65-83) 66 (55-75)
[
027 AR 0.22 (55% G, 0.15-0.31) Placebo 60 (49-69) 43 (34-52) 16 (10-24)
DU 1 1 1 I 1 1 1 1 1 I 1 1
0 6 12 18 24 30 36 42 48 54 60 66 72 Overall HR 0.44 0.33 0.22
No. at risk Time from randomisation (months) (95% Cl) (0.25-0.76) (0.21_0.50) (0.15_0-31)

Osimertinb 110 107 1056 98 94 93 84 66 43 20 8 2 0
Placebo 115 89 59 50 40 35 24 16 12 T 4 0
Data cut-off: April 11, 2022.

Herbst RS, Tsuboi M, John J, et al. J Clin Oncol on January 31,2023: DOI https://doi. org/10.1200/JC0.22.02186 _ 41

aRe-staging based on data captured in the Pathology at Dagnosis AJCC 8th edition manual, per investigator assessment conducted before the primary analys



HI10 = WEEM (overall survival)

ADAURA “

L0 Stage B, Stage 1B Stage Il Stage IlIA
) i i 5 year OS rate,
g 9% | 88% % (95% CI)
S % | B osimertinib  94(86,97  85(77,91)  85(76,91)
S 041 : Placebo 88 (80, 93) 78 (69, 85) 67 (57, 75)
§ 02 i Overall HR 0.44 0.63 0.37
°od_ 04 (95% Cl) (0.17, 1.02) (0.34,1.12)  (0.20, 0.64)
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
No. at risk Time from randomization (months)
L 10 g * NCCN recommendation : Osimertinib 80 mg daily for 3
g os- years, for patients with completely resected stage IB—IIIA
3 0o or stage IlIB (T3, N2) NSCLC and positive for EGFR (exon
2 ZZ 19 deletion, exon 21 L858R) mutations who received
2 I 0 Fcvious adjuvant chemotherapy or are ineligible to
0 6 12 18 24 30 36 . .
s receive platinum-based chemotherapy

Data cut-off: January 27, 2023. Tick marks indicate censored data.

1.Tsuboi M, Herbst RS et al. N Engl J Med. 2023 Jun 4. doi: 10.1056/NEJM0a2304594

Cl, confidence interval; HR, hazard ratio; OS, overall survival



AN S

= 2 BXH : ALK(+) with Alectinib for 2yrs vs chemotherapy

Disease-free survival: stage lI-llIA*

100 93.8%

ectinib Chemothera
. 88.3% F{lrlu=:1a} (N=:15] ™
80 - : : Alectinib . _
g : : o . eaa . Fatients with event 14 (12%:) 45 (35%:)
E I Ealu% : ﬁ:’::rence 1[-"1 “14
Gl -
5 ____________________ l:hgm[hgrap_l,l Median DFS, Mol reachead 4.4
.E _______________ T h—————— — manihs (35% Cl) [ET.E, MNE])
$ 40 DFS HR 0.24 (0.13, 0.45)
g {95% ClI) pt<0.0001
° 20 .
D * NCCN recommendation : Alectinib
LI 500mg bid for 24 months for patients with
Mo. at risk

I I U AN COmMpletely resected stage II-lIIA or stage
yernpregse [1IB (T3, N2) NSCLC and positive for ALK
rearrangements

43



22 (locally advanced IIB/IIIA)

MEDIASTINAL INITIALTREATMENT ADJUVANT TREATMENTI
BIOPSY
FINDINGS FK____\ Surgical resection' + mediastinal lymph
! .. |node dissection or systematic lymph .. Adjuvant Systemic
: Operable ) node sampling after preoperative Therapy (NSCL-E) >

-

T1-3 systemic therapy, if plannedP
[[:JA1IY N1 nodes
positive, Medically inoperable,

MO high surgical risk as . Durvalumab®sV
determian by thoracic E:Egllltrlr:nt (category 1
surgeon, ' o oms [T . . .
and those who decline fc“aﬁ:‘;f‘:ﬁt'“" * For patients who have received sequential
surgery after thoracic . .. .
su,gi;g, onsultation chemoradiation, durvalumab can be considered
o as consolidation immunotherapy
Definitive
concurrent _ Durvalumab®" _
chemoradiation™:S " (category 1) -
T1-3, (category 1) Adjuvant
N2 nodes - * Surgery) ——» |Systemic Therapy |—
e No apparent ~ y PY
positive, MO or progression? > . Consider RT™ NSCL-E
Systemic
therapyP¥ £ RT™M

Treatment for Metastasis
limited sites (NSCL-15) or
distant disease (NSCL-18)

Local— RT™ (if feasible) £ chemotherabyp
Progression® <

* Selected patients with N2 disease (fit, single station non- Systemic—
bulky N2, requiring only lobectomy) may be considered for
systemic therapy followed by surgery. NCCN NSCLC, V5, 2024 a4



A =2 : A2l (locally advanced IIIB/C)

Stage llIB
(T1-2, N3)
Stage llIC
(T3, N3)

Stage IlIB
(T4, N2)
Stage llIC
(T4, N3)

* PFTs (if not previously
done)
* FDG-PET/CT scanX (if
not previously done)
* Brain MRI with contrastd
* Pathologic confirmation
of N3 disease by:
» Mediastinoscopy
» Supraclavicular lymph
node biopsy
» Thoracoscopy
» Needle biopsy
» Mediastinotomy
» EUS biopsy
» EBUS biopsy

*» FDG-PET/CT scanX (if not
previously done)
* Brain MRI with contrastd
* Pathologic confirmation
of N2-3 disease by either:
» Mediastinoscopy
» Supraclavicular lymph
nhode biopsy
» Thoracoscopy

¢ Needle biobsv

N3 negative —— I|nitial treatment for stage I-llIA (NSCL-8)

Definitive concurrent
N3 positive ——— [chemoradiation™*
(category 1)

Durvalumabs-"
(category 1)

Treatment for Metastasis

Metastatic disease —=|limited sites (NSCL-15) or
distant disease (NSCL-18)

2’:;’::;'9";'” | Treatment for Stage IlIA (NSCL-7)
Contralateral (T4, NO-1)
mediastinal
node negative Ipsilateral Definitive
mediastinal concurrent Durvalumab®V
node positive chemoradiation™s (category 1)
(T4, N2) (category 1)
Contralateral .
mediastinal Eﬁ:‘;‘;‘;ﬂ?ﬁ&cnumrf"t Durvalumab®" _ Surveillance
node positive (category 1) (category 1) (NSCL-17)

(T4, N3)

NCCN NSCLC, V5, 2024 45



' e/ml

69/M, cTAN2MO (llIB), Adenocarcinoma (hno EGFR, ALK)

* HEALM B vs ILD by Durvalumab ??




A & : A2l (T3 invasion, T4 extension)

CLINICAL
ASSESSMENT

Stage IIB (T3 invasion, NO)
Stage lllIA (T4 extension,
NO-1; T3, N1; T4, N0O-1)

Q& \I
) 9

Zs 20
\

T3 : chest wall m‘

—

PRETREATMENT EVALUATION

* Evaluate for perioperative
therapyP

* PFTs (if not previously done)

* Bronchoscopy

* Pathologic mediastinal lymph
node evaluation”

* Brain MRI with contrast9

* MRI with contrast of spine +
thoracic inlet for superior sulcus
lesions abutting the spine,
subclavian vessels, or brachial
plexus

* FDG-PET/CT scanX (if not
previously done)

CLINICAL EVALUATION

. \
Superior sulcus tumor —

Chest wall

Tracheal/carina
or mediastinum

Stage IlIIA (T4, NO-1) —

Unresectable disease —

Positive mediastinal
nodes

Metastatic disease —1

NS

NCCN NSCLC, V5, 2024
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K| & : Superior sulcus tumor

T4: brachial plexus,
subclavian v, ribs

1IB/IIIA

CLINICALPRESENTATION INITIALTREATMENT ADJUVANT TREATMENT

Surgery! +
Adjuvant Systemic
Therapy (NSCL-E)

Superior |
sulcus tumor
(T3 invasion, |
NO-1)

Preoperative |
concurrent
chemoradiation™= |

-

-

Surgery! +
Surgical Resectable —|Adjuvant Systemic
Possibl o reevall:latian Therapy (NSCL-E)
r:s'::ltagle' e — g‘?I\:ﬁwg: nest
chemoradiation™= .
without contrast Complete definitive
" + - w
fﬁﬁg'ﬂ.mor * FDG-PETICT SUIERSENSSE — chemoradiation™=
(T4 extension,
NO0-1)
I Definitive concurrent _ Durvalumab®:¥
Unresectable’ —> 1 e moradiation™s ~ (category 1)

NCCN NSCLC, V5, 2024 48



X|& : Chest wall, tracheal/carina or mediastinum

1IB/1IA

Chest wall,
trachealcarina, or
mediastinum;

T3 invasion, NO-1;
resectable T4
extension, NO-1;
Stage llIA (T4,
N0O-1) resectable

Stage llIA
(T4, NO-1)
unresectable

Surgerﬁ_.r' (preferred)

ar

Systemic therapy”
or

Concurrent
chemoradiation™-*

Definitive concurrent

chemoradiation™* (category 1)

Margins

negative (RO)!

Margins
positive

Surgical
reevaluation
including +5urger1.r'
chestCT %
PETICT

Rl ——»

R2t —»

.. Adjuvant Systemic Therapy

(NSCL-E)

Reresection + chemotherapy”
or

Chemoradiation™
(sequential® or concurrent®)

Reresection + chemotherapyP
or
Concurrent chemoradiation™:®

Margins ﬂﬂrhserve ‘

F;g}:{uwe Adjuvant Systemic ‘
Therapy (NSCL-E)

Margins Reresection g‘di':::::

positive | — |and/or Tﬁera

(R1, R2)t RT boost Py

(NSCL-E)

Durvalumab®

> (category 1)

NCCN NSCLC, V5, 2024
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Stage IVA (NO, M1a): contralateral lung (solitary lung nodule)

2015.11.20 LULectomy (pT1bNOMO)
2016.3.8 RULectomy (pTaNOMO)
Adenocarcinoma, No EGFR, ALK

* Treat as two primary lung tumors if both curable.

2015.11

NCCN NSCLC, V5, 2024
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Stage IVA (NO, Ml1a). Multiple lung cancers

*2

3.5
SNEMIIEH &

* NGS : 7+ X0] &
DAHAZX| A S




Stage IVA (NO, Ml1a). Multiple lung cancers

Stable or very
slow-growing

diseasedd

Multiple lung Multidisciplinary

cancers evaluation®*®

(suspected |—*|NCCN Lung

or confirmed) Cancer Screening

(NO-1) Guidelines (LCS-11)
Dominant
nodule with
evidence of
gruwthdd

* IGTA therapy (eg, cryotherapy, microwave,

radiofrequency) may be an option for select patients

Definitive
local therapy
possible

Definitive

local therapy
not possible

-

_h.

= Observation

Parenchymal sparin
resection (preferred)"®®
or

Radiation™

or

Image-guided thermal
ablation (IGTA)"

Palliative
chemotherapy % local

palliative therapy —

or
Observe

NCCN NSCLC, V5, 2024
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-

No evidence of clinical/radiographic disease
» Stage |-l (primary treatment included surgery

T chemotherapy)

» H&P and chest CT! £ contrast every 6 mo
for 2-3 y, then H&P and a low-dose non-
contrast-enhanced chest CT annually

+ Stage I-ll (primary treatment included RT) or
stage lll or stage IV (oligometastatic with all
sites treated with definitive intent)

» H&P and chest CT! * contrast every 3—6 mo
for 3 y, then H&P and chest CT t contrast
every 6 mo for 2 y, then H&P and a low-dose
non—-contrast-enhanced chest CT annually

¢ Residual or new radiographic
abnormalities may require more frequent
imaging
+» Smoking cessation advice, counseling, and
pharmacotherapy
» FDG-PET/CTKK or brain MRI is not routinely

indicated
» Cancer Survivorship Care (NSCL-G)

st M st X| 2 (definitive therapy)S &2t 5| F

—= Recurrence —»

« FDG-PETI/CT
* Brain
MREI with
contrastt

Locoregional
recurrence

Distant
metastases

NCCN NSCLC, V5, 2024
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Endobronchial

obstruction

Resectable recurrence

v

-

No prior RT»
Prior RT—

Locoregional
recurrence or Mediastinal lymph
symptomatic node recurrence
local disease
Superior vena cava
(SVC) obstruction

Severe hemoptysis

L ]

P
o

Y

Localized symptoms

Diffuse brain metastases——»
Distant Bone metastasis
metastases

Limited metastasis

(-
i

Disseminated metastases ——»

Any combination of the following:

+ Laser/stent/other surgery'

+ External-beam RT or brachytherapy™
* Photodynamic therapy

* Reresection {preferred}'
+ External-beam RT or SABR™:N

Concurrent chemoradiation™® — »
Systemic therapy (NSCL-A9)———»

» Concurrent chemoradiation™3

(if not previously given) £ SVC stent
« External-beam RT™ # SVC stent
+ SVC stent

Any combination of the following:

+ External-beam RT or brachytherapy™

* Laser or photodynamic therapy or
embolization

* Surgery

Chest CT with
contrast

Brain MRI with
contrastd
FDG-PETICT

Palliative external-beam RT™

L ]

Palliative external-beam RTM:NN

+ If risk of fracture, orthopedic stabilization +

palliative external-beam RT™

« Consider bisphosphonate therapy or denosumab!!

Stage IV, M1b (NSCL-15)
Systemic therapy (NSCL-19)

No evidence
of
disseminated
disease

Evidence of
disseminated
disease

}.

Observation
or

Systemic
therapy

(NSCL-19)
(category 2B)

Systemic
therapy
(NSCL-19)

Systemic

»therapy

(NSCL-19)

NCCN NSCLC, V5, 2024 54



Advanced
or
metastatic
disease

« Establish histologic
subtype? with
adequate tissue for
molecular testing
(consider rebiopsy™m
or plasma testing if
appropriate)

*» Smoking cessation
counseling

* Integrate palliative

care® (NCCN

Guidelines for

Palliative Care)

*» Adenocarcinoma

* Large cell

+ NSCLC not
otherwise
specified (NOS)

Squamous cell
carcinoma

_h.

S RpEICH

* Molecular testing, including:

» EGFR mutation (category 1), ALK (category 1),
KRAS, ROS1, BRAF, NTRK1/2/3, METex14
skipping. RET, ERBEEZ2 (HERZ2)

» Testing should be conducted as part of broad
molecular profiling®®

* Programmed death ligand 1 (PD-L1) testing

(category 1)

* Consider molecular testing, including:PP
» EGFR mutation, ALK, KRAS, ROS1, BRAF,
NTRK1/2/3, METex14 skipping, RET,

ERBB2 (HER2) I

» Testing should be conducted as part of

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

NCCN NSCLC, V5, 2024
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47|, Ho|8 fAx| 5o X zE2F2 HES : 24

EGFR exon 19 deletion or exon 21 L858R mutation positive

EGFR S768l1, L861Q, and/or G719X mutation positive

EGFR exon 20 insertion mutation positive

KRAS G12C mutation positive

ALK rearrangement positive

ROS1 rearrangement positive

BRAF VG600E mutation positive

NTRK1/2/3 gene fusion positive

METex14 skipping mutation positive

RET rearrangement positive

ERBEB2 (HER2) mutation positive

PD-L1 21% and negative for actionable molecular biomarkers above

PD-L1 <1% and negative for actionable molecular biomarkers above

NCCN NSCLC, V5, 2024
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EGFR (2¢t S8 0| 19del or L858R)

EGFR EXON 19 DELETION OR EXON 21 L858R MUTATIONS""

EGFR exon
19 deletion
or exon

21 L858R
mutations

EGFR mutation
discovered

prior to first-line
systemic therapy

EGFR mutation
discovered during
first-line systemic
therapy

FIRST-LINE THERAPYY4

Preferred

EGFR mutations

L858R 37.8%

Osimertinib™ (category 1)

Other Recommended
Osimertinib + pemetrexed

+ (cisplatin or carboplatin)

}—P Progression
—_—
(nonsquamous) (category 1)

or Erlotinib™ (category 1)

or Afatinib™ (category 1)

or Gefitinib™ (category 1)

or Dacomitinib™ (category 1)
or Erlotinib + ramucirumab

or Erlotinib + bevacizumab35:t

Complete planned systemic
therapy,“Y including maintenance
therapy, or interrupt, followed by

— Progression

» Progression

G179X 3.3%

Del 1951.0%

18610 3.3%
/ Exon 20 insertion 1.8%

S7981 1.1%
~—Qthers 1.5%

osimertinib (preferred)
or

erlotinib or afatinib or gefitinib
or dacomitinib or erlotinib +
ramucirumab or erlotinib +
bevacizumabsstt

» Progression

Progression

NCCN NSCLC, V5, 2024




LASER 301: 1stline Lasertinib vs Gefitnib in Ex19del / L858R mutation

Primary End Point : PFS by Investigator Assessment

FLAURA : 1stline

[Overall population] FemE e

239 events in 393 patients at DCO: 61% maturity; Progression-free Survival in Full Analysis Set (Overall maturity 62%)

Lazertinib 92 events (47%), Gefitinib 147 events (75%)

1.0 4
. o Hazard Ratio
— Lazertinib (n=196) — Gefitinib (n=197)
0.46
_ 5 mPFS .
[i] ]
> o . (95% Cl, 0.37-0.57)
S oo mPFS Hazard Ratio > E 0.6 | {igq%:;?ﬂ}s P<0.001
52 zo.smonths 0 45 E = .
z E (95%C1, 17,6-26 1] . 25 ..
g OV {95% C1, 0.34-0.58) °owm 7 - .
82 mPFs P<0.001 a9 == Osimertinib
F=- =) —
e w 9.7mnnth=, o 4| (n—279]
5 025 _ 2 o
g [ .
. + Censored + Censored
0.00 0.0 | | | I | | | | 1
0 3 6 9 12 15 18 21 24 27 30 0 3 6 9 12 15 18 21 24 27
No.at Risk Time from randomization (months) Time from randomization (months)
. No.at Risk
Lazertinib 196 179 163 147 125 100 63 29 15 1 0 Osimertinib 279 260 233 210 178 139 n 26 a 0
Gefitinib 197 79 14 10 51 29 ] 0 )

1. BC Cho et al. ESMO Asia 2022, 0ral presentation. 2. JH Kang et al. CRT 2023 (hitps.//doi.org/10.4143/crt.2023.453)



LASER 301: 1stline Lasertinib vs Gefitnib in Ex19del / L858R mutation

PFS in patients with Brain metastasis

FLAURA : 1st[ine Osimertinib

Korean subs¢ WITH CNS metastases WITH CNS metastases

— Lazertinib (n=31) == QOsimertinib (n=53)
1.0 -
1.00 Hazard Ratio _ Hazard Ratio
1]
: 0.28 E 0.47
E mPFS . « & 0.8 — (95% €I, 0.30-0.74)
{95% €I, 0.15-0.53) mPFS
w— 5 075 26. 1munths g_ “n P<0.001
°w (95% CI, 14.8-NR) = 9 15.2months
- O ¢ L5 = & 064
£ 9 T - (95% €I, 12.1-21.4)
2 s 5
0.50 — -
E E o w04
[= o o
“ o b
o @ -T]
— o
o | - 0.2 -
o 0.25— o
| -
o + Censored
+ Censored 0.0 I I I I I I T T
0.00 | | | | | | | | | | 0 3 6 9 12 15 18 21 24 27
0 3 6 ? e ) Time from randomization (months)
) — No.at Ri
‘ Time from randomization (months) o e
No.at Risk Osimertinib 53 51 40 37 32 22 9 4 1

Lazertinib 31 29 27 25 21 19 16 10 4 0 0

t al. ESMO Asia 2022, Oral presentation. 2. JH Kang et al. CRT 2023 (https://doi.org/10.4143/crt.2023.453)



LASER 301: 1stline Lasertinib vs Gefitnib in Ex19del / L858R mutation

PFS in patients with L858R mutation FLAURA : 15t line Osimertinib

== Lazertinib (n=74) == Osimertinib (n=104)
10 = 5
1.00 — Hazard Ratio —_ e
B : 0.51
© 2
> 0 4 1 > 08_ .
- — a [
= y— = {95% Cl, 0.36-0.71)
- (95% €1, 0.27-0.62) © mPFS P<0.001
= 5 U070 -
° & mPFS 9 14.4mont}
= 9 o
Fn o 17.8months - ) (95% CI, 11.1-18.1
o (95% Cl, 12.2-NR) 8 o6
m = 0.50 E 'E 0.4 —
L O a ﬁ
0 ‘% o
a 20
E A 0.2
& 025 - o
a + Censored
+C d 0.0 | | | | | | | | |
ensore 0 3 6 9 12 15 18 21 24 27
0.00 I I I I I I I I I I . H H
0 3 6 9 12 15 18 21 24 27 30 Time from randomization (months)
No.at Risk
No.at Risk Time from randomization (months) Osimertinlb 104 95 & 71 %6 43 o5 . . o

Lazertinib 74 B4 56 51 41 35 22 10 6 0 0



1L Osimertinib + Platinum-Pemetrexed vs. Osimertinib Monotherapy in EGFRm
Advanced NSQ NSCLC (per Investigator)

Efficacy Osimertinib + Osimertinib
platinum- (n=278)

pemetrexed?
(n=279)

PFS (& R XHEHEH
( ) MPFS months (95% CI) 25.5 (24.7-NC) 16.7 (14.1-21.3)

HR (95% CI)P 0.62 (0.49-0.79); p<0.0001

Median follow up for PFS?2,
months (range)

19.5 (0-33.3) 16.5 (0-33.1)

Overall maturity: 51%

PFS
25.5vs 16.7

= Osi+CT == Osi

0 T T T T T T T II T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36

No. at risk: Time from randomization (months)
Osi+CT 279 255 241 225 207 187 165 133 84 42 21 3 0

Osi 278 246 227 203 178 148 119 94 67 48 21 1 0 _
DCO: April 03, 2023. Note: CT therapy includes cisplatin or carboplatin with pemetrexed. 2In all patients.

ClI = confidence interval; CT = chemotherapy; DCO = data cut-off; EGFRm = epidermal growth factor receptor mutation-positive; HR = hazard ration; mPFS = median progression-free
survival; NC = not calculable.; NSCLC = non-small cell lung cancer; PFS = progression-free survival. NSQ=non squamous

Planchard D et al. N Engl J Med. 2023;389(21):1935-1948. © AstraZeneca 2024




1L Osimertinib + Platinum-Pemetrexed vs. Osimertinib Monotherapy :
PFS and Brain metastasis ELUARA 2

« The risk of progression or death was decreased by osimertinib + platinum-pemetrexed vs. osimertinib monotherapy in
patients with and without CNS metastases at baseline.

10- With CNS metastasis 10- Without CNS metastasis
N
» 0.8 1 o 0.8 1
= 5
5 0.64 2 0.6
> P =
E 0.4 - S E 0.4
‘.g S S
£ 021 — ositct — osi T & 029 [ — ogict — osi
O 1 1 1 1 1 1 1 1 1 1 1 1 0 1 1 1 1 1 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36
Time from randomization (months) Time from randomization (months)
No. at risk: No. at risk:
Osi+CTH 116 101 98 93 84 77 70 58 34 19 8 2 0 Osi+CTH 163 153 143 132 123 110 95 75 50 23 13 1 0

Osil 110 95 74 73 60 50 37 32 21

13 5 1 0
Efficacy with CNS Osimertinib + Osimertinib Efficacy without CNS Osimertinib + Osimertinib
metastases platinum-pemetrexed (n=110) metastases platinum-pemetrexed (n=168)
(n=116) (n=163)

mPES, months (95% Cl) 24.9 (22.0-NC) 13.8 (11.0-16.7) mPFS, months (95% Cl) 27.6 (24.7-NC) 21.0 (16.7-30.5)

Osi B 168 151 143 130 118 98 82 62 46 35 16 0 O

HR (95% CI) 0.47 (0.33-0.66) HR (95% Cl) 0.75 (0.55-1.03)

DCO: April 03, 2023. Note: CT include cisplatin or carboplatin with pemetrexed. 2lnvestigator assessed.
ClI = confidence interval; CNS = central nervous system; CT = chemotherapy; DCO = data cut-off; HR = hazard ratio; NC = non calculable; PFS = progression-free survival.
Planchard D et al. N Engl J Med. 2023;389(21):1935-1948. © AstraZeneca 2024



1L Osimertinib + Platinum-Pemetrexed vs. Osimertinib Monotherapy :
PFS and EGFR types

FLUARA 2

« Osimertinib + platinum-pemetrexed was beneficial in patients irrespective of type of EGFRm (Ex19del/L858R) with
longer PFS compared to osimertinib monotherapy

1.0 - Ex19del 1.07 L858R
E 0.8 1 g 0.8
5 0.6+ 5 0.6
2z z
= 0.4+ z 0.44
@® ®©
S S 0.2-
g 029 | — ositcT = Osi g = Osi+CT == Osi
O T I T T T T T T T T T 1 O 1 1 1 1 1 1 1 1 1 1 1 1
O 3 6 9 12 15 18 21 24 27 30 33 36 0O 3 6 9 12 15 18 21 24 27 30 33 3
Time from randomization (months) Time from randomization (months)
No. at risk: No. at risk:
Osi+CT B 172 159 150 142 131 120 103 86 53 23 9 3 O Osi+CTH 106 95 91 83 76 67 62 47 31 19 12 0 O

Osi M 169 152 144 135 117 96 79 63 48 33 16 Osi W 107 92 82 68 61 52 40 31 19 15 5 0O O

1 0
Efficacy in Ex19del Osimertinib + Osimertinib Efficacy in L858R Osimertinib + Osimertinib
platinum-pemetrexed (n=169) platinum-pemetrexed (n=107)
(n=172) (n=106)

mPFS, months (95% CI) 27.9(25.1-NC)  19.4 (16.5-27.6) mPFS, months (95% Cl)  24.7 (19.5-27.4)  13.9 (11.1-19.4)
HR (95% Cl) 0.60 (0.44-0.83) HR (95% Cl) 0.63 (0.44-0.90)

DCO: April 03, 2023. Note: CT includes cisplatin or carboplatin with pemetrexed. 2lnvestigator assessed.

ClI = confidence interval; CT = chemotherapy; DCO = data cut-off; EGFRm = epidermal growth factor receptor mutation-positive; Ex19del = exon 19 deletion; HR = hazard ratio;
MPFS = median progression-free survival; NC = non calculable; PFS = progression-free survival.

Planchard D et al. N Engl J Med. 2023;389(21):1935-1948. © AstraZeneca 2024



ke
ot

EGFR (2

EGFR EXON 19 DELETION OR EXON 21 L858R MUTATIONS""

Asymptomatic

Progression on

osimertinibVV Brain >
Symptomatic Limited
progression"W —*
Systemic
Multiple
lesions*X

* Consider biopsy at progression : SCLC

transformation, other mechanisms of
resistance

Z 0| 19del or L858R) : Post Osimertinib

SUBSEQUENT THERAPYY

* Consider definitive local therapy (eg,
SABR or surgery) for limited lesions™WW
* Continue osimertinib

* Limited lesion :

generally 3-5 sites

* Consider definitive local therapy (eg,
SRS) for limited lesionsWW

* Continue osimertinib

* NCCN Guidelines for CNS Cancers

* Consider definitive local therapy (eq,
SABR or surgery)"

* Continue osimertinib
or

* Therapy for multiple lesions, below

}—v Progres

Amivantamab-vmjw + carboplatin
+ pemetrexed (nonsquamous)
(category 1) (preferred)

or

Systemic therapyYY#2
Adenocarcinoma (NSCL-K 1 of 5)
or

Squamous Cell Carcinoma

(NSCL-K 2 of 5)

NCCN NSCLC, V5, 2024



Post Osimertinib (2"9 line Amivantamab-chemotherapy combination)

Primary Endpoint: Progression-free Survival by BICR MARIPOSA-2

At a median follow-up of 8.7 months, amivantamab-chemotherapy and amivantamab-lazertinib-chemotherapy
reduced the risk of progression or death by 52% and 56%, respectively

100 -

—_ Amivantamab-Chemotherapy Amivantamab-Lazertinib-
ﬁ vs Chemotherapy Chemotherapy® vs Chemotherapy
@ Median PFS: 6.3 vs 4.2 months Median PFS: 8.3 vs 4.2 months
@
==
o 80 4 HR, 0.48 HR, 0.44
o (95% CI, 0.36-0.64) (95% CI, 0.35-0.56)
» 59% P<0.001 P<0.001
@
o 0
=]
=
[=3
e
m 40 <
E | Amivantamab-Lazertinib-Chemotherapy
= : Ll L
3 i 1
E 2 4 E E Amivantamab-Chemotherapy
= I
g : 5% 1
H y Chemotherapy
u L] : L] : L}
0 3 (5] 9 12 15 18
Months
Mo, at risk
Amivantamab-Chemotherapy 131 it 49 27 ) 0 1]
Amivantamab-Lazerinib-Chemalherapy 263 194 104 52 21 4 ]
Chemaotherapy 283 135 49 17 ] 0 i)

Consistent PFS benefit by investigator: HR, 0.41 (8.2 vs 4.2 mo; P<0.001") & HR, 0.38 (8.3 vs 4.2 mo; P<0.001")

*hmivantamab-lazartinib-chemotherapy arm includas all patients regardless of the dosing regimen racaived. ®Nominal Pvalue; endpoint not part of hierarchical hypothesis testing.
BIGR, blinded indepandant cantral revisw; Gl, confidenca intarval; HR, hazard ratio; PFS, progression-fraa survival.

Passaro A, et al. Mariposa-2 at ESMO 2023
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EGFR Exon 20 Insertion Mutation

EGFR EXON 20 INSERTION MUTATION™
FIRST-LINE THERAPYddd

Amivantamab-vmjw
+ carboplatin/
pemetrexeddd ———» Progression

SUBSEQUENT THERAPYHYM

Systemic Therapy,

(nonsquamous)
(category 1) (preferred)

»|Subsequentff
(NSCL-K 4 of 5)

Systemic Therapy,

EGFR exon :
20 insertion }_’ or Progression
mutation Systemic therapy
Adenocarcinoma
(NSCL-K 1 of 5)
ﬂ Pt
Squamous Cell
Carcinoma
(NSCL-K 2 of 5)

Tumor
response
evaluation

Response
or stable

disease

4-6
cycles
(total)®=€

= Amivantamab-vmjw—— |Subsequent
(NSCL-K 4 of 5)

'}

Progression
I 1

Progression— Amivantamab-vmjw

Tumor T
|—> response
evaluation . |
Response Maintenance
or stable |—|therapy |—> Progression
disease (NSCL-K 3 of 5)

Passaro A, et al. Mariposa-2 at ESMO 2023

66



XOT 0 Insertion V alion . AIm anNtamabp+chemotherap

PAPILLON

] X X K C Subgroup Analysis for Progression-free Survival, Blinded Independent Central Review
A Progression-free Survival, Blinded Independent Central Review Amivantamab— Hazard Ratio for Disease Progression
100 Subgroup Chemotherapy Chemotherapy or Death (95% CI)
90 no. of events ftotal no.
All patients 84/153 132/155 —— 0.40 (0.30-0.53)
80— Age !
'E 0 <65 yr 56/97 77/92 —— 0.37 (0.26-0.53)
2 704 =65 yr 28/56 55/63 —_—— 0.44 (0.27-0.70)
E 60 Sex '
Female 41/85 81/93 —— 0.31 (0.21-0.46
‘s / ( )
S504-------mmo-- ey Male 43/68 51/62 —— 0.51 (0.34—0.78)
S ol 7m0 (s%Cl) ! Amivantamab— Race ;
- T 3.6-7.3) : ! chemotherapy Asian 55/97 77/89 —.— 0.36 (0.25-0.52)
E 104 . ! ' 114 mo (95% Cl wl‘\_lﬂ:-Aﬁlan 27/53 51/62 —— 0.41 (0.26-0.67)
Hazard ratio for disease [ ! eight |
209 progression or death, { 248-13.7) B0l 74132 10128 —— 041 031059
104  0.40 (95% CI, 0.30-0.53) i Chemotherapy T / —— = 26 (0.12-057)
0 _P<0.001 ] ! ! ! 0 31/59 51/58 —— 0.35 (0.22-0.55)
0 3 ) 9 12 15 18 2 24 1 53/94 81/97 —.— 0.42 (0.29-0.61)
History of smoking i
Months since Randomization Yes 37/65 57/64 —— 0.45 (0.29-0.68)
No 47/88 75/91 ——— 0.37 (0.25-0.53)
Mo. at Risk History of brain retastases !
Amivantamab— 153 135 105 74 50 33 15 3 0 s ol YRR e L L b
h No 56/117 98/117 —— 0.33 (0.23-0.46)
C EmathErap}' T T T T T T T T
Chemotherapy 155 131 74 41 14 4 2 1 0 0.1 1o 10.0
Amivantamab—Chemotherapy Better Chemotherapy Better

C.Zhou, et al. N EnglJ Med. 2023;389:2039-51 67



ALK Rearrangement

ALK REARRANGEMENT™

ALK
rearrangement

ALK rearrangement
discovered prior to
first-line systemic
therapy

FIRST-LINE THERAPYYA

Preferred

Alectinib™ (category 1)
or

Brigatinib™ (category 1)
or

Lorlatinib™ (category 1)

Other Recommended

Ceritinib™ (category 1)

Useful in Certain

Circumstances

Crizotinib™ (category 1)

— Progression

— Progression

NCCN NSCLC, V5, 2024
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ROS1 Rearrangement

FIRST-LINE THERAPYYd

Preferred
Entrectinib™Jl
or
ROS1 rearrangement Crizotinib™
frst e systemic | |°" g ["Frouression™ —s
i y Repotrectinib™
therapy or
Other Recommended TRIDENT-1
Ceritinib™
ROS1
rearrangement B Progression-free Survival in Cohort with No Previous ROS1 TKI Therapy (N=71)
No. of
Patients Median

No.of with Data  Progression-free

77 Events Censored Survival (95% CI)

(95% Cl, 66—87) mo
70 23 48 35.7 (27.4-NE)
(95% Cl, 59-81)

100~

30+

60-
40

* Entrectinib or repotrectinib may be

20+

Percentage of Patients

better for patients with brain —
o 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48

meta Stases Months since First Dose
No.atRisk 71 64 59 52 47 42 29 23 18 14 9 5 1 1 1 1 0 69




KRAS G12C Mutation

KRAS G12C MUTATION""

KRAS G12C
mutation

Systemic

therapy

* PD-L1 21%
(NSCL-37)

* PD-L1 <1%
(NSCL-38)

—_—

FIRST-LINE THERAPYddd

Tumor
response
evaluation

*

SUBSEQUENT THERAPYY4

Progression——»

Sotorasib999
or Progression
Adagrasib999

Systemic Therapy,
PS 0-2—+|Subsequent
(NSCL-K 4 of 5)

Best supportive care
PS 3—4—+»|NCCN Guidelines for
Palliative Care

Progression

Tumor
response
evaluation

4-6
cycles
(total)®=*®

Response
or stable
disease

Sotorasib999
or
Adagrasib999

Response
or stable
disease

Maintenance
therapy Progression
(NSCL-K 3 of 5)

NCCN NSCLC, V5, 2024 70



ERBB2 (HER2) Mutation

/ﬁ * SH|- Q2 = BHY| X| 2 A

(Antibody-Drug Conjugate; ADC)

ERBB2 (HER2) MUTATIONM? *
FIRST-LINE THERAPYddd SUBSEQUENT THERAPYd4
Preferred Systemic Therapy,
Fam-trastuzumab PS 0-2—+|Subsequent™
deruxtecan-nxki {NSCL-K 4 of 5)

or

Progression —» — Progression

Other .
A Best supportive care
E;ﬁf’t':‘a'gﬁ:ﬂﬁab PS 3-4-»|NCCN Guidelines for
Systemic therapy emtansine Palliative Care
Adenocarcinoma
ERBB2 (NSCL-K 1 of 5) Tumor
(HER2) . or —|response
mutation gg:ﬂr‘?:;z Cell evaluation Preferred
(NSCL-K 2 of 5) Fam-trastuzumab
Progression- |deruxtecan-nxki
or —

* |Other Recommended

Ado-trastuzumab

Response Tumor

4-6 emtansine
or stable |—>|cycles response
disease (total)®®® evaluation

Response
or stable
disease

Maintenance
therapy Progression
(NSCL-K 3 of 5)

NCCN NSCLC, V5, 2024



Molecular Biomarker-Directed Therapy (TS,

EGFR Exon 19 Deletion or Exon 21

EGFR Exon 20 Insertion Mutation

L858R
* First-line Eherapy
» Afatinib
» Erlotinib?
» Dacomiti ‘j'b3
» Gefitinib™
» Osimertinib®
» Osimertinib + pemetrexed
+ (cisplatin or cq_rboplatin}
(nonsgquamous)
» Erlotinib + ramucirumab?®
» Erlotinib + bevatéizumah':
(nonsgquamous)
* Subsequent t%ne.-raq:q,r
» Osimertinib
» Amivantamab-vmjw + carboplatin +
pemetrexed (nonsquamous)!’

EGFR S768I, L861Q. and/or G719X

* First-line therapy
» Afatinib?.12
» Erlotinib?
» Dacomitinib?
» Gefitinib%>
» Osimertinib®13
* Subsequent therapy
» Osimertinib1?
» Amivantamab-vmjw + carboq%atin +
pemetrexed (nonsquamous)

* First-line therapy
» Amivantamab-vmjw + carhcq!latin +
pemetrexed (nonsquamous)
» Subsequent therapy
» Amivantamab-vmjw!?

KRAS G12C Mutation®

. Suhsequeng &herapy
» Sotorasib

» Adagrasib'”

ALK Rearrangement

* First-line therapy
b Alectinibqgﬂ%p
» Brigatini
» Ceritinib
» Crizotinib18:22
» Lorlatinib?3
*» Subseque erapy
b .i'-'ln.lneet:tinil::ug:t'-Slg
» Brigatini
» Ceritinib
» Lorlatinib?8

ROS1 Rearrangement

s First-line therapy
» Ceritinib??
» Crizotinib?
» Entrectinib’!
» Repotrectinib??
» Subsequent therapy
» Lorlatinib™3
» Entrectinib®!
» Repotrectinib3?

BRAF V600E Mutation

s First-line therapy
» Dabrafenib/trametinib>
» Encorafenib/binimetinib®®
» Dabrafenib3®
» Vemurafenib

» Subsequent therapy
+ Dabrafenib/trametinib36.37
» Encorafenib/binimetinib?

NTRK1/2/3 Gene Fusion

0|8 | &)

RET Rearrangement
+ First-line therapy/Subsequent
therapy
» Selpercatinjb®’
» Pralsetinib
» Cabozantinib®46

ERBB2 (HER2) Mutation?
* Subsequent therapy
» Fam-trastuzuma
deruxtecan-nxki
» Ado-trastuzumab emtansine®

. First—linefSuhsnguent therapy

» Larotrectinib
» Entrectinib®”

MET Exon 14 Skipping Mutationd

s First-line therapy/Subsequent

therapy

» Capmatinib?0
» Crizotinib™!

» Tepotinib*2

PD-L1 250% First-line Therapy

PD-L1 21%—49% First-line Therapy

NCCN NSCLC, V5, 2024 72
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Stage IV SqCC without contraindication for Inmunotherapy

o | M| 2 |
(o) —
A M A7)
hd N
Never or former light smoker [ Oligometastatic ] \/
(<15 packars), op-ime pxesmoker V [ ECOG PS & PD-L1 expression level ]

or age <50 years?
l Systemic therapy & LRT [Il, B]

! ! + L

i N ) A Y a4 NS N
Molecular test® PS 0-2 & PD-L1 =50% PS 0-1 & any expression of PD-L1 \ PS 2 and PD-L1 <5g%] [ PS 3-4 regardless ]
ROS1/BRAF/ [ N7 \ WV
RET/MET/ Pembrolizumab Pembrolizumab—carboplatin—(nab)-paclitaxel (4 cycles) followed . .
EGFR ex20ins/ [l A; MCBS 54 by pembrolizumab [1, A; MCBS 4] B T
KRAS G12C/ Atezolizumab Nivolumab—ipilimumab + 2 cycles of platinum-doublet ChT followed Single-agent ChT
NTRK/HERZ2) (also for ICs =10%) by nivolumab—ipilimumab [l, A; MCBS 4¢] (gemcitabine, vinorelbine
[I, A; MCBS 5¢] Cemiplimab—platinum-doublet ChT (4 cycles) followed by cemiplimab® [I, A] ducetaxél] (I, B] '
e mnl( Cemiplimab [I, A; MCBS 4] Durvalumab—tremelimumab—platinum-doublet ChT (4 cycles) followed by :
(for PS 2 for all drugs: [II1, B]) durvalumab-tremelimumab (tremelimumab one additional dose)?
[I, A; MCBS 4¢ v
Nivolumab—ipilimumab (only for PD-L1 =1%)' [I, A; MCBS 4¢] (Disaase progression’ ]

r 1 ] l —

hd v Vv \/
Positive® Negative [ Disease progression® ] [ Disease prugressionﬂ] i v
9 Prog PS 0-2f PS 3-4

[ I — 1 ! V p y
\ | PS 0-2 | | PS 3-4 l | P 0-2 l {—Ps\;d ] Nivolumab;MCBSS“]

Follow recommended
miT T Aezolizumab [, A; MCBS 5¢]
treatment in line of Pembrolizumab (PD-L1 21%)

Targeted

therapy

ECOG PS & PD-L1

expression level Platinum-doublet ChT Docetaxel [|, B] [, A; MCBS 5¢]
(combined with gemcitabine, Ramucirumab~docetaxel Docetaxel [I, B]

vinorelbine or taxane) [1, A] [1, B; MCBS 1¢] Ramucirumab-docetaxel
If 4 cycles of gemcitabine— Afatinib [I, C; MCBS 2¢] (I, B; MCBS 1]

cisplatin, gemcitabine Re-challenge ICI [Ill, B]* + Afatinib [I, C; MCBS 2]

maintenance [l, C] s
Re-challenge ICI [I1I, B]® 2> B5C alone [IIl, A] <&,
—
*

ESMO 2023
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Stage IV NSgNSCC, molecular tests negative (EGFR/ALK/ROS1/BRAF/RET/MET/EGFR ex20ins/KRAS G12C/NTRIK/HER2)* without contraindication for immunotherapy

A 71S)

+

W
[ ECOG PS and PD-L1 expression level J

! : ! +

W ) A4 i A4 v
Systemic PS 0-2 and [ PS 0-1 and any expression of PD-L1 ] PS 2 and PS 3-4
therapy & LRT PD-L1 =50% ) PD-L1 <50% regardless
I, B] T l of PD-L1

f‘ﬂ_"\ rﬁ—\
Pembrolizumah
[I, A; MCBS 5]

Atezolizumab

{also for ICs =10%)

[I, A; MGBS 5¢]

Pembrolizumab—platinum—pemetrexed (4 cycles) followed by
pembrolizumab—pemetrexed [I, A; MCBS 4¢]
Atezolizumab—carboplatin—nab-paclitaxel (4-6 cycles) followed by atezolizumab [I, A; MCBS 3¢
Atezolizumab-bevacizumab—carboplatin—paclitaxel (4-6 cycles) followed by
atezolizumah—bevacizumab [I, A; MCBS 3]

Nivolumab-ipilimumab + 2 cycles of platinum-doublet ChT followed by
nivolumab—ipilimumab [I, A; MCBS 4¢]
Cemiplimab—platinum-doublet ChT (4 cycles) followed by
cemiplimab + pemetrexed maintenance’ [I, A]

Durvalumab-tremelimumab-platinum-doublet ChT (4 cycles) followed by
p | durvalumab~tremelimumab (tremelimumab one additional dose) + pemetrexed maintenance’
I [1, A ; MCBS 49|
Digaase prograssioir Nivolumab—ipilimumab (only for PD-L1 =1%)’ [I, A; MCBS 4+/]

Platinum-doublet ChT
[carboplatin preferred:
l, A; pemetrexed
preferred: II, A]
Maintenance
pemetrexed if
improvement to PS 0-1
[MCBS 4¢]
Single-agent ChT
[pemetrexed: II,

B; gemcitabine,
vinorelbine or
docetaxel: |, B]

. hd Fﬂisease progression ]
PS 0-2 [ PS5 34 ] [ Disease progression® ] |
I
. il .

N
Platinum-doublet ChT [I, A] (pemetrexed preferred) V AV AV
(I, A; MCBS 4¢] followed by pemetrexed maintenance PS 3-4 [ PS g-2¢ ] PS 3-4 ]
[I, A; MCBS 4¢] if pemetrexed switch
maintenance [l, B]

If 4 cycles of gemcitabine—cisplatin: gemcitabine
continuation maintenance [, G]
Platinum-doublet ChT [I, A] (pemetrexed preferred)
[Il, A; MCBS 4¢]
Carboplatin—paclitaxel-bevacizumab followed
by bevacizumab maintenance [I, A; MCBS 2¢] Or
platinum—pemetrexed—bevacizumab followed by
pemetrexed-bevacizumab maintenance [, A]
Re-challenge ICI [1Il, B]

Cemiplimab
[I, A; MCBS 4¢]
(for PS 2 for all drugs:
[, B1)

Nivolumab : MCBS 5¢]
Atezolizumab [I, A; MCBS 5¢]

Pembralizumab (PD-L1 =1%) [I, A; MCBS 5]
Other options are the same as for second-line

Pemetrexed [l, B]
Docetaxel [I, B]

Nintedanib—docetaxel [l1, B]
Ramucirumab-docetaxel [I, B; MCBS 1]

Re-challenge ICI [I1I, B]® treatment for PS 0-2 after ChT-ICI®

> BSC alone [1Il, A] <
ESMO 2023
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Stage IV SqCC with contraindication for immunotherapy

(HASLHALE =71

v v v

7 v R V V
Mever or former light smgker Oligometastatic ECOG PS
(<15 pack-years), long-time
ex-smoker or age <50 years
L >
! l ! !
[ " A Y
Molecular tests? , PS 041 PS 2 PS3-4
(FGFR/ALK/ROS1/BRAF/RET Systemic therapy & LRT [ll, B]
MET/EGFR ex20ins/
KRAS G12C/NTRK/HERZ) N
Platinum-doublet ChT {combined Platinum-doublet ChT (combined
with gemcitabine, vinorelbine or with gemcitabine, vinorelbine or
l l taxane) [1, A] taxane) [1, A]
2y AV If 4 cycles of gemcitabine—cisplatin: Single agent ChT (gemcitabine,
[ Positive: Negative ] gemcitabine maintenance [I, G| vinorelbine, docetaxel) [I, B]

I T R !

N
Targeted therapy

A v
Follow recommended [ Disease progression ]

PS5 0-2 PS5 3-4

=m.

treatment in line
with ECOG PS

Docetaxel [I, B]
Ramucirumab—docetaxsl

[I, B; MCBS 1%]
Afatinib [l, C; MCBS 2%¢] 2023




Stage IV NSGNSCC, molecular tests (EGFR/ALK/ROS1/BRAF/RET/MET/EGFR ex20ins/ | M| 2= mj| 2F

KRAS G12C/NTRK/HER2) negative*®, with contraindication for immunotherapy

AL = 71)

!

A
Oligometastatic

!

N

Systemic therapy and LRT [l1, B]

Platinum-doublet ChT [I, A] (pemetrexed preferred)
[II, A; MCBS 4¢] followed by pemetrexed maintenance
[I, A; MCBS 4¢]; if pemetrexed switch maintenance
[I, B]; if 4 cycles of gemcitabine—cisplatin: gemcitabine
continuation maintenance [l, C]
Platinum-doublet ChT [I, A] {pemetrexed preferred)
[II, A; MCBS 4]
Carboplatin—paclitaxel-bevacizumab followed by
bevacizumab maintenance [I, A; MCBS 2¢9]

Or platinum—pemetrexed—bevacizumab followed by
pemetrexed—bevacizumab maintenance [I, A]

Platinum-doublet ChT [carboplatin preferred: |,
A; pemetrexed preferred: 11, A
Maintenance pemetrexed if improvement to
PS 0-1 [MCBS 4°]

Single-agent ChT (pemetrexed, gemcitabine,
vinorelbine, docetaxel) [I, B]

|
!

Pemetrexed [l, B]
Docetaxel [|, B]

Nintedanib—docetaxel [Il, B]
Ramucirumab—docetaxel [I, B; MCBS 1] 'SMO 2023




PREVENTION / EARLY STAGE
Early DETECTION

= Perioperative Treatment

Chemo+IO -> Surgery -> 10 / Surgery->10
Kl 09|t O 4 Surgery->(Chemo)->TKI

Neoadjuvant target therapy (on trial)
Inoperable cases : radiation (SABR), IGTA

» CFetA| &2, Multi-modality treatment = SXPTUCH 2fSt X BB
= Resectability 274 = BHEX| R + MESEEel/
= Definitive CCRT —> Durvalumab HE+MESE TS

= Definitive CCRT —> EGFR TKI (LAURA trial) - BH-aE SN

» Oligometastasis -> M3 24 X| &

LOCALLY ADVANCED STAGE ADVANCED STAGE
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Thank you for your kind attention.



