KAPKINOZ NNEYMONA




= AlNO TOYZ 2YXNOTEPOYZ KAI IO ©ANATHPOPOY 2 KAPKINOYZ NMAKOXMIQZ

« KAOY2TEPHMENH AIATNQ2H =KAOY2TEPHMENH ©OEPATEIA=) ONHZIMOTHTA
= 36.1% NENTAETHZ EMNIBIQZH (ZTAAIAI-1)

= 2.6% NENTAETHZ ENIBIQXH (ZTAAIO 1V)
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Source: Globocan 2020

Number of new cases in 202C

Number of deaths in 2

Breast
2261419 (11.7%)

Lung
1796 144 (18%)

Other cancers

Lung
2206 771 (11.4%) 3557 464 (35.7%)

Other cancers
8275 743 (42.9%)

Colorectum
1931 590 (10%)

| Prostate Prostate
i 1414 259 (7.3%) 375304 (3.8%)
Oesophagus Stomach Pancreas
604 100 (3.1%) 1089 103 (5.6%) 466 003 (4.7%)

Cervix uteri Liver Oesophagus
604 127 (3.1%) 905677 (4.7%) 544 076 (5.5%)

Colorectum
935173 (9.4%)

Liver
830 180 (8.3%)

Stomach
768 793 (7.7%)

Breast
684 996 (6.9%)

Total: 19 292 789 cases Total: 9 958 133 deaths




Greece

Source: Globocan

Number of new cases in 2020, males, all ages

Lung
6786 (18.7%)

Other cancers
12 664 (34.9%)
Prostate
6217 (17.1%)
Pancreas
1242 (3.4%)
Colorectum Bladder
4530(12.5%) 4842 (13.3%)

Total: 36 281

Number of new cases in 2020, females, all ages

Breast
7772 (27.5%)

Other cancers
11 761 (41.6%)

Pancreas
1060 (3.8%)

Colorectum
3365 (11.9%)

Corpus uteri
2117 (7.5%)

Lung
2174 (7.7%)

Total: 28 249




Core IASLC Data in Support of Recommendations for Stage Groupings
Overall Survival by Clinical Stage

7th Edition Stage Groupings Proposed Stage Groupings

100%
B80%
60%
40% 1
20%
0% T T v
o 24 48 72
Months Months
24 60 24 60
7T Ed. Events/N MST Month Month Sooroo Events /N MST Month Month
1A 1119/ 6303 NR 93% 82% 1A1 68 /781 NR 97% 92%
B 768 / 2492 NR 85% 66% 1A2 505/ 3105 NR 94% 83%
1A 424 / 1008 66.0 74% 52% 1A3 546 / 2417 NR 90% 77%
mB 2101 /2624 14.1 34% 19% 1B 605/ 1453 66.0 72% 53%
v 664 / 882 88 17% 6% A 2052 /3200 293 55% 36%
MST, median survival time. SVIA Suaeos 116 £33 Ak

Survival is weighted by type of database
submission: registry versus other.

IAS LC From: Goldstraw P, Chansky K, Crowley J, et al. The IASLC Lung Cancer Staging Project: Proposals for G R/‘\B
%

Revision of the TNM Stage Groupings in the Forthcoming (Eighth) Edition of the TNM Classification for
Lung Cancer. J Thorac Oncol 2016;11:39-51.




KAINIKA XAPAKTHPIZTIKA KAPKINOY NNEYMONA

= OIMAEIOWHODIATON AZOENQN
EINAI ZYMITTQMATIKOI

= 2YMINTQMATA MIMNOPEI NA
[MTPOKAHOOYN AI1O:

» TON MNPQTOINAGH OIr'kKO
» TH TOMNIKH AIHOHZH TOY OI'KOY
» TIZ METAZTAZEIZ

» TIZ TTAPANEOINAAZMATIKEX
EKAHAQZEIZ

Lung Cancer
Do You Know the Symptoms?

cancer is caught, the more treatment options

Find free patient resources, learn more National Lung
about risks and symptoms and join the @ Cancer Partnership
movement to defeat lung cancer at SEMCH REPE. EMA

NationalLungCancerPartnership.org



KAINIKA ZHMEIA KAI ZYMITTQMATA

« MH EIAIKO ZYMITTQMA

« NMAPOYZIAZETAI 2TO 45% - 75% TQON AZOENQN KAI ZTHN NAEIOWH®IA TON KATNIZTON
« Ol KAMNIZTEZ NMAPOYZIAZOYN AAAATH TOY BHXA

= 2YMMETOXH TQON AEPATQION AOIMQ THZ ©EZHZ TQN YINTOAOXEQN TOY BHXA

= 2YXNOTEPA 2E MIKPOKYTTAPIKO KAI NMAAKQAEZ KAPKINO NNEYMONA



KAINIKA ZHMEIA KAI ZYMINTTQMATA

AIMOMNTYZzH

= ATTOBOAH AIMATOZ AINO TO 2TOMA
AIMO®OYPTATITYEAA/ MAZIKH
NEYMONIKH AIMOPPATIA)

= AIMOPPATIAKATQTEPOY
ANATMNEYZTIKOY

AITIA

NEOAITEIQ>H OI'KOY
AMNOINTQzH EMI®ANEIAZ OI'KOY
- SYXNOTEPA STO NAAKQAES EPEOIZMO2 OI'KOY AOI'QQ BHXA

- MAZIKH AIMOMTYSH MAPATHPEITAI £E AIABPQ2H AT TEIQN TOY
KENTPIKA NEOMAAZMATA, ME MEPIKAEIOYN TON OTKO
KOIAOTHTA'H AIHOHZH KENTPIKQN
AEPATQION



KAINIKA ZHMEIA KAI ZYMINTQMATA

AYZTINOIA

2YMIOTQOMATOAOTIAZTO 25% TON AZOENQN

ATNO®PA=H AEPAIQI'ON (ENAOAYAIKA

[ EZQTEPIKH MIEZH AINO TON OIr'kKO)

ATNODPAKTIKH NMNEYMONITIAA /
ATENAEKTAZIA

AITIA —

NEPIKAPAIAKH 2YAAOIH /
ENIMQMATIZMOZ

— NEMOAITEIAKH AIAZITOPA



KAINIKA ZHMEIA KAI ZYMINTQMATA




KAINIKA ZHMEIA KAI ZYMINTTQMATA

2YPICMOZz
* MOYZIKO2Z HXOZ YWHAHZ 2YXNOTHTAZ
« OQEIANETAI ZE MEPIKH ANO®PA=H TOY BPOI'XOY

STRIDOR
= EIZININEY2ZTIKOZ 2YPITMOX
« OOEIANETAI ZE KENTPIKH ANO®PA=H TQON AEPATIQI'QON




KAINIKA ZHMEIA KAI ZYMINTQMATA

OQPAKIKOZ MONO2

= 2YXNOTEPO 2E NEOTEPEZ HAIKIEZ KAI 2TO 20% TQON AZOENQN
= OMOINAEYPAME TON OI'kKO

EMNEKTAZH TOY

m MEXOOQPAKIO

YTNEZQKOTIKH

KOIANOTHTA

m OQOPAKIKO TOIXQMA




KAINIKA ZHMEIA KAI ZYMINTQMATA

2YNAPOMO HORNER

ETEPOIMNAEYPOZ ENO®OAAMOZ
BAE®PAPOITQ2H
MY2H

ETEPONAEYPHANIAPQZIATIPOZQIOY
KAI ANQ AKPOY

2YXNOTEPA 2E A2OENEIX ME OI'KO
PANCOAST

Homer's Syndrome

Left pupil is constricted (meiosis)
Left upper eyelid droops (ptosis)



KAINIKA ZHMEIA KAI ZYMINTQMATA

BPACX02 ®PQONH2

= OOEIAETAI ZE NMAPAAY ZH
APIZTEPHZ ®ONHTIKHZ XOPAHZ

= [TPOKAAEITAIATO MIEXH 2TO
APIZTEPO NMAAINAPOMO
NAPYTTIKO NEYPO




KAINIKA ZHMEIA KAI ZYMINTQMATA

2YNAPOMO ANMOPPA=HZ ANQ KOIAHZ ®DAEBAX KAINIKA XAPAKTHPIZTIKA
= 2YXNOTEPH EM®ANIZH 2TO MMKI = AY2IINOIA
= AMNO®PPA=H THZ ANQ KOIAHZ ®AEBAX ANOI'Q = OIAHMA MPOZQIOY
AIHOHZHY 'H ZYMIMIEZHZ AMNO OIrKO AE=IOY
NMNEYMONA 'H BLOCK AEM®AAENQN = BHXAZ
= AMNO®PA=H MIMOPEI NA NMPOKAAEZEI KAI = AIOTKQ2H ®AEBQN TPAXHAOQY, EMPAEBO

OPOMBQ2H THZ ANQ KOIANHZ ®AEBAZ
= KEDQANAATIA

= AIZOHMA BAPOYX KAI TAZHZ ZE MNMPOZQIMO — ANQ
AKPA

= OMNTIKEZ AIATAPAXEZ, 2YTXY2H



KAINIKA ZHMEIA KAI ZYMINTTQMATA

AYZQAIA

ANOIQ YMIMNIEZHZ TOY OIZO®PAIOY AllO TON OI'KO 'H AEM®AAENEZ MEXZOGQPAKIOY
NMEPIKAPAIAKH 2YAAOIH

2YXNOTEPH 2TO AAENOKAPKINQMA

[MPOKAAEITAI AIMATOIENQ2, AOI'Q AIHOHXHZ AEMOAITEIQON, AIHOHZHX MEXOBGQPAKIOY
AIONIAIA ENAP=H KOATIKHZ TAXYKAPAIAZ / KOATTIKHXZ MAPMAPYT HX

KAPAIAKOZ ENINOMATIZMOX

EMNINMAOKH MNEPIKAPAIAKHZ 2YAANOIHX

MPOKAAEI AIAXTOAIKH AYZAEITOYPT 1A KATATAH=IA ANAKOIH



KAINIKA ZHMEIA KAI ZYMINTTQMATA

METAZTAZEIX KENTPIKOY NEYPIKOY 2YZTHMATOX 2YMMOTOMATA

= 2YXNOTEPEZ Ol EIfKEDAAIKEZ = KEQANAATIA

= EMIAEINONOYN THN MNOIOTHTAZQHX TON = ZAAH, NAYTIA, EMETOI
AZOENQON

= AIATAPAXEZ 2YMITEPI®OPAX
= MEIQONOYN TO NMOz02TO ENIBIQZHZ TOYX

= EMIAHMNTIKEZ KPIZEIZ
= 2YXNOTEPA 2E MIKPOKYTTAPIKO/
AAENOKAPKINOMA « ETEPOINAEYPH HMITTAPEZH

« YYXNOTEPH ENTOMIZH SZTA ETKEDPAAIKA - AIATAPAXEZ KPANIAKQN
HMIZDAIPIA NEYPQN



KAINIKA ZHMEIA KAI ZYMINTTQMATA

METAZTAZEI>X KENTPIKOY NEYPIKOY 2YZ2THMATOZ

« METAZTAZEIZ ZMONAYAIKHZ XTHAHZ: XAPAKTHPIZONTAI AINMO OX®YAATIATIOY
EMAEINQONETAI ME THN KINHZH KAI THN YTITIA ©EZH

= NEOTMNAAZMATIKH ZYMIMIEZH 22: TTIPOKAAEI AYZAEITOYPIIAAIZOHTIKOTHTAZ,
NAPATNAHIIA,AKPATEIA OYPQN KAI KOTPANQN

= AETTOMHNITTIKH KAPKINQMATQ2H 2IMANIA (3-5%)



KAINIKA ZHMEIA KAI ZYMINTTQMATA

EMINEDPIAIAKEZ METAZTAZEIZ HMOATIKEZ METAZTAZEIZ

= 2YXNEZ METAZTAZEIZ = 2YXNOTEPEZ 2TO MIKPOKYTTAPIKO

= KYPIQZ 2E AAENOKAPKINQMA KAl = 2E NMNPOXQPHMENH NO2O
METFAAOKYTTAPIKO NAPATHPEITAI ATTOAEIA BAPOYZ,

ANOPE=IAKAI IKTEPOZ
= KOIAIAKOAATOZ 2TH NEPIOXH THX

OZdYOZ



KAINIKA ZHMEIA KAI ZYMITTQMATA

O2TIKEZ METAZTAZEIZ

Ol ZYXNOTEPEZ METAZTAZEIZ, 30-40% TQON AZ©ENQN ME NMPOXQPHMENH NOzO

[MTPOKAAOYN METABOAIKEZ AIATAPAXEZ (YTTEPAZBEZTIAIMIA)
[TPOKAAQOYN NMAGOAOTI'IKA KATAI MATA

[MTPOKAAOYN 2YMIIEZH 22



KAINIKA ZHMEIA KAI ZYMITTQMATA

CENIKA ZYMIMNOTOMATA

= [MTYPETOZ ATNQZTOY AITIOAOTIAZ
= AEKATIKH NMYPETIKH KINHZH

= EQIAPQZEIZ

= KAXE=IA EKAHAQNETAI Q% ANOPE=IA
KAI KATABOAH

= ANOPE=IA
= AMNQAEIA BAPOYZ



NMAPATONTEZ KINAYNOY

Established and putative risk lung cancer risk factors

Risk factor

Magnitude of association

Tobacco smoking
Secondhand smoke
Electronic cigarettes
Other tobacco use (cigars, pipes, water pipes)
Smoked cannabis
Radon
Asbestos
History of COPD, emphysema, or chronic bronchitis
History of asthma
History of pneumonia
History of Chlamydia pneumoniae
History of tuberculosis
HIV

20-fold increased risk vs. never smoker
25% to 28% increased risk vs. never smoker
Presently unknown

1.9 to 4.6-fold increased risk

Presently no known risk

14% to 29% increased risk

12% to 24% increased risk

2 to 3-fold increased risk

28% to 44% increased risk

30% to 57% increased risk

1.2 to 2.4-fold increased risk

48% to 76% increased risk

2-fold increased risk




Table 1

A Summary Table of Established Risk Factors for Lung Cancer in Never-Smokers

Exposure

Study Types

Exposure Assessment

Summary of Findings/Public Health Implications

Secondhand tobacco smoke

Outdoor pollution

Indoor pollution

Asbestos

Radon

Pneumonia

Tuberculosis

Asthma

Meta-analysis, pooled analysis, review

Cohort, meta-analysis

Case-control, cohort, meta-analysis, pooled analysis

Meta-analysis, pooled analysis

Meta-analysis, pooled analysis, review

Meta-analysis, pooled analysis

Meta-analysis, pooled analysis, review

Case-control, meta-analysis, pooled analysis

Questionnaire data, in-person interviews

Quantitative estimates of residential exposure to outdoor pollutants (e.g., inverse
distance-weighted interpolation methods geocoded to baseline residential address, fixed
site monitors, land use regression)

Questionnaire data, in-person interviews on household air pollution

Questionnaire data, in-person interview of occupational exposure history, environmental
monitoring/quantitative measurements of fibers linked to job title

Occupational exposure, residential exposure

Self-reported history of pneumonia

Self-reported history of tuberculosis

Self-reported history of asthma, physician-diagnosed asthma

Increased risk of LCINS for spousal secondhand smoke exposure as well as workplace
exposure has been consistently observed regardless of study design, geographic region,
etc. Associations between childhood exposures to secondhand smoke and LCINS have
generally been weaker and not as consistent. Secondhand smoke exposure is an
important risk factor in all geographical regions.

Different types of outdoor pollutants have been studied, including ozone, PM, and
nitrogen oxides. Most consistently reported association with LCINS has been with PM; 5.

Different sources of indoor pollution have been studied. These include indoor cooking
oil, coal fuel, waste and dung combustion, and biomass fuel, among others. The
association between indoor pollution and LCINS has consistently been stronger among
women, which is likely due to women having greater exposure to fuel combustion
products at home than men. Approximately half of the world's population is still exposed
to indoor air pollution from domestic cooking and/or heating with solid fuels.

Association between asbestos exposure and LCINS observed, generally stronger among
men than women likely due to differences in exposure levels. Although most dangerous
asbestos types are no longer used, other siliceous fibers and chrysotile are still
incorporated into building projects in developing nations.

Increased risk of LCINS is consistently seen in miners; level of association less clear with
residential exposure. Population attributable fraction for residential radon exposure is
higher in Europe.

Increased risk of LCINS observed with pneumonia. Substantial public health interest due
to the large population diagnosed with pneumonia.

Previous diagnosis of tuberculosis has been found to have an independent effect on
LCINS. Although the incidence of tuberculosis is low in North America, it is common in
low- and middle-income countries and affects millions; therefore, the possible
association with lung cancer risk is of public health importance.

Some studies have reported an association between asthma and LCINS, but asseciation
is unclear and published literature is mixed.

Abbreviations: LCINS, lung cancers in never-smokers; PM, particulate matter.

Tracing Lung Cancer Risk Factors Through Mutational Signatures in Never-Smokers The Sherlock-Lung Study, Am
J Epidemiol. 2021;190(6):962-976



AIACNQ2TIKO2 EAEMX02

A=ONIKH
TOMOI'PA®IA
OQPAKOX

AKTINOI'PA®DIA

OOPAKOS PET CT SCAN




AIACNQ2TIKO2 EAEMXO02

mme KYTTAPOAOIIKH MTYEAQN

mmme BPOIXOxKOIMHZH

mam ©QQOPAKOXZKOINHZH

mmm ME>XOOQPAKOZKOINHZH

mamm  AIAAEPMIKH BIOWIA TINEYMONA




2TAAIONOIHZH

'The uncommaon superficial spreading tumour of any size
with its invasive component limited to the bronchial
wall, which may extend proximal to the main bronchus,
is also classified as T1a.

*Solitary adenocardnoma (</= 3 an), with a pre-
dominantly lepidic pattern and </= 5 mm invasion in
greatest dimension in any one focus.

712 tumours with these features are dassified 122 if 4 cm

or less, or if size cannot be determined and T2b if greater
than 4 cm but not Larger than 5 am.

&

INTERNATIONAL ASSOCIATION FOR THE STUDY OF LUNG CANCER

8th Edition of the TNM Classification
for Lung Cancer

T — Primary Tumour

1L Primary tumour cannot be assessed, or tumour proven by the presence of malignant cells in sputum or
bronchial washings but not visualized by imaging or bronchoscopy

T0 No evidence of primary tumour

Tis (arcinoma in situ

T

Tumour 3 cm o less in greatest dimension, surrounded by lung or visceral pleura, without bronchoscopic
evidence of invasion more proximal than the lobar bronchus (i.e., notin the main bronchus)'

T1mi

Minimally invasive adenocarcinoma’

Ta

Tumour 1.cm of less in greatest dimension’

T1b

Tumour more than 1cm but not more than 2 cm in greatest dimension’

Tc

Tumour more than 2 cm but not more than 3 cm in greatest dimension’

12

Tumour more than 3 cm but not more than 5 cm; or tumour with any of the following features’

« Involves main bronchus regardless of distance to the carina, but without involving the carina

= Invades visceral pleura

= Associated with atelectasis or obstructive pneumonitis that extends to the hilar region, either involving
part of the lung or the entire lung

T2a

Tumour more than 3 cm but not more than 4 cm in greatest dimension

T2b

Tumour more than 4 cm but not more than 5 cm in greatest dimension

13

Tumour more than 5 cm but not more than 7 cm in greatest dimension or one that directly invades any of
the following: chest wall (including superior sulcus tumours), phrenic nerve, parietal pericardium; or
assodiated separate tumour nodule(s) in the same lobe as the primary

T4

Tumours more than 7 cm or one that invades any of the following: diaphragm, mediastinum, heart, qreat
vessels, trachea, recurrent laryngeal nerve, oesophagus, vertebral body, carina; separate tumour nodule(s)
in a different ipsilateral lobe to that of the primary




N - Regional Lymph Nodes

Regional lymph nodes cannot be assessed

No regional lymph node metastasis

N1

Metastasls in Ipsilateral peribronchial and/or
ipsilateral hilar lymph nodes and intrapulmonary
nodes, including involvement by direct extension

N2

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

N3

Metastasis in contralateral mediastinal,
contralateral hilar, ipsilateral or contralateral

scalene or supradavicular lymph node(s)

istant Metastasis

No distant metastasis

Distant metastasis

Mia

Separate tumour nodule(s) in a contralateral lobe;
tumour with pleural or pericardial nodules or
malignant pleural or pericardial effusion*

M1b

Mic

Single extrathoracic metastasis in a single organ®
Multiple extrathoracic metastases in one or several

0organs

‘Most pleural (pericardial) effusions with lung cancer
are due to tumour. In 3 few patients, however, multiple
microscopic examinations of pleural (pericardial) fluid
are negative for tumour, and the fluid is non-bloody and
Is not an exudate. Where these elements and dinical
judgement dictate that the effusion is not related to the
tumour, the effusion should be exduded as a staging
descriptor.

*This incledes involvernent of a single distant (non-

regional) node.



Regional Lymph Node Classification System

Lymph node staging is done according to the American Thoracic Society map-
ping scheme.

Supraclavicular nodes
* 1. Low cervical, supraclavicular and sternal notch nodes
Superior mediastinal nodes
e 2. Upper Paratracheaf. above the aortic arch, but below the clavicles.
* 3A. Pre-vascular. nodes not adjacent to the trachea like the nodes in
station 2, but anterior to the vessels.
* 3P. Pre-vertebral nodes not adjacent to the trachea, but behind the
esophagus, which is prevertebral (3P).
Inferior Mediastinal nodes
e 4. [ower Paratracheal (including Azygos Nodes): below upper margin of
aortic arch down to level of main bronchus.
Aortic nodes
e 5 Subaortic (A-P window): nodes lateral to ligamentum arteriosum. These
nodes are not located between the aorta and the pulmonary trunk, but
lateral to these vessels.
* 6. Para-aortic (ascending aorta or phrenic): nodes lying anterior and
lateral to the ascending aorta and the aortic arch.
Subcarinal nodes
s 7. Subcarinal.
Inferior Mediastinal nodes
e 8. Paraesophageal (below carina).
* 9. Pulmonary Ligament nodes lying within the pulmonary ligaments.
Pulmonary nodes
e 10-14. N71-nodes: these are |located outside of the mediastinum.



Lung cancer histological categories

Non-small cell lung cancer subtypes

Cancer Epidemiol Biomarkers Prev. Author manuscript; available in PMC 2020 April 01

Oncogenic mutations in NSCLC
non-G12C (17%)

Other or not identified
(32%)

G12€ (12%)

NTRK1/2/3 (<1%)

ROS1 (1%)
RET (~2%)

ALE(-3%) 7 EGFR (17%)
ERBB2 (~4%) L e
(~4%)  (5%)



Small Cell Lung Cancer

= High-grade neuroendocrine carcinoma
with high metastatic potential*

= Accounts for ~¥13% of lung cancers in
United States?
— Cases: ~31,000 diagnosed in 20223
— 3-yr relative survival: 10.7% (2015)

= Mortality has declined since 2001,
largely due to decreasing incidence
rather than treatment advances?

= Most commongenetic alterations:
TP53 and RB1 inactivation; no clear
targetable genetic drivers®>

1. Bunn.) Thorae Oncol. 2016;11:453. 2. Howlader. MEIM. 2020;383:640. 3. Siegeal. C& Cancer | Clin, 2002727,
4. George. Mature, 2015524:47. 5. Rudin. Nat Genet. 2012:44:1111. 6. SEER Cancer Statistics Review, 1975-2018.

Bronchi

Small cell
carcinoma
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Small cell lung cancer

Y

TNM stage I-lll (limited stage)

TI1-2No

L4
Surgical | No

y

T3 or N+

L

¥
TNM stage IV (extensive stage)

Y

candidate

Yes

Y

Surgery and adjuvant
chemotherapy +/-
thoracic radiation

Y

Y

Concurrent chemoradiation

Y

Prophylactic cranial irradiation®

*Only in patients who had a response to initial therapy
**Symptomatic site-specific therapy such as radiation or surgery should be given prior to systemic therapy
##*+Controversial, recommended in select cases

Systemic combination chemotherapy +/- organ
specific therapy (bone, brain, spinal cord, etc.)**

Surveillance with body and brain imaging
OR prophylactic cranial irradiation®** +/-
thoracic radiation

FIGURE 1. Initial management algorithm of SCLC. SCLC = small-cell lung cancer; TNM = tumor node metastasis.

+ IMMUNOTHERAPY

Mayo Clin Proc. m August 2019:94(8):1599-1622 m https://doi.org/10.1014/j.mayocp.2019.01.034



NSCLC

Squamous Cell
Carcinoma

Adenocarcinoma

Large Cell Carcinoma

Prevalence

number of people
suffering from the
disease in a year

Accounts for
about 25% of
NSCLC cases

Accounts for about
40% of NSCLC cases

Accounts for about
10% of NSCLC cases

Incidence
number of new cases
developing in a year

Decreasing

Increasing

Location

Usually central

Usually more
peripheral but can be
multi-focal

Central or peripheral
location

Risk Factors

Highly correlated
with smoking
(—90% of those
with SCC are

Most common type
seen in non-smokers
Precursor is atypical
alveolar hyperplasia

smokers)
Cancer of bronchial Diagnosis of exclusion
mucosal (glandular) (ie. doesn’t have
- . Cancer of ;
Histological tissue or the alveolar features of
squamous . . .
Features - . surface epithelium adenocarcinoma or
epithelial cells C -
ancer recapitulates squamous cell
glandular patterns carcinoma)
Faster doubling time Can cavitate
than squamous cell -
Metastasize early
. Often early
P - Slow-growing . (often to Gl tract)
rognosis metastasis

tumour

Usually worse
prognosis than
squamous cell

Prognosis is similar to
that for
adenocarcinoma




Squamous cell
carcinoma

Bronchi

Bronchi

Large cell
carcinoma



Figure 4. 10-Year Survival According to Non-Small Cell Lung Cancer Stage at Diagnosis
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Figure 2. Shift in Stage at Diagnosis Over Time, 2006-2016
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JAMA Network Open. 2021;4(12):e2137508. doi:10.1001/jamanetworkopen.2021.37508



Figure 3. Shift in Histology Over Time, 2006-2016
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TABLE 1. Recommended Biomarker Tests for Patients With Newly
Diagnosed NSCLC
Squamous Cell

Nonsquamous Histology Carcinoma
Minimum PD-L1 IHC, EGFR, ALK, PD-L1 IHC
necessary ROS1, BRAF

Recommended* RET, MET exon 14, HERZ,
KRAS, NTRK

2019 ASCO EDUCATIONAL BOOK



+ cT1abe, NO: PFT, bronch, mediastinal staging,
| - <T2a-4,N0-3, M0-1: PFT, bronch, mediastinal s

I Operable disease I

T1-2,N1-2, MO
T3-4,NO-1, MO

Stage IA Stage IB-1lIA (resectable)

Mutation (minimum EGFR; broad
NGS if possible) and
PD-L1 testing

Surgical candidate?

Multidisciplinary discussion for neoadjuvant candidacy

Lobectomy (preferred)
or

Segmentectomy/wedge .

fesection (in :electg conventionsally

fractionated RT

cases) Nivol b + plati -based ch herapy x 3 cycles Surgical resection

CheckMate -816: Nivo + chemo vs chemo

mEFS: 31.6 vs 20.8 mo (HR, 0.63)

SBRT Yes
or N i
Neoadjuvant chemoimmunotherapy

Adjuvant chemotherapy

Surgical i
WG bl Platinum-based chemotherapy

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

Consider mutation and PD-L1 testing results
[EGFR ex19del/ex21 L858R present?

No (PD-L1 >1%)

Adjuvant targeted therapy Adjuvant chemotherapy (Stage II-1lIA)

Osimertinibx 3y Atezolizumab x 16 cycles
ADAURA: Osimertinib vs placebo IMpower010: Atezo vs BSC

2-y DFS (stage II-IliA): 90% vs 44% (HR, 0.17) mDFS: NR vs 35.3 mo (HR, 0.66)




Chemotherapy with bevacizumab for non-squamous NSCLC (October) I

Immune checkpoint inhibitors

[ Historical Sous
@O Targeted therapy

3 ICIs histology selection (any PD-L1) -

B ICIs PD-L1 selected (any histology) 2009| Platinum with pemetrexed for non-squamous NSCLC (July) I

2010

Figure 2: Timeline of selected US Food and Drug Administration drug approvals for patients with treatment-naive metastatic NSCLC
www.thelancet.com Vol 398 August 7, 2021




NSCLC treatment algorithm

and workup based on stage

+ ¢T1abc, NO: PFT, bronch, mediastinal staging, PET
« ¢T2a-4, N0-3, M0-1: PFT, bronch, mediastinal staging, PET, brain MRI, and biomarker/mutation testing

1

T1-2, N2-3, MO
T3,N1-3, MO
T4, NO-3, MO

Stage lllA (unresectable) or l1IB/C

Definitive chemoradiation — durvalumab

Concurrent platinum-based chemotherapy and radiation with
consolidation durvalumab

PACIFIC: Durvalumab vs placebo

mPFS: 16.8 vs 5.6 mo (HR, 0.52}

EGFR (ex19 del or L858R)

Osimertinib®
| FLAURA: Osimertinib vs erlotinib/gefitinib
MPFS: 18.9vs 10.2 mo (HR, 0.46)
Erlotinib
EURTAC: Erlotinib vs chemo
| MPFS: 9.7 vs 5.2 mo (HR, 0.37)
Afatinib
| LUX-Lung 3: Afatinib vs cis/pemetrexed
MPFS: 13.6 vs 6.9 mo (HR, 0.47)
Gefitinib
IFUM: Gefitinib single arm
mPFS: 9.7 mo
Dacomitinib
ARCHER 1050: Dacomitinib vs geftinib
mOS: 34.1 vs 27 mo (HR, 0.75)
Erlotinib + ramucirumab
RELAY: Erlotinib + ramucirumab vs elotinib
mPFS: 19.4 vs 12.4 ma (HR, 0.59)
Erlotinib + bevacizumab
ARTEMIS-CTONG1509: Erlotinib + bevacizumab vs erlotinib
mPFS5:17.9vs 11.2mo (HR, 0.55)

Stage IV

Mutation (minimum EGFR; broad NGS if possible) and PD-L1 testing

EGFR (ex19, ex20ins)
ALK
ROST

Actionable mutation detected

Alectinib®

ALEX: Alectinib vs crizotinib

1-y PFS: 68.4% vs 48.7% (HR, 0.47)
Brigatinib®

ALTA-1L: Brigatinib vs crizotinib
mPFS: 24 vs 11.1 mo (HR, 0.48)
Lorlatinib®

CROWN: Lorlatinib vs crizotinib
mPFS: NR vs 9.3 mo, (HR, 0.28); 1-y PFS: 78% vs 39%
Ceritinib

ASCEND-4: Ceritinib vs chemo
mPFS: 16.6 vs 8.1 mo (HR, 0.55)
Crizotinib

PROFILE 1007: Crizotinib vs chemo
mPFS: 7.7 vs 3 mo (HR, 0.49)

Larotrectenib®

Entrectinib®

« BRAFV600E + NTRK1/2/3
- RET + KRAS G12C
= MET (ex14) « HER2

BRAF V600E

Dabrafenib + Trametinib®

BRF113928: Dabrafenib + trametinib single arm
ORR: 64% (95% Cl, 46-79)

ROS1
Crizotinib®
PROFILE 1001: Crizotinib single arm
ORR: 72% (95% CI, 58-84)
Entrectinib®
ALKA & STARTRK: Entrectinib single arm
ORR: 67.1%; mPFS: 19 mo
Ceritinib
YONSEL: Ceritinib single arm
ORR: 67% (95% CI, 48-81)

HER2

Trastuzumab deruxtecan

DESTINY-Lung02: Trastuzumab deruxtecan dose optimization study

ORR: 58% (95% Cl, 43-71); mDOR: 8.7 mo (efficacy results of the approved
recommended dose of 5.4 mgrkg)




No actionable mutation detected (stratify based on PD-L1 staining %)

IMMUNOTHERAPY MONOTHERAPY

Pembrolizumab®

KEYNOTE-024: Pembro vs platinum-based chemo
mPFS: 10.3 vs 6 mo (HR, 0.50)

Atezolizumab?®

IMpowerl10: Atezo vs platinum-based chemo
mOS: 20.1 vs 13.1 mo (HR, 0.59)

Cemiplimab®

EMPOWER-Lung1: Cemi vs platinum-based chemo
mPFS: 8.2 vs 5.7 mo; mOS: NR vs 14.2 mo (HR, 0.57)

IMMUNOTHERAPY + CHEMOTHERAPY

SQUAMOUS:
« Pembrolizumab + chemotherapy” (carboplatin + paclitaxel/nab-paclitaxel)
KEYNOTE-407: Pembro + chemo vs chemo
mPFS: 6.4 vs 4.8 mo (HR, 0.56); mOS: 15.9vs 11.3mo (HR, 0.64)
NONSQUAMOUS:
+ Pembrolizumab + chemotherapy” (carboplatin + pemetrexed)
KEYNOTE-189: Pembro + chemo vs chemo
mPFS: 8.8 vs 4.9mo (HR, 0.52); 12-mo OS: 69% vs 49% (HR, 0.49)
« Atezolizumab + chemotherapy (carboplatin + paclitaxel + bevacizumab)
IMpower150: Atezo + chemo vs chemo
mPF5:8.3vs 6.8 mo (HR, 0.62)

IMMUNOTHERAPY + CHEMOTHERAPY

SQUAMOUS:
« Pembrolizumab + chemotherapy’ (carboplatin + paclitaxel/nab-paclitaxel)
KEYNOTE-407: Pembro + chemo vs chemo
mPFS: 6.4 vs 4.8 mo (HR, 0.56); mOS: 15.9vs 11.3 mo (HR, 0.64)
NONSQUAMOUS:
« Pembrolizumab + chemotherapy (carboplatin + pemetrexed)a
KEYNOTE-189: Pembro + chemo vs chemo
mPFS: 8.8 vs 4.9 mo (HR, 0.52); 12-mo OS: 69% vs 49% (HR, 0.49)
+ Atezolizumab + chemotherapy (carboplatin + paclitaxel + bevacizumab)
IMpower150 : Atezo + chemo vs chemo
mPFS: 8.3 vs 6.8 mo (HR, 0.62)

IMMUNOTHERAPY + CHEMOTHERAPY

SQUAMOUS:
« Pembrolizumab + chemotherapy’(carboplatin + paclitaxel/nab-paclitaxel)
KEYNOTE-407: Pembro + chemo vs chemo
mPFS: 6.4 vs 4.8 mo (HR, 0.56); mOS: 15.9vs 11.3 mo (HR, 0.64)
NONSQUAMOUS:
» Pembrolizumab + chemotherapy (carboplatin + pemetrexed)®
KEYNOTE-189: Pembro + chemo vs chemo
mPFS: 8.8 vs 4.9 mao (HR, 0.52), 12-mo; OS: 69% vs 49% (HR, 0.49)
» Atezolizumab + chemotherapy (carboplatin + paclitaxel + bevacizumab)
[Mpower150: Atezo + chemo vs chemo
mPFS: 8.3 vs 6.8 mo (HR, 0.62)

DUAL IMMUNOTHERAPY

Nivolumab + ipilimumab
CheckMate -227: Nivo/ipi vs chemo
mOS:17.1vs 14.9mo

DUAL IMMUNOTHERAPY + CHEMOTHERAPY

Nivolumab + ipilimumab + chemo (2 cycles)
CheckMate -SLA: Nivo/ipi + chemo vs chemo
mOS: 14.1vs 10.7 mo

DUAL IMMUNOTHERAPY

Nivolumab + ipilimumab
CheckMate -227: Nivo/ipi vs chemo
mOS: 17.1vs 14.9mo

DUAL IMMUNOTHERAPY + CHEMOTHERAPY

Nivolumab + ipilimumab + chemo (2 cycles)
CheckMate -9LA: Nivo/ipi + chemo vs chemo
maQOS: 14.1vs 10.7 mo

DUAL IMMUNOTHERAPY + CHEMOTHERAPY

Nivolumab + ipilimumab + chemo (2 cycles)
CheckMate -9LA: Nivo/ipi + chemo vs chemo
0S:14.1vs 10.7 mo

IMMUNOTHERAPY MONOTHERAPY

Pembrolizumab
KEYNOTE-042: Pembro vs plat-based chemo
maQS: 16.7 vs 12.1 mo (HR, 0.81)
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