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OEPATEVTIKA HECA OTNV OVTLULETWTILON TOU KOPKIVOU ITVEUHOVOG
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2tadlonoinon KapKivou mMVEULOVOG

Detterbeck FC, et al. The eighth edition lung cancer staging classification. Chest, 2017;151 (1):193-2013

T (Primary Tumor) Label
TO No primary tumor
o CATCIDOMA {0 S (Squamous or Adenocarcinoma) Tis
Tl Tumor <3 cm,
Tla(mi) Minimally Invasive Adenocarcinoma T1agmi
Tla Superficial spreading tumor in central airways® Tlass
Tla Tumor <1 cm Tla< T/M | Label N1
T1b Tumor >1 but €2 cm Tib>r2 Tl Tla = B
TMe  Tumor>2but<3em . Tle=2s T1b 12 1B
2 Tumor >3 but <5 ¢cm or tumor involving:
visceral pleura", T2 vise Pt Tlc=25 1B
main bronchus (not carina), atelectasis to hilum® T2 centr T2 T2a Cem, Fisc I 1B
T2a Tumor >3 but <4 ¢cm T2a>34 T2a =34 1B
DL 25 A i T2b =45 1B
T3 Tumor d>5 buh_ ! ’ ) Tg >5-7 T3 T3 =57 IIA
or invading chest wall, pericardium, phrenic nerve T3 inv
i i, O S5RAEe famor podule(s) in the same lober . ... Tosedl ... E - et
T4  Tumor>7em T4 Satell A
or tumor invading: mediastinum, diaphragm, T4 inv T4 T4 -7 1A
heart, great vessels, recurrent laryngeal nerve, T4 b A
carina, trachea, esophagus, spine; T4 Fusi Nod IIIA
or tumor nodule(s) in a different ipsilateral lobe T4 Ipsi Nod M1 M2 Contr Nod
N (Regional Lymph Nodes) M1a Pl Dicsem
NO No regional node metastasis ;
N1 Metastasis in ipsilateral pulmonary or hilar nodes ﬁi Ei:j:e
N2 Metastasis in ipsilateral mediastinal/subcarinal nodes
N3 Metastasis in contralateral mediastinal/hilar, or
supraclavicular nodes
M (Distant Metastasis)
MO No distant metastasis
Mla Malignant pleural/pericardial effusion® M1a pi Dissem
or pleural /pericardial nodules
or separate tumor nodule(s) in a contralateral lobe; M1a Contr Nod
MIlb Single extrathoracic metastasis M1Db Singte
Mlc Multiple extrathoracic metastases (1 or >1 organ) M1 Muli




2tadlonoinon KapKivou mMVEULOVOG

Tumor Nodes

XELPOUPYLKN XMO/AKO XMO
gtallpeon

¢ KaBopPLOTIKOC TTapAyoVTOC OTNV EMLAOYH BEPATIEVTIKAC OTPATNYLKNG
¢ OXl o povadikog mapayovTag

Rivera P, et al. Establishing the diagnosis of lung cancer. Chest 2013;143(5):142-65



ApXEC OEPATTEVUTIKAC AVTLUETWIILONG
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Evéeifelc xelpoupylkng e€aipeonc

Stage IA Stage IB

Tza\‘isc Pl NO

] T2aNO
1 (>3<4cm)

Stage IIB

T2bNO
>4 <5cm

Tiab,c N1

Detterbeck FC, et al. The eighth edition lung cancer staging classification. Chest, 2017;151 (1):193-2013



Mpoeyxelpntiki aloAdynon — moAvduvoun opada

& > 000Oeveic pe Ca mvevpovocg Tou eivat urtoPndLoL yial XELPOUPYLKN EKTOUN HE
OKOTIO TNV Laon, ouviwotatol ektipnon amo MOAYAYNAMH OMAAA Tmou
nepthapavel OWPAKOXELPOUPYO £EELOLKEUUEVO OTOV KOpPKivo TveULOVOC,
OykoAoyo, AktivoOeparneutn kat NMvevpovoAoyo (Grade 1C)

< |dLaitepn onpoacio o acOeveiG IOV Eival «opLAKOL» yLa XELPOUPYELO
< AUEnon sruBilwonc (2/8 pueAétec peta-avaiuonc)

< AUENON TOCOOTWV XELPOUPYLKNG EKTOMNAC

<% AU&non mBavotntac xopriynonc XMe n AKO

< BeAtlwon daxeiplong: totoAoylkn dStayvwon, mAnpng otadlomnoinon,
epappoyn odnylwv, UKPOTEPOC XpOVoC armo SLayvwon €we Bepareia

Brunelli A, et al. Physiologic evaluation of the patient with lung cancer being considered for resectional surgery. Chest 2013;143(5):166-90



Mpoeyxelpntiki aloAdynon — Kivduvol xelpoupyeiouv

& Extipnon kwéuvou
< TIOAUTIAOKN SLadikacia
< EVNUEPWON aoBevr) OTAV TOU MPOTELVETAL XELPOUPYLKN Beparmeia

¢ Kivduvol
<% TIEPLEYXELPNTLKN voonpotnta/Ovntotnta
< HakpompoBeoun Asttoupykn avikavotnta (long-term functional disability)

¢ MNpotunoeig acOevoug
< LEYLOTOC ATOOEKTOC XELPOUPYLKOC KivOuvoc
(Tt.X. 6plo BvnToOTNTOC TAVW ATTO TO OTIOLO 0 ACOEVHC Ba ATIEPPLUTTE TO XELPOUPYELO)

€ EVOAAOKTIKEG EMLAOYEG
< minimally invasive thoracic surgery / sublobar anatomical resections
< Uelwon TepLeyXELPNTIKOU KvOUVOoU & AELTOUpPYLKAC ETILPApLVONC
OlVOATIVEUOTLKOU PE OUYKPLOLLLOL OYKOAOYLKQ aTtOTEAESOTOL

Brunelli A, et al. Physiologic evaluation of the patient with lung cancer being considered for resectional surgery. Chest 2013;143(5):166-90



Ektipnon kwéuvou:

® Xc nAKiwpévouc aobeveic pe Ca mvevpovog mou eivat uroyndlot yio
OEPATTEVTIK XELPOUPYLK EKTOWUN, ouvloTATAL TMARPNG EKTIHNON NG
VOOOU Tou¢ aveéaptnta oo tnv nAwkia touc (Grade 1C)

>

< EmutoAaopog Ca mveUovVoG: au€Avel Pe TNV NALKLa
- avdpec: 14 (40 stwv) =» 477 (70 stwv) /100.000 mAnBbuopou
« yuvaoikec: 16 (40 etwv) = 342 (70 etwv) /100.000 mAnBuopou

>

L)

> HAWio: mopadoolakd Bswpeital we mapayovtac Kivduvou

L)

>

L)

s O AVENMEVOC TTEPLEYXELPNTLKOG KivOuVOoC o€ NALKLWHEVOUC odeLAETOL OTAL
ocuvoda voonpata kat OXI otnv nAwia avti kaBoavutn

L)

< [MNpooektikA ertthoyn a.oBevwv pe BAaon otddLlo vOoou, TPOCOOKWLLEVN
Siapkela {wne, performance status, cuvoda voorpata

< >80 etwv: avénpéva moocootd sublobar resection - peon Bvntotnta 0-9% -
5etnc erBiwon 50-60% (otadio |)

Brunelli A, et al. Physiologic evaluation of the patient with lung cancer being considered for resectional surgery. Chest 2013;143(5):166-90



Ektipnon kwéuvou:

¢ tedaviaia vocog
< eMUMOAOUOG: 11-17% (oe aoBeveic pe Ca mveupovog, AOyw Kamviopatog)
& MEeiloveg METEYXELPNTIKEG KOLPOLAKEC ETULITAOKEG
< LOYOLLO LUKapSLou, TIVEUHOVLKO oldnua, KOLALOKA Hoppapuyn, TTARPNG KOATTOKOIALOKOG
amOKAELOMOC, cardiac-related death
< Kivbuvoc: 2-3% LLETA TIVEULOVEKTOWUN
& Cardiac risk scores
< screening: emAoyr acOevwy yLa eEELOLKEVEVO KOPOLOAOYLKO EAEYXO
< RCRI (revised cardiac risk index): AHA/ACC, ESC/ESA, ERS/ESTS (0Aec emepBaoeLq)
< thoracic RCRI (thRCRI): recalibration oe OPX eneppfaocelg
& KapSLoAoyIKEG MOPEUPBACELG
% aggressive interventions: LOvo oV amotoVTOL AVEEPTATWE XELPOUPYLKN G EKTOUAG OYKOU (TT.X.
nipodulaktikr enavayyesiwon dev W kivSuvo)
< B-blockers: A\ kivbUvou AEE (umotaon & Bpadukapdia) — anoduyr) MPOEYXELPNTIKAC EVAPENC
4 Cardiopulmonary exercise testing (CPET)
% aviyveuvon puokapSLaKNC LoXaLUiog KOTd TNV Aoknon
< Slayvwotikn akpifeta: woaéla CT otedavioypadiog, UTtEpEXEL TOU test KOMWOEWG
< €VOELEN: BETIKO KAPSLOAOYLKO LOTOPLKO + AUENUEVOC KAPSLOYYELOKOC KIVOUVOC
& e aoBeveic mou eival urmtoPndlol yla XELPOUPYLKA EKTOMA KOL €XOUV QUENMUEVO TEPLEYXELPNTLKO

KoPSLAYYELAKO KivOUVO, OUVIOTATOL TIPOEYXELPNTIKN KAPSLOAOYLKN) EKTIMNON KOl QVTLHLETWITLON
ocuudwva Pe TPEXOUOEC KOPOLOAOYLKEC 0ONYLEC YL pn-KapSLloxelpoupyLka meplotatikd (Grade 1C)

Brunelli A, et al. Physiologic evaluation of the patient with lung cancer being considered for resectional surgery. Chest 2013;143(5):166-90



Assessment of perioperative cardiovascular risk

Thoracic revised CardiaciRisk Index: (TrCRI)

Physical examination

Pneumonectomy: 1.5 points

. .
B?selme ECG Previous ischemic heart disease: 1.5 points

* History Previous stroke or transient ischemic attack: 1.5 points

* Calculate TrCRI Creatinine >2mg/dL: 1 point

TrCRI 22 or
Any cardiac condition requiring medication or

A newly suspected cardiac condition or
Inability to climb 2 flights of stairs

llYES

Proceed to
pulmonary function
tests (PFTs)

Cardiac consultation with noninvasive cardiac testing and Tx as per AHA/ACC guidelines

|

|

Need for coronary intervention (CABG or PCl) Continue with ongoing cardiac care
ll Institute any new medical interventions

!

Postpone surgery for 26 weeks and re-evaluate

Proceed to CPET and PFTs




Ektipnon kwéuvou:

& [EVIKOG XELPOUPYOG VS. OWPOKOXELPOUPYOG
< UELWHEVN BvnToTnTa OL £€eLOIKEVEVOL OPX

< niapataon emPlwong & avénUEva MOCOOTA EKTOUWVY

& EcLOIKEVUEVOL VOCGOKOMELD VS. YEVIKOL VOGOKOMELD
< €EELOLKEULEVO VOOOKOLLELO: OYKOC XELPOUPYLKWY EKTOMWV
< (+) emibpaon OyKou MEPLOTATIKWY 0TN SLEYXELPNTLKN BvntoTnTa
< SUOKOAOC 0 OPLOUOC €EELOIKEVUEVOU VOOOKOLELOU: 20-90 TtEPLOTATLKA/ETOC
% ERS/ESTS: XELPOUPYLKI) EKTOUI O KEVTPA LE TOUAAQXLOTOV 20 MEPLOTATIKA/ETOG

& E¢elbikeUEVO VOOOKOUELOD VS. e€el8iIkeUEVOC OPX

< €KBoon XeLpoupyeiou OXETI(ETAL TTIEPLOCOTEPO LE OYKO TIEPLOTATLKWY KEVIPOU
TIaPA LLE OYKO TIEPLOTATIKWY OPX

Brunelli A, et al. Physiologic evaluation of the patient with lung cancer being considered for resectional surgery. Chest 2013;143(5):166-90



Kivéuvoc mepleyxelpntikig Ovnrotntac & voonpotntag

& Ovntotnta (ESTS database)
< AoBektoun: 1.6-2.3%
% TIVEUOVEKTOUN: 3.7-6.7%
< Lelwon CUYKPLTLKA PE TIAAOLOTEPO AOYW VEWV XELPOUPYLKWYV TEXVLKWV (muscle-
sparing & intercostal nerve-sparing thoracotomy, VATS, robotically assisted lung resection)

¢ FEV,
< TIAPadOCLAKOC TIPOEYXELPNTLKOC SEIKTNC
o FEV, ) ppo FEV,: au§npevn voonpotnta avarmveuaTtikoU kat Bvntotnta

o FEV, <30%: avanveuoTtikr voonpotnta 43%,
o FEV, >60%: avanveuoTtikr) voonpotnta 12%

< apdlopfntnon xpnowotntog oe acBbeveic pe XAl (“lobar volume reduction effect”)

¢ DLco
< KQAUTEPN CUOXETLON ME LETEYXELPNTIKA BvnToTnTO OO FEV (Ferguson et al)
< DLCO <60% : 25% Bvntotnta — 40% avarmveuoTLKr) voonpotnta
< TIOAQUOTEPEC 08NYLEC: AMEKOVLOTIKE ILD, SUoTvoLa KOMWOoEWC, W FEV,
< aoBeveig pe FEV, >80%: 40% DLco <80%, 7% ppo DLco <40%

Brunelli A, et al. Physiologic evaluation of the patient with lung cancer being considered for resectional surgery. Chest 2013;143(5):166-90



Algorithm for Thoracotomy and
(ﬁgt'; Anatomic Resection
cctomy or greater
y ) VO2max
<10 ml/kg/min
Or < 35%
Positive high-risk
cardiac evaluation® \ / > 1- 0 %
VO2max
pPpoFEV1 or 10-20 ml/kg/min , |Moderate
/" ppoDLCO <30% \ Or 35%-75% RiSk
SCT <22m OR
VO2Zmax
SWT <400m >20 mi/kg/min
Or >75%
Positive low-rldsk
or Negative cardiac
e\svaluation ppoFEV1 or Stair climb or
(’ ppoDLCO < 60% Shuttle walk
AND both >30% \
l >22m OR

>400m
PPOFEV”‘. / ppoFEV1 and \L‘
ppoDLCO% ‘ ppoDLCO > Go%b L4

<1%

(a) For pneumonectomy, use Q scan to calculate PPO FEV1 or DLCO

* PPO values= preoperative values x (1-fraction of total perfusion for the resected lung)

For lobectomy, segmental counting is indicated to calculate PPO values of FEV1 or DLCO
* PPO values= preoperative values x (1-y/z)

[y: number of functional segments to be resected, z: total number of functional segments]



XeLpoupyikn Oepareia — YEVIKEC APXES

€& NSCLC kAwvikov octadiou | ko lI:

<  OUVIOTATOL XELPOUPYLKN e€aipecn Tou OyKou edpOooV SeV UTIAPXEL
avtevoelen yla xelpoupyeio (Grade 1B)

< ouvlotatal ektipnon ano OPX stsldkeupevo otov Kapkivo mvelLovocg i amo

L)

moAvduvapn opada, akoun KL av eivot urtoPpridLot povo ya pn-
XELPOUPYLKEC Bepareiec, omwc Stadepuikn kavtnpiaon (percutaneous
ablation) ) stereotactic body radiation therapy (Grade 2C)

< ouVIOTATOL AVTIMETWTTILON oo «board certified» OPX pe eés1bikevon otov

L)

KopKivo mveupovoc, ebooov Sev UTIAPYEL AVTEVOELEN VLA XELPOUPYELD
(medically fit aoBeveic), (Grade 1B)

Howington JA, et al. Treatment of stage | and Il NSCLC. Chest 2013,;143(5):278-313



XeLpoupyLKn Oepareia — XELPOUPYLKN TEXVIKA

€ NSCLC kAwikoU otadiov I: mpotipwvtat EAAXLOTA EMEUPBATIKES TEXVLKEC YLOL OVOTOMLKT
geKtoun mvevpovocg (6nA. VATS €vavtl BwpakoTourc) KoL CUVIOTATOL LUTEC VAL yivovTal o€
e€eldikevpéva kévtpa (Grade 2C)

4 NSCLC kAwvikoU otadiov | kar ll

% ouvioTtdtal AOBEKTOLLN €VOVTL UKPOTEPNC AVATOMKAC EKTOUNC (sublobar resection),
epooov oL aoBeveic prmopouv va umtofAnBoulv og xelpoupytkr ektoun (Grade 1B)

< OUVLOTATOL CUCTNUATIKOC Aspdadevikoc kabaplopoc/deypatoAndia pecobwpakiou
KOTAL TNV QVOTOULKA EKTOMNA €vavTl eKAEKTIKAG A LN SeypatoAndiag yia akplBEotepn
rnaBoloyoavatoukn otadlomnoinon (Grade 1B)

< otadto I: eav n guotnuatikn dsypatoAnyio mulaiwv/uecobwpaklKwy
Aeudadévwy avadeiéel NO vaoo, o Aepdadevikog koBapLlopog pecodbwpakiov dev
avéavel tnv enBiwon kat AEN cuvvictartol (Grade 2B)

< otaduo ll: Aepdadevikoc kaBaplopog pecoBwpakiov Suvatal vo avénoeL TNV
erBiwon cuykpLtika pe tn detypatoAnyia kat emopévwe ouviotatal (Grade 2B)

< KEVTPLKOC OYKOG KAWVIKOU otadiovu I N Il: eav eivat Suvatn n mANpng EKTOLL, ouvioTaTal
«sleeve bronchoplastic resection» évavtt nveupovektopnc (Grade 2C)

Howington JA, et al. Treatment of stage | and Il NSCLC. Chest 2013,;143(5):278-313



Xelpoupykn Oeparneia — sublobar resection & nonresectional treatment

¢ NSCLC kAwvikov octadiou |

+ 0loBeveic mou Sev avtExouv AoPektopn AOYW HELWUEVWV OLVOITIVEUOTLKWV
epebpeLwV | CUVOSWV VOONUATWV: ULKPOTEPN AVATOULIKA eKTOUN (sublobar
resection) E€vavtlL TNG UN-XELPOUPYLKNG avTlpeTwriong (Grade 1B)

&~ EKTOWI O€ OpLal LEYAAUTEPOL TNG HEYLOTNG SLOLUETPOU TOU OYKOoU yia BAABEG <2cm -
YLl OYKOUG >2Ccm, N EKTOMN TIPETEL VAL VIVETOL O€ TOUAQXLOTOV 2Cm TIPOKELUEVOU Val
g\aylotomnolnBel n mBavotTnta OTKWY 0plwv PETA TNV EKTOUN /KO TOTIKNG
uTtotponnc (Grade 1B)

+ aoBeveic pe av€&npuévo Kivduvo mepleyxelpnTkA¢ Ovnrotntog  aAAa mbava
aitia Oavatou (age-related or other co-morbidities): sublobar resection (m.x.
TUNpatektopn) Evavtt AoBektounc (Grade 2C)

+ Ground glass opacity (GGO) <2 cm: «sublobar resection» pe apvntikd opLa
EKTOUNC EvavTL AoBektounc (Grade 2C)

+» 0loBeveic mou 6gv pmopouv va UtoBANOOULV o€ AOBEKTOMA N TUNHOTEKTOUN:
stereotactic body radiation therapy (SBRT) 1 opnvoeldnig extoun (wedge
resection) évavtl kapiac Beparneiog (Grade 2C)

Howington JA, et al. Treatment of stage | and Il NSCLC. Chest 2013,;143(5):278-313
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Detterbeck FC, et al. The eighth edition lung cancer staging classification. Chest, 2017;151 (1):193-2013



2tadlonoinon pecoBwpakiov — emywpLot AepdpadEvec

Suproclavicular zone
1 Low cervical, supraciawcular,
and sternal notch

Upper rone
2R Upper Paratracheal {right)

2L Upper Paratracheal (left)
3a Prevascular

3p Retrotracheal

4R Lower Paratracheal (nght)
4L Lower Paratracheal (left)

Aortopulmonary rone
5 Subaortic

¢ Para-aortic

Coscee

.0

Subcarinal zone
7 Subcarinal

Lower rone
8 Paracsophageal

9 Pulmonary igamend

Milar/Interiobor rone
10 Hilar
11 Interiobar

L

“
&
e

Skouras v, et al. Mediastinal staging in lung cancer: the quest for a cost-effective strategy. Pneumon 2014,27(1):52-67



2tadlonoinon pecobwpakiov — katdotaon LecoOwpakiov

Staxutn 6nbnon Stakprrol
HLecoBwpakiou SloyKwHEvol

100% Aepdadeveg

58%

«kpudn» mpooPoAn «KpuPpn» pooPoAn
necobwpakiov — necoBwpakiov —
KEVTPLKOC OYKOG TEPLPEPLKOG OYKOG

25% 9-13%

Skouras v, et al. Mediastinal staging in lung cancer: the quest for a cost-effective strategy. Pneumon 2014,27(1):52-67



2tadlonoinon LEcoOwPAKiOU (anoucia AMOUAKPUOUEVWV HETOGTAGEWV)

& Suayxutn dinOnon pecoBwpakiov
< oIeKovIoTIKOG (CT) EAgyxoc peocodwpakiouv: ocuvrnOwC EMOPKAC Kol Sev
amatteitat totoAoykn enpePfaiwon (Grade 2C)

& Slakpltol Stoykwpévol Aspdadévec pecoBwpakiov
< UE N xwplc mpooAnyn FDG oto PET
<% eneuBatikn otadlonoinon pecodwpakiov Evavil amnelkovioTikng (Grade
1C)

& PET (+) pn-6toykwpévol (otn CT) Aepdadévec peocodbwpakiov

<+ eneuBartikn otadioroinon pecodwpakiov Evavtl AMELKOVIOTIKAC (Grade
1C)

Ramnath N, et al. Treatment of Stage Ill NSCLC. Chest 2013;143(5):3145-40S



2tadlonoinon LEcoOwPAKiOU (anoucia AMOUAKPUOUEVWV HETOGTAGEWV)

4 uvynAn vntoyia N2,3 cuppETOXNAC
% dloykwon Aspdpadévwv | npocAnyn FDG
< ANnYn uAwkou ue BeAovn (EBUS-NA, EUS-NA or EBUS/EUS-NA) £vavTl XELPOUPYLKNC
TEXVIKNG W¢ mpwTto Brua (Grade 1B)

& sevéiapeon voPia N2,3 CUMHETOXAC

< QTELKOVIOTLKA PUCLOAOYLKO pecoBwpdkio o€ CT kal PET
KEVTPLKOG OYKOG N Stoykwpévol N1 Aspudadéveg
enepuBartikn otadionoinon pecodwpakiov Evavtl anelkoviotikng (Grade 1C)
AnYn uAikoU ue BgAovn (EBUS-NA, EUS-NA or EBUS/EUS-NA) £vavTl XELPOUPYLKAC
TEXVIKNG W¢ mpwTto Brua (Grade 2B)

)
0’0

)
0’0

)
0’0

¢ younAn vrioyio N2,3 cUPMETOXAG
< apvntkol Aepdadévec oe CT kat PET
<% mepLPEPLKOC OyKoC otadiov IA (<3cm)
< AEN anaiteital mpoeyxelpntiko¢ eneuBartikog EAeyxo¢ peocodwpakiov (Grade 2B)

€ KakonOeilg OyKol aplotepou avw Aofou
< TIOU amattolv enepPatikn otadlonoinon pecobwpokiov
< EANEYXOC QLOPTOTIVEVULOVLKOU TtaipaBupovu pe xetpoupyikn pédodo (Chamberlain, VATS f
extended cervical mediastinoscopy) epooov ot urtoAounol Aepdadevikol otabpoi Bpebolv
apvntkoi (Grade 2B)

Ramnath N, et al. Treatment of Stage Ill NSCLC. Chest 2013;143(5):3145-40S



2tadlonoinon pecobwpakiov — EBUS-TBNA %@5

Reck M, et al. Precision diagnosis and treatment for advanced NSCLC. NEJM 2017;377:849-61



’ ’ ) ’ @5
Ztadlonoinon HecoOwpakiov — oxoAaotikoTnta otadlomoinong

T,

EAAHNIKH MINEYMONOAOTTKH ETAIPEIA
HELLENIC THORACIC SOCIETY

TABLE 3. Classification of the thoroughness of mediastinal staging's

Approach Thoroughness Definition
Radiologic
Chest CT A. Complete assessment -V contrast - =5mm slice — size of the largest node for each mediastinal and hilar
N1 lymph node station is provided
B. Systematic assessment - Clear statement for each mediastinal and N1 node station whether nodes are
enlarged* - =8mm slice - contrast
C. Selective assessment - Medlastinal nodes =1cm stated in report but not by node station - +-contrast
D. Poor - Unclear statement of abnormal nodes and/or location of nodes
Metabolic
PET A. Eomplete assessment - integrated PET/CT scanner - glucose <§_O_Omg/dl — clear statement for each

mediastinal and N1 node station whether nodes have greater uptake than the
mediastinal background or not

B. Systematic assessment - Dedicated PET - clear statement for each mediastinal and N1 node station
whether nodes have greater uptake than the mediastinal background or not

C. Selective assessment - Vague description of level of FDG-uptake or location of suspicious nodes OR PET
read without CT correlation
D. Poor - No FDG-uptake in primary tumor or no dedicated PET-scanner

Minimally invasive (needle-based)

TBNA,
EBUS-TBNA,
EUS-NA, TTNA

A. Complete sampling - Sampling of each visible node in each node station (1, 2R, 2L, 3, 4R, 4L, 7, 8; and 5,
6 If LUL tumor) - =3 passes per node or ROSE

B. Systematic sampling - Nodes in each station sampled (2R, 2L, 4R, 4L; and 5, 6 if LUL tumor) - =3 passes
per node or ROSE

C. Selective sampling - Biopsy of =1 node station, which must include a node suspicious by imaging (or
=1cm In U/S If present) OR <3 passes and no ROSE
D. Poor - Visual assessment only (no node biopsied or no lymphatic tissue in aspirates)
Surgical
Mediastinoscopy, A.Complete removal - Complete lymphadenectomy by extended- or video-mediastinoscopy (1, 2R, 2L,

Chamberlain,
VATS

3,4R, 4L, 7,8;and 5, 6 if LUL tumor)
B. Systematic sampling -« Mediastinoscopy with sampling of 2R, 2L, 4R, 4L, 7; and 5, 6 if LUL tumor

C. Selective sampling - Mediastinoscopy with biopsy of =1 station, and must include any node
suspicious by imaging
D. Poor - Mediastinoscopy with visual assessment only (no node biopsy or no nodal tissue

in samples)

Detterbeck F, et al. Classification of the thoroughness of mediastinal staging of lung cancer. Chest, 2010;137:436-42



>téS10 11l (T3-4N0-1)

Lung Cancer Stage Grouping (8" Edlition)

T/M | Label NO N1 N2 N3
Tl Tla<s IAl [113] 1A 11
Tlb>i-2 IA2 [113] 1A 11
Tlc >2.3 IA3 [113] IITA 11
T2 T2a Cent, visc PI [113] 1A 11
T2a >34 IB [113] IITA 11
T2b 545 oA 1B 1A 118
T3 T3 >s5.7 I1B 1A 118 1
T3 inv I1B 1A 11 |
T3 sate I1B 1A 118 1
T4 T4 -7 IITA 1A 1B 1
T4- inv ]]IA ]]IP.L 11 1
T4 ipsi Nod IITA IITA 118 i
MI1 M1 a contr Nod . . :
M1a ri Dissem
MIlb Single &
M1c¢ Muiri 3 5 3 3

Detterbeck FC, et al. Chest, 2016 (online first) [DOI: 10.1016/j.chest.2016.10.010]



2taéuo Il (T3-4N0-1) — oyko¢ Pancoast

& KakonBng oykog mou e€oppatal amo tn kopudn tou nvelovog Kal dtnBel dSopeg
TOU avVWTEPOU BwpakilkoU Toxwpatod (emimedo 1N MAgUPAC KoLl VW)

& Oev elval amapaitntn n vnapén ocuvdépopou Horner rj TOVOU Avw AKPOU
& ouyxvn n dinBnon Bpaxloviou MAEyHATOC, UTTOKAELSLWV ayyeiwv ) oTtovOUALKNC 0TAANC
& «T3» av 6inBei tn ©1-02 pilegn tn 1" MAcvpa

& «T4» av dinBel A1-A7 pilec, Bpaxtovio MAEYUA, UTTOKAELSLO ayyeia, OTTOVOUALKA cwuotal

Kozower BD, et al. Special treatment issues in NSCLC. Chest, 2013;143(5):369-99



2taéuo Il (T3-4N0-1) — oyko¢ Pancoast

¢ otoAoylkn dtayvwon
<« TPV TNV Evapén omolacdnmnote Bepaneiog (Grade 1C)

¢ unoPridlot ya Xetpoupytkn ektopn (curative-intent surgical resection)
<+ MRI avw BwpakKikoU oTopiou Kat Bpoxtoviov MAEYHATOC yia EAsy)0 TLOAVAC
dnBnonc ayyeiwv 1 entokAnpidlouv xwpou (Grade 1C)
<+ eneuPatiki otadlonoinon pecobwpakiov
+» gwOwpakikn anewkovion (CT/MRI eykeddaiou + PET i CT kolAlag pe scanning
ootwv)(Grade 1C)

¢ duvnuka e€atpéoipog oykog Pancoast (kat kaAo PS),
% TPOEYXELPNTIKN cvyxpovn XMO/AKO mptv tnv ektopun (Grade 2B)

¢ XELPOUPYLKN EKTOMA
< KatoBoAn kaBe mpoomadeiLag yio mARPN EKTOUN Tou Oykou (Grade 1B)
<+ AoBektoun kot adaipeon StNONUEVWV THRHATWY BwpakikoU Tolywpatoc (Grade 2C)

¢ MN-£€OUPECLUOC, LN-HETAOTATLKOC OYKOC Pancoast (kaAo PS)
% ovyxpovn XMO/AKO pe okorno tnv taon (Grade 2C)

¢ aoBeveic ouv dev giva unoP oot yia Oepaneiao pe okomo thv toon
<+ mapnyoptkn AKO (Grade 2B)

Kozower BD, et al. Special treatment issues in NSCLC. Chest, 2013;143(5):369-99



2taéduo Il (T3-4N0-1) — d1ROnon BwpPaKLKOU TOLXWHOTOC

| v ¢
P

¢ untoPndrlot yra XeLpoupytkn ektopn (curative-intent surgical resection),
<+ eneppfatiki otadlonoinon pecodwpakiov
« efwOwpakikn anewovion pe CT/MRI eykedpaiou + PET i CT kolAlag pe scanning
ootwv (Grade 2C)

¢ npooBoAn HEcoOwpPaKIKWV AspdadEvwv R/Kal HETAOTATIKA VOOOG
< OVTEVOELEN YL XELPOUPYLKN EKTOUN
% Tpotelvetol XMO/AKO pe okormo tnv taon (Grade 2C)

¢ KOTA TNV EKTOMA OYKOU Ttou 8L1nOel To Owpakikod Toixwpa
% ouviotdatol kataBoAn kabe npoonabeiag yia mARpn e€aipeon tou oykou (Grade 1B)

Kozower BD, et al. Special treatment issues in NSCLC. Chest, 2013;143(5):369-99



2taéduo Il (T3-4N0-1) — kevtpikoi oykot (TANO-1M0)

¢ urnoPnPloL yla XELPOUPYLKI) EKTOMA LE OKOTIO TNV loon
+» efwBwpoakikn anekovion pe CT/MRI eykepdlou + PET ) CT kolAiag Ye scanning
ootwv (Grade 1Q)

¢ QMOUCLO OLTIOUAKPUOHEVWV LETOLOTACEWV
< eMeuPartikn octadlonoinon pecobwpokiov
% TIpooBoAn pecoBwpakikwyv Aspdadevwy: avievaelEn yLa xelpoupykn ektoun (Grade
2C)

¢ XELPOUPYLKN EKTOWMN HLE OKOTIO TV Loon
+ ot e€eldlkevpéva kKEvtpa (Grade 2C)

Kozower BD, et al. Special treatment issues in NSCLC. Chest, 2013;143(5):369-99



2taduo Il (T3-4N0-1) — erutAéov 6og otov idto AofBo (T3,,.,)

EAAHNIKH [INEYMONOAOF IKH ETAIPEIA

¢ unontog/anodedeypévoc NSCLC + emunpooOetoc 67oc otov i61o Aofo

% ovuviotatal v MHN mpaypatomnoLeital mepattépw dLayvwotikn dtepelivnon yla Tov
enunpooBeto 0lo (Grade 1B)

% €EAEYXOC yLa eEWOWPAKLKEC LETALOTAOELS KAl otadlonoinon LecoBwpakiov Omwe
akplBwg Ba ywotav yla tov mpwtomnadr oyko - va pn tpomnonolnBsi e€attiog tou
emunpocBetou 6lov (Grade 1C)

% OUVIOTWEVN aVTILETWIILON N AoBEKTOUN (amouoia HEcOBwWPAKIKWY N
OTTIOOKPUOUEVWYV peTaoTdocswv) (Grade 1B)

Kozower BD, et al. Special treatment issues in NSCLC. Chest, 2013;143(5):369-99



2taduo 11 (T3-4N0-1) — erunAéov 6706 o dANo AoBé cuctowa (T4, oa)

V

=
| .

¢ unontoc/anodedetypuevog NSCLC + emunpooBetoc 6{og o aAAo Aof0 ocuoTolxa

% EKTiunon amno moAvduvapun opdda
< TOavotnta kaAonOoug 6lou 1 SevtEPOL oLUyXPovou Mpwtonabol¢ Ca MVeUOVOC
< KAWLKQ, OLKTIVOAOYLKA KoL (av UTTAPYXOUV) KUTTAPOAOYLKA/L1oTOAOYLKA Sedopéva
(Grade 1Q)

% €Aeyyoc yla mibavec EwBwpakikeC petaotaoelg (r.x. PET kat brain MRI) (Grade 2C)

< enepPatikn otadlonoinon pecoBwpakiov (armokKAELOUOC TTPOSPOANC
pneocobwpakiov)(Grade 2C)

% €eKtoun KaBe BAAPNC Eexwplota (emi amovoiag HECOBWPAKIKWY 1] ATTOUOKPUOUEVWV
UETOOTACEWVY), LE TN TtPoUTOBEoN OTL 0 ACOEVNC EXEL EMOPKEIC AVATIVEUOTLKEG
edpedpeiec (Grade 1B)

Kozower BD, et al. Special treatment issues in NSCLC. Chest, 2013;143(5):369-99



>tédio 11l (N2-N3)

Lung Cancer Stage Grouping (8" Edition)

T/M Label

T1 Tla <s

T IE ::-.F-E:

Tlc =2-3

T2 TEa e, }":.:'.'r: P

TZa >3-4

T2b >4.5

T3 T3 =57

T3 inv

T3 sareli

T4 T4 >7

T4 v

T-q— Ipsi Nnd

M1 M1 a conir Nod

M]_ o P D!'I‘.S‘E.I':I':!

M ]_ b Single

M1c Mudri

Detterbeck FC, et al. Chest, 2016 (online first) [DOI: 10.1016/j.chest.2016.10.010]



2taéduo Il (N2-N3) — duayvutn 611Onon pecoBwpakiov




2taéduo Il (N2-N3) — duayvutn 611Onon pecoBwpakiov

¢ PS:0-1

vrtoP ot ya Beparmeia pe okomo tnv toon

AEN cuviotatal epappoyn povo aktivoBepaneiog (Grade 1A)

AEN ouviotatat XMO n XMO/AK® akoAouBoupevn ano xetpouvpyeio (Grade 1C)
ouvduaopadg platinum-based XMO ko AKO (60-66 Gy) (Grade 1A)

7 7 7
0’0 0’0 0’0

7
0’0

¢ PS: 0-1 kat eAaxiotn anwAela Bapouc

% ovyxpovn XMO/AKO £vavtt Stadoyiknc XMO/AKO (Grade 1A)

platinum-based doublet chemotherapy (Grade 2C)

AR pN¢ avtanokplon LETA amo cuyxpovn XMO/AKO: AEN cuviotdtatl
npoduAaktiki aktvoBoAnon eykedpAaAov (ektoc KAWVIKAC HeEAETNG) (Grade 2C)

)

0’0

0’0

¢ PS: 2 | onpavtiki anwAegwa Bapouc (>10%)
% ovuyxpovn XMO/AKO adou AndpBouv unoyn mibavol kivéuvol kot odpéAn (Grade 2C)

¢ PS: 3-4 / ouv-voonpotNTEG 1] EKTOLON VOOOU IOV SEV EMLTPEMOUVY Depaneia pe
OKOTO TNV Laon
< mapnyopwkn AKO (kAaopoatormoinon aktivoBoAiag avaloya pe kpion Latpou Kal
avaykeg aaocBevouc (Grade 1C)

Ramnath N, et al. Treatment of stage Ill NSCLC. Chest 2013;143(5):314-40






2taduo Il (N2-N3) — duakpiroi dStoykwpévol Aepdpadévec peocodwpoakiov

¢ mpoeyxepnTka (I11A):

% OUVLOTATAL N BEPATTEVTLKN OTPATNYLKN va kKaBoplleTal arnd nmoAvduvoun
opadoa (Grade 1C)

% ouviotatol puikn XMO/AKO i etoaywylkn Oeparneio akoAovBoUpevn ano
XELPOUpPYELO EvavTL Xelpoupyeiou povo rp AKO povo (Grade 1A)

< AEN ouviotatal XELPOUPYLKN EKTOUN AKOAOUBOOUMEVN OTtO PETEYXELPNTLKNA
Oepaneia (ektOC KAWVIKWY peAetwv) (Grade 1C)

Ramnath N, et al. Treatment of stage Ill NSCLC. Chest 2013;143(5):314-40



2taduo Il (N2-N3) — duakpiroi dStoykwpévol Aepdpadévec peocodwpoakiov

FIGURE 8. [Section 3.3.1] Selection criteria for trimodality therapy with surgery in patients with stage III (N2) lung cancer.

Assessment of commonly cited arguments

Summary:

Pre-operatively Prognostic Defines Justification
Selection Criteria identifiable? value? Potential Flaw | treatment value? for Surgery
“Minimal” N2 Moderate Probably Out-of-context Unclear Unclear
Single station Moderate Yes Out-of-context Unclear Unclear
cNO,1 Yes Yes Out-of-context Unclear Unclear
Non-bulky nodes Yes Probably Out-of-context Unclear Unclear
Good surgical risk Yes - - No Not applicable
Downstaged Limited Yes Landmark Unclear Unclear
Shrinkage Yes Yes Subjective Unclear Unclear
Lobectomy Yes Probably - Probably Probably

A qualitative assessment of arguments commonly cited in support of various selection criteria for trimodality therapy, including surgery, in patients with
stage I1T (N2) lung cancer. Landmark = data only applicable to patients achieving a particular landmark; out of context = data taken from one group
of patients and applied to a different group; subjective = no definition available; assessment is personal, variable, and not objective.

Ramnath N, et al. Treatment of stage Ill NSCLC. Chest 2013;143(5):314-40



2taéio Il (N2-N3) — cUyxpovn XMO/AKO

AAHNI YMONOAOTTKH ETAIPE
HELLENIC THORACIC SOCIETY

CHEMOTHERAPY REGIMENS USED WITH RADIATION THERAPY

Concurrent Chemotherapy/RT Regimens
* Cisplatin 50 mg/m? on days 1, 8, 29, and 36; etoposide 50 mg/m? days 1-5, 29-33; concurrent thoracic RTby

« Cisplatin 100 mg/m? days 1 and 29; vinblastine 5 mg/m¥weekly x 5; concurrent thoracic RTP***

« Carboplatin AUC 5 on day 1, pemetrexed 500 mg/m? on day 1 every 21 days for 4 cycles; concurrent thoracic RT® (nonsquamous)***

* Cisplatin 75 mg/m? on day 1, pemetrexed 500 mg/m? on day 1 every 21 days for 3 cycles; concurrent thoracic RTde (nonsquamous)*™**
t additional 4 cycles of pemetrexed 500 mg/m**

« Paclitaxel 45-50 mg/m? weekly; carboplatin AUC 2, concurrent thoracic RTH*** + additional 2 cycles of paclitaxel 200 mg/m? and carboplatin
AUC 6**

S ial Ct | RT Regi Adi 0
* Cisplatin 100 mg/m? on days 1 and 29; vinblastine 5 mg/m?weekly on days 1, 8, 15, 22, and 29; followed by RTP

* Paclitaxel 200 mg/m? over 3 hours on day 1; carboplatin AUC 6 over 60 minutes on day 1 every 3 weeks for 2 cycles followed by thoracic RTY

*Regimens can be used as neoadjuvant/preoperative/induction chemoradiotherapy.
**Regimens can be used as adjuvant or definitive concurrent chemotherapy/RT.

aAlbain KS, Crowley JJ, Turrisi AT II1, et al. Concurrent cisplatin, etoposide, and chest radiotherapy in pathologic stage I1IB non-small-cell lung cancer: A Southwest
Oncology Group Phase |l Study, SWOG 9019. J Clin Oncol 2002;20:3454-3460.

bCurran WJ Jr, Paulus R, Langer CJ, et al. Sequential vs, concurrent chemoradiation for stage Il non-small cell lung cancer: randomized phase Il trial RTOG 9410, J
Natl Cancer Inst. 2011,103:1452-1460.

®Govindan R, Bogart J, Stinchcombe T, et al. Randomized phase |l study of pemetrexed, carboplatin, and thoracic radiation with or without cetuximab in patients with
locally advanced unresectable non-small-cell lung cancer: Cancer and Leukemia Group B trial 30407. J Clin Oncol 2011,29:3120-3125.

dChoy H, Gerber DE, Bradley JD, et al. Concurrent pemetrexed and radiation therapy in the treatment of patients with inoperable stage |11l non-small cell lung cancer: a
systematic review of completed and ongoing studies, Lung Cancer 2015;87:232-240

eSenan S, Brade A, Wang LH, et al. PROCLAIM: randomized phase Il trial of pemetrexed-cisplatin or etoposide-cisplatin plus thoracic radiation therapy followed by
consolidation chemotherapy in locally advanced nonsquamous non-small-cell lung cancer. J Clin Oncol 2016,34:953-962.

'Bradley JD, Paulus R, Komaki R, et al. Standard-dose versus high-dose conformal radiotherapy with concurrent and consolidation carboplatin plus paclitaxel with or without
cetuximab for patients with stage A or IHIB non-small-cell lung cancer (RTOG 0617): a randomised, two-by-two factorial phase 3 study. Lancet Oncol 2015,16:187-199.

gBelani CP, Choy H, Bonomi P, et al. Combined chemoradiotherapy regimens of paclitaxel and carboplatin for locally advanced non-small-cell lung cancer: a randomized
phase |l locally advanced multi-modality protocol. J Clin Oncol, 2005,23:5883-5891,

NCCN Practice Guidelines. Non-small cell lung cancer, version 5.2017



2taéduo lll (N2-N3) - (avooco)Beparneia cuvtipnong

PACIFIC: Study Design

Randomized, double-blind, placebo-controlled phase Il trial

Stratified by age (< 65 vs > 65 yrs), sex (male vs female),
and smoking history (current/former vs never)

Adult patients with locally l Durvalumab 10 mg/kg IV Q2W
advanced, unresectable, stage Ill / for up to 12 mos Until disease
NSCLC with = 2 cycles platinum- (n=476) .

_ progression or

based chemotherapy with unacceptable

radiation therapy and no \ Placebo IV Q2W toxicity

progression, WHO PS 0/1 for up to 12 mos

(N=713) (n=237)
Randomized within 1-42
days after cCRT

* Primary endpoints: PFS by BICR per RECIST v1.1, OS
* Secondary endpoints including: ORR, DoR, TTDM, PFS2, safety, PROs

Antonia SJ, et al. WCLC 2018. Abstract PL02.01. Antonia SJ, et al. N Engl J Med. 2018;[Epub ahead of print]



2taduo Il (N2-N3) - (avoco)Bepaneia cuvtipnong

PACIFIC: Study results (PFS)

Events/Patients, Median PFS, Mos 12-Mo PFS, % 18-Mo PFS, %
1.0 = n/N (%) (95% Cl) (95% Cl) (95% Cl)
Durvalumab 243/476 (51.1) 17.2(13.1-23.9) 55.7(50.9-60.2) 49.5 (44.6-54.2)
0.9 1 173/237 (73.0) 5.6 (4.6-7.7) 34.4 (28.2-40.7) 26.7 (20.9-32.9)

0.8 7
0.7 1
0.6
0.5+
0.4
0.3+
0.2

Durvalumab
— ‘

Probability of PFS

HR: 0.51 (95% Cl: 0.41-0.63)
0.14 median follow-up: 25.2 mos (range: 0.2-43.1)

0 I I I I I I I I I I | | i

0 3 6 9 12 15 18 21 24 27 30 33 36 39

_ . Mos Since Randomization
Patients at Risk, n

Durvalumab 476 377 302 268 213 188 163 143 116 83 43 23 1 0

Antonia SJ, et al. WCLC 2018. Abstract PL02.01. Antonia SJ, et al. N Engl J Med. 2018;[Epub ahead of print]



2taduo Il (N2-N3) - (avoco)Bepaneia cuvtipnong

PACIFIC: Study results (OS)

1.0 5
0.9
0.8 7
0.7 1
0.6 -
0.5+
0.4
0.3+
0.2
0.1+

0

Probability of OS

Events/Patients, Median OS, Mos 12-Mo OS, % 24-Mo OS, %
n/N (%) (95% Cl) (95% Cl) (95% Cl)
Durvalumab  1g3/4761384)  NR(34.7-NR)  83.1(79.4-86.2) 66.3 (61.7-70.4)
116/237 (48.9)  28.7 (22.9-NR)  75.3 (69.2-80.4) 55.6 (48.9-61.8)

Durvalumab

HR: 0.68 (99.73% Cl: 0.47-0.997; P = .0025)
Median follow-up: 25.2 mos (range: 0.2-43.1)

0

Patients at Risk, n
Durvalumab 476

| | | \ | | | \ | | | | | | |
3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Mos Since Randomization

464 431 415 385 364 343 319 274 210 115 57 23 2 0 0

Antonia SJ, et al. WCLC 2018. Abstract PL02.01. Antonia SJ, et al. N Engl J Med. 2018;[Epub ahead of print]



2taéduo lll (N2-N3) - (avooo)Beparneia cuvtipnong

EAAHNIKH MINEYMONOAOTTKH ETAIPEIA
HELLENIC THORACIC SOCIETY

MEDIASTINAL BIOPSY
FINDINGS

T1-3, NO-1
(including T3
with multiple
nodules in
same lobe)

Resectablek" ———» ‘

Medically
inoperable

_—

T1-2, T3
(other than
invasive), >
N2 nodes
positive, MO

T3 I
(invasion),
N2 nodes
positive, M0

INITIAL TREATMENT

Surgical resection®
+ mediastinal lymp

ADJUVANT TREATMENT

node dissection or
systematic lymph
node sampling

see Ireatment according

stage (NSCL-Z

to clinical

Definitive concurrent

» See Adjuvant Treatment (NSCL-3

chemoradiation'd (category 1)

o No apparent

m é}‘ veillance
+ Durvalumab¥ > INSCL-15

. SurgeryX * chemotherapy® (category 2B)

y rogression
Induction prog

chemotherapy®¥ + RT'
Progression <

Definitive concurrent

Systemic -+

* + RT! (if not given)

Local — RT! (if not given) + chemotherapy®

See Treatment for Metastasis
limited sites (NSCL-13) or
distant disease (NSCL-16)

P s

_ Surveillance

chemoradiation'9

"~ (NSCL-15)

NCCN Practice Guidelines. Non-small cell lung cancer, version 9.2017



2tado 1l (N2-N3) — «kpudpni» N2 vooog




2tado 1l (N2-N3) — «kpudpni» N2 vooog

¢ 0ao0Beveic mou urtoBAAAovTaL OE XELPOUPYLKN EKTOUN

% ovotnpatikn dewypatoAnyia pecodbwpakikwv Aspdpadévwv
v dlavolén tou umnelwkota ou BplokeTal emavw amno kKabe clotoLyo
Aepdpadeviko otaBuo — dlepevvnon — AP N aviutpoowMeUTIKWY BoLwv
n
< TANPNG eKTOUN Aepdadévwv pecoBwpakiov
v adaipeon OAwv Twv Lotwv tou dEpouv Aspdadevec adrivoviag avenada
LLOVO TOV OKEAETO TNC TPAXELAC, T PpEVIKA VEUPQ, TNV ALOPTH KAL TNV AVW
KolAn PAELRa
gvavtl
% EKAEKTIKAC deypatoAnyiog
v Broyia emiAeypuevwy povo Aepdadevikwyv oTaBwyv ou TILOTEVETOL OTL Oa
elval maBoAoyikot
(Grade 1B)

Ramnath N, et al. Treatment of stage Ill NSCLC. Chest 2013;143(5):314-40



2tado 1l (N2-N3) — «kpudpni» N2 vooog

¢ Seyxelpntkn dranictwon («kpudpng») N2 vooou (l1IA)
% TOPA TNV eVOEAEXN TIPOEYXELPNTLKN oTadlomoinon
< €PLKTA TEXVIKA N EKTOUN IPWTOMAB0oUG OyKou Kol Aepudadevwy
+ OAOKANPWON NMPOCXESLAOUEVNG EKTOUNG TIVEULOVOG ILE TAUTOXPOVN EKTOMN
necoOwpakkwv Aspdpadévwy (Grade 2C)
¢ ektoun NSCLC (RO)
% KOAO PS
% Meteyxelpntikn XMO (adjuvant platinum-based chemo) (Grade 1A)
% OLadoyikn pHeteyxelpnTik) AKO otav n mbavotnta TomKAG UTIOTPOTIAG ivat UPNAR
ocupdwva pe TNV aloBnon tou OPX mou ektéAeoe tnv ektopun (Grade 2C)
¢ anotuyia/aduvapia tARpouc ektoung oykou (R1,2)

< OUVOUVOOMOC peTeEYXELPNTIKAC XMO/AKO £vavtl AKO povo (Grade 2C)

Ramnath N, et al. Treatment of stage Ill NSCLC. Chest 2013;143(5):314-40



2TAAIO IV




2tadlo IV- yeviki mpooyyion

¢ e aoBeveic pe kaAo PS (ECOG level 0 or 1)

% OUVLOTATOL XNUELOOEPATTEVTLKO OXNLLOL TTOU TIEPLEXEL TTAQTLVAL
(platinum-based chemotherapy regimen) €vavti tng BEATLOTNG
UTTOOTNPLKTIKAC aywyn¢ (best supportive care, BSC) eneldni npoodEpel
ueyaAvtepn ermPlwon kot kaAutepn mototnta {wnc (Grade 1A)

% OUVLOTATOL CUVOUVOCHOC HUO0 XNHELOOEPATTEVTIKWV PAPUAKWV.
% N npooBnkn tpitou KUTTAPOTOELKOU XNHELOOEPATEUTIKOU Tapayovta

AEN cuviotatal kaBwc dev mpoodepel 0dpeAoC emPBlwong Kal UIopELl
va auénoeL onuavtika tn toéwkotnta (Grade 1B)

Socinski M, et al. Treatment of stage IV NSCLC. Chest 2013;143(5):341-68



1610 V- e€atopikevpuevn Bepaneia (avopoloyevela tAnbucpov)
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2tadlo IV- eatopikevpévn Oepaneia (Broyiec)

Paradigm Shift in Pathology . ..




2tadlo V- e§atopikevpuevn Bepaneia

LOTOAOYLKOC TUTIOG



Oepaneia 1" ypaUAC — LOTOAOYLKOC TUTOG

Decreasing Incidence of Squamous Cell Subtype Over Time

10-15%

25-30%

[l Adenocarcinoma

[ Squamous cell carcinoma

B Large cell carcinoma

B Other or not otherwise specified

85% of lung cancers are NSCLC

Cancer Incidence (%)

204

T
%
N\
v

~N
Yr of Diagnosis (3-Yr Moving Average)
B Adenocarcinoma
" Squamous cell
M Large cell

Wahbah M, et al. Ann Diagn Pathol. 2007;11:89-96



Oepaneia 1" ypaUAC — LOTOAOYLKOC TUTOG

¢ e aoBeveic mou npokeLtal va AdBouv mapnyopkn XnHeloBepamneia, cuvioTAToL
emihoyn XMO pe Baon tov LotoAoyiLko turo tou oykou (Grade 1B)

Survival Probability

1.0

0.8 1

0.6 1

0.4 +

0.2 1

Nonsquamous

Median Survival
C/Pem 11.8 mos
— C/Gem 10.4 mos

C/Pvs C/G Adjusted HR: 0.81
(95% CI: 0.70-0.94)

Mos

Survival Probability

1.0 7

0.8 1

0.6 1

0.4 ~

0.2 1

Sguamous

Median Survival
C/Pem 9.4 mos
— C/Gem 10.8 mos

C/Pvs C/G Adjusted HR: 1.23
(95% CI: 1.00-1.51)

Mos

Socinski M, et al. Treatment of stage IV NSCLC. Chest 2013;143(5):341-68, Scagliotti GV, et al. J Clin Oncol. 2008,26:3543-3551



Oepaneia 1" ypaUAC — LOTOAOYLKOC TUTOG

¢ e aoBeveic mou npokeLtal va AdBouv mapnyopkn XnHeloBepamneia, cuvioTAToL
emihoyn XMO pe Baon tov LotoAoyiLko turo tou oykou (Grade 1B)

[l Carboplatin/albumin-bound-paclitaxel
P < .001 [OcCarboplatin/paclitaxel

>0 RRR: 1.680
P =.005 41%

—~ 40 A N
9 RIOQR 1.31 o - 808
@ 33% RRR: 1.034
r 307 26% o
(¢D)
Z
(e) 20 -
o
(7p]
(O]
X 10-

0 4=

Intent to Treat Squamousft NonsquamousT

Socinski MA, et al. Treatment of stage IV NSCLC. Chest 2013;143(5):341-68, Socinski MA, et al. J Clin Oncol. 2012;30:2055-2062



Oepaneia 1" ypappunc — bevacizumab

¢ bevacizumab -> BeAtiwon eruBiwonc vronAnBuopov acBevwy (un-mMAakwdeg Ca, anovocia
EYKEPOAALKWV HETAOTACEWV Kol artovoia atpontuonc) pe NSCLC IV kat kaAd PS, otav
ouvbuaotel pe carboplatin-paclitaxel. 2 avutoU¢ Toug a.oBeveic cuvioTdtal n TPOoONRKN
bevacizumab ota carboplatin-paclitaxel (Grade 1A)

¢ un-mAakwdeg NSCLC kal aktivoBoAnOeioec otaOepeg eyKEPAAKEG LETAOTACELG OF
aoBeveic ou eival katd dAla vrtoP Lot ywa bevacizumab, n mpoobnkn bevacizumab otn
xnueloBepareia 1S ypapunc anoteAel aodpaAn emhoyn (Grade 2B)

E4599[1] AVAILI[23] JO19907!
(N =878) (N =1043; P values vs placebo) (N =180)
PCB PC CGB CGB Placebo + PCB Placebo +
(7.5 mg/kg) (15 mg/kg) CG PC
ORR, % 35 15 37.8 34.6 21.6 60.7 31.0
P<.001 P <.0001 P =.0002 P=.001
HR for PFS 0.66 0.75 0.85 0.61
P<.001 P =.0003 P =.046 P =.009
Median PFS, mos 6.2 4.5 6.7 6.5 6.1 6.9 5.9
HR for OS 0.79 0.93 1.03 0.99
P=.003 P =NS P = NS P=.95
Median OS, mos 12.3 10.3 13.6 134 13.1 22.8 23.4

Socinski MA, et al. Treatment of stage IV NSCLC. Chest 2013;143(5):341-68



2tadlo V- petaAAagelrg

LETAAAXEELC



Oepaneia 1" ypoappnc — petaddaelc (driver mutations)

Molecular Subsets of Lung Cancer Defined by Driver Abnormalities*
NRAS

Frequency of Driver
Abnormalities in NSCLC, %

Unknown

[ *Double mutations are

RET 1-2
rare (< 3%) ]

www.mycancergenome.org.



Oepaneia 1" ypapuic — otoxevovoa Beparneia

0S (%)

100

80-

60 -

40-

20-

Targeted therapy vs no targeted
therapy; P <.0001

Driver mutation + targeted therapy (n = 313; median OS: 3.5 yrs)
— Driver mutation + no targeted therapy (n = 265; median OS: 2.4 yrs)
= No driver mutation (n = 361; median OS: 2.1 yrs)

1 2 3 4 5
Yrs

Johnson B, et al. ASCO 2013. Abstract 8019



2tadio IV- EGFR mutations

EGFR mutations



Oepaneia 1" ypopupunc — EGFR petaAAagerg

¢ e aoBeveic pe yvwotec EGFR petaAAagelg, ouviotatol Oeparmeia 11 ypaptng pe
EGFR-TKI (gefitinib, erlotinib or afatinib or osimertinib) Adoyw tou kaAUtepou
TTOo0OTOU QVTATIOKPLONG (response rates), progression-free survival kot tpodiA
TOELKOTNTAC CLYKPLTLKA ME TLIC platinum-based doublets (Grade 1A)

EGFR Mutation Positive EGFR Mutation Negative
0 1'0"‘\_\ — Gefitinib 0 1.0 — Gefitinib
o 0.84 Pac/carbo O 0.8+ Pac/carbo
S 56- HR: 0.48 ° 164 HR: 2.85
E‘ ' (95% CI: 0.36-0.64; P <.001) E’ ' (95% ClI: 2.05-3.98; P < .001)
o 0.4+ o 0.4-
3 3
o 0.24 o 0.2+
a a
0 T T T T | . 1 0 T T 1 T 1
0 4 8 12 16 20 2 0 4 8 12 16 20 2
Mos Since Randomization Mos Since Randomization

Socinski MA, et al. Treatment of stage IV NSCLC. Chest 2013;143(5):341-68, Mok TS, et al. N Engl ] Med. 2009;361:947-957



Oepaneia 1" ypopupunc — EGFR petaAAagerg

Meta-analysis of Randomized First-line EGFR TKI Studies: Improved PFS

Study

HR
(95% CI)

HR

(95% CI)

EGFRmut (first-line therapy)
EURTAC
First-SIGNAL
GTOWG
INTACT1-2
IPASS

LUX LUNG3
NEJ002
OPTIMAL
TALENT
TOPICAL
TRIBUTE
WJITOG3405
Subtotal

Socinski MA, et al. Treatment of stage IV NSCLC. Chest 2013,;143(5):341-68, Lee CK, et al. ] Natl Cancer Inst. 2013,;105:595-605

0.37 (0.25-0.54)
0.54 (0.27-1.10)
1.08 (0.24-4.90)
0.55 (0.19-1.60)
0.48 (0.36-0.64)
0.58 (0.43-0.78)
0.32 (0.24-0.44)
0.16 (0.11-0.26)
0.59 (0.21-1.67)
0.90 (0.39-2.06)
0.49 (0.20-1.20)
0.52 (0.38-0.72)
0.43 (0.38-0.49)

a

Favors EGFR TKI

Favors Chemo

A\ 4



Oepaneia 1" ypopupunc — EGFR petaAAagerg

LUX-Lung 3+6: OS by del(19) and L858R Mutation Status

Del(19) L858R
Chemo Chemo
(n = 119) (n = 93)
Median, mos 31.7 20.7 Median, mos 22.1 26.9
1.0 HR (95% CI) 0.59 (0.45-0.77) 1.0 pay HR (95% CI) 1.25 (0.92-1.71)
P =.0001 " P =.1600
ke Py
= 0.8 = 0.8
o] O
© ©
5 5
= 0.6 g 0.6
0 0
@) O
3 0.4 2 0.4
IS IS
£ £
2 0.2 2 0.2
L L
0 0
0O 6 12 18 24 30 36 42 48 O 6 12 18 24 30 36 42 48
Mos Mos

Socinski MA, et al. Treatment of stage IV NSCLC. Chest 2013;143(5):341-68, Yang JCH, et al. Lancet Oncol. 2015;16:141-151



Oepanceia 1" ypappunc — EGFR-TKI + bevacizumab

Erlotinib ## Bevacizumab in Advanced NSCLC With EGFR Mutations: PFS

EB E
1.0 - Median PFS, mos 16.0 9.7
HR 0.54 (95% Cl: 0.36-0.79)
0.8~
g P value .0015
S 0.6 -
F R NSO e = SRS oreee — EB
2 0.4- E
o
o
* 0.2- : :
9.7 116.0
O 1 1 1 1 .I 1 1 1 1 1 1 1 1 1
O 2 4 6 8 10 12 14 16 18 20 22 24 26 2
Pts at Risk, n Mos
EB 75 72 69 64 60 53 49 38 30 20 13 8 4 4 0
E 77 66 57 44 39 29 24 21 18 12 10 5 2 1 0

Seto T, et al. Lancet Oncol. 2014,;15:1236-1244. Kato T, et al. ASCO 2014. Abstract 8005



Itadlo IV- ALK translocation

ALK translocation



Oepaneia 1" ypappunc — ALK translocation

100 -
5
8 Crizotinib
S 907 (n=173)
T Events, n (%) 100 (58) 127 (73)
>
>S5 60 + Median, mos 7.7 3.0
c?) § HR (95% CI) 0.49 (0.37-0.64)
© 5 40 - P value <.0001
29
E o
© 20 -
Qo
2
o
O || || || || ||
0 5 10 15 20 25
Pts at Risk, n Mos
Crizotinib 173 93 38 11 2 0
Chemotherapy 174 49 15 4 1 0

Shaw AT, et al. N Engl J Med. 2013;368:2385-2394



Oepaneia 1" ypappunc — ALK translocation

PROFILE 1014: Crizotinib vs Pemetrexed/ Platinum in Advanced Untreated NSCLC

nonsquamous /'

NSCLC not dPrir_nary
previously endpoint: PFS
treated \
(N =343)

1004 Crizotinib  Chemotherapy HR (95% Cl) P Value
80~ (n=171) (n =169)
ORR, % 74 45 <.001
g 60 mPFS, mos  10.9 7.0 0.45 (0.35-0.60) < .001
%
o 401
20+
0 T T T T T T T
0 5 10 15 20 25 30 35

Solomon BJ, et al. N Engl J Med. 2014;371:2167-2177. Mok T, et al. ASCO 2014. Abstract 8002



Oepaneia 1" ypappunc — ALK translocation

100,

PFS (%)

Phase | ASCEND-1: Ceritinib in ALK-Positive NSCLC

Treatment (N = 246): 750 mg/day .
(MTD from dose-escalation phase)

Antitumor activity independent of
prior ALK inhibitor treatment .

== ALK inhibitor treated (n = 163)
-+ ALK inhibitor naive (n = 83)
All (n = 246)

Median PFS: 18.40 mos
Median PFS: 9.03 mos

Median PFS: 6.93 mos

0 6 12 18 24 30 36

Most common grade 3/4 AESs:
increased ALT (29.8%) and AST
(9.8%)

Most common AEs (all grades):
diarrhea (86.7%), nausea (82.7%),
vomiting (61.6%)

Felipe E, et al. ESMO 2014. Abstract 1295P



Oepaneia 1" ypappunc — ALK translocation

Alectinib in Pts With ALK-Positive NSCLC: Results

Median PFS: 27.7 mos 2-yr OS rate: 79%
1.0+ (95% CI: 26.9-NR) 1.0 (95% CI: 63% to 89%)
0.8 0_8__ILI_'_'—'—-_._I_
0 0.6+ . 0.6-
e @ 2 I
0.4+ 0.4-
0.2+ | 0.2
I
0 || || || || || - || 1 O || ] || || ] | 1
0 5 10 15 20 25 30 35 0 5 10 15 20 25 30 35
Mos Mos

 ORR:93.5% (95% CI: 82.1-98.6); CR: 19.6%; PR: 73.9%; SD: 2.2%

Tamura T, et al. Chicago Multidisciplinary Symposium in Thoracic Oncology 2014. Abstract 10



2tadlo IV- avoooBepaneia

aQvooo00spaTela



2taédlo IV- avoooBepansia

Blockade of PD-1 Binding to PD-L1 (B7-H1) and PD-L2 (B7-DC)
Revives T Cells

 PD-L1 expression on
tumor cells is induced

PD-L1/PD-1-mediated by V'mterferon

inhibition of tumor cell killing e In Other WOde

IFN-y-mediated
upregulation of
tumor PD-L1

Priming and .
activation of actlvate_d T cells that
T cells could kill tumors are

specifically disabled
by those tumors

& . » T-cell polarization PD-1
foie> 8| ()T mmunecen © PD-L1
/ 'V'Zh | ! T.2 modulation of T cells ® PD-L2

. macrophage @@ C . -
Stromal PD-L1 . 2 PD-L2-mediated v I/IIZGCIZI rleceptor
modulation of T cells - IL-4/13 inhibition of T2 T cells CD28-
Can you generate Can the T cells Canthe T cells Can the T cells Can the T cells <

tumor-killing T cells? get to the tumor? see the tumor? be turned off? be turned off? Shp-2

O O O O (0] ¢B7.1

Antigen priming T-cell trafficking Peptide-MHC Inhibitory cytokines  PD-L1 expression
expression on tumor cells

Sznol M, et al. Clin Cancer Res. 2013;19:1021-1034



staédo IV- nivolumab —

100 Median Overall Survival 1-Yr Overall Survival No. of
501 mo (95% Cli) % of patients (95% CI) Deaths
Nivolumab (N=135) 9.2 (7.3-13.3) 42 (34-50) 86
7 80 Docetaxel (N=137) 6.0 (5.1-7.3) 24 (17-31) 113
| —
L7
u 70"‘
a
S 60-
»® Hazard ratio for death, 0.59 (0.44-0.79)
- 50 P<0.001
[
2
2 40
@ Nivolumab
© 30
s . Ty
5 20
10 SR S0
Docetaxel
0 | | 1 | | 1 |
0 3 6 9 12 15 18 21 24
Months
No. at Risk
Nivolumab 135 113 36 69 52 31 15 7 0
Docetaxel 137 103 68 45 30 14 7 2 0

Brahmer J, et al. Nivolumab versus docetaxel in advnaced squamous-cell NSCLC. NEJM 2015;373:123-35



2tadio IV- pembrolizumab

C No Previous Treatment

10011t | TN | | PS=50%
90 |
- Il
X 704 | |
.Tg 60— ||
=3 50
v
= 40— (2 |
= PS <1%
5 30—
20
10 PS 1—49%
0 | 1 | | | 1 1
0 4 3 12 16 20 24 28
Months
No. at Risk
PS =50% 20 18 11 4 0 0 0 0
PS 1-49% 34 30 15 3 1 0 0 0
PS <19 8 6 3 2 0 0 0 0

Garon E, et al. Pembrolizumab for the treatment of NSCLC. NEJM 2015,;372:2018-28



2tadlo IV- pembrolizumab + chemotherapy

KEYNOTE 189 (non-squamous NSCLC IV, cis/carbo-pem plus pembro or PL)

Patients W ho Survived (%)

Pembrolizumab combination

TANE ] B AN NN |
Placebo combination

Hazard ratio for death, 0.49 (95% CI, 0.38-0.64)
P<0.001

3 6 9 12 15 18 21
Months

Garon E, et al. Pembrolizumab for the treatment of NSCLC. NEJM 2015,;372:2018-28



2tadio IV- cuotnpartiky Oeparmneia 1" ypap i

Ca nveUpovVOoG
|
EKTETOPEVO i&l PD-L1 >50% I OXI

PD-L1 inhibitor
(pembrolizumab)

iﬁl NAAKWEEC Ii

platinum-based doublet
(gemcitabine/taxanes)

4
NAI HeTaAAGEELS

| |L(EGFR, ALK, ROS1, BRAF)

otoxevouoa Beparmeia
(erlotinib/gefitinib/afatinib, crizotinib)

platinum-based doublet
(etoposide)

platinum-based doublet
(pemetrexed/taxanes)
tbevacizumab



2tadlo IV- Bepaneia cuvtipnong

«fepamela cvvTpnonc»



2tadlo IV- Bepaneia cuvtipnong

Maintenance Therapy for Pts With Nonprogressive Disease*

Options:

= Bevacizumab,

\ pemetrexed (cat 1)

v

= Bevacizumab +
pemetrexed
= Gemcitabine (2B)

Pts with at least SD

PS 0-1 ~— = Docetaxel,
= Erlotinib,
= Gefitinib

A 4

*After initial platinum-based
chemotherapy.

— S
—~ I

NCCN. Clinical Practice Guidelines in Oncology: non-small-cell lung cancer. v.5.2015



2tadlo IV- Bepaneia cuvtipnong

¢ un-mAakwdeg NSCLC otadiov IV xwpic tpoodo vooou

% UETA aro 4 kukAouc platinum-based XMO (rtou dev mepléxel pemetrexed)
< Oepamneia cuvtipnong (switch maintenance) pe pemetrexed (Grade 2B)

< «switch maintenance therapy» pe xnueLloBeparmneutiko napayovio aAAo ano to
pemetrexed dev BeAtwwvel tnv eniBiwon kat AEN cuviotatal (Grade 2B)

% HETA amo 4 kukAouc platinum-pemetrexed XMO

< Oepaneia cuvtipnong (continuation maintenance) pe pemetrexed (Grade 2B)

% HETA amo 4 kukAouc platinum-based XMO

< mpoteivetal Bepamneia cuvtipnong ne erlotinib (Grade 2B)

« cetuximab o cuvbuaopo pe XMO npoteivetal va MH xpnolpomnoleital EKTog
KAWVIKWV peAeTwy (Grade 2B)

Socinski MA, et al. Treatment of stage IV NSCLC. Chest 2013;143(5):341-68



2taéio IV- Bgpamneia 27¢ / 3" ypapUAC

«Oepameia 21 / 31 ypapuunc»



Oseparneia 27¢ / 3" ypapAc — no/unknown mutations

« Commonly used options
— Docetaxel £ ramucirumab or nintedanib
— Pemetrexed
— Erlotinib
— Gemocitabine
— Nivolumab
« Multiple investigational options

NCCN. Clinical Practice Guidelines in Oncology: non-small-cell lung cancer. v.5.2017



2tadlo IV- Bepanceia 2" ypauung (EGFR mutation)

Continued
. Thera
Systemic-PD —
Continued
. Therapy
Oligo-PD —
“Solitary” New Lesions
- Inadequate
Cﬁ?é'rr;ued CNS penetration?
CNS-PD =y \
1
Drug
Baseline Complete Remission Brain-Only PD

Gandara DR, et al. Clin Lung Cancer. 2014;15:1-6



2tadlo IV- Bepanceia 2" ypauung (EGFR mutation)

Acquired Resistance to Targeted TKIs: PD Subtype Influences Clinical Practice

Observed Resistance

Mechanisms

T790M (total)
+ EGFR amp
+ beta-catenin
+ APC

MET amplification

Unknown

mechanism
(30%)

T790M
(49%)

PIK3CA
MPIK3CA

SCLC transformation (5%)

N O W N PN AN

Epithelial-mesenchymal
transition

BWSCLC
No changes identified 8 transformation
(14%)

Sequist LV, et al. Sci Trans Med. 2011;3:75ra26



2tadlo IV- Bepaneia 2" ypauung (EGFR mutation) - osimertinib

Acquired Resistance to Targeted TKIs

A Patients in Intention-to-Treat Population

Median
No. of Progression-free
Patients Survival
mo (95% Cl)
Osimertinib Osimertinib 279 10.1 (8.3-12.3)
Platinum—pemetrexed 140 4.4 (4.2-5.6)

Hazard ratio for disease progression
or death, 0.30 (95% Cl, 0.23-0.41)

P<0.001

s

Platinum—pemetrexed

9 1.0
<=
5 0.8
2 ;
§ =
©
= 0.6
a2
S a
Fo 0.4
:'g
‘§ 0.2
a
0.0
0
No. at Risk
Osimertinib 279
Platinum— 140
pemetrexed

I | |

3 6 G 12 15 18
Month

240 162 88 50 13 0

93 44 17 7 1 0

Mok TS, et al. Osimertinib or platinum-pemetrexed in EGFR T790M-positive lung cancer. NEJM 2017;376:629-40



ApXEC OEPATTEVUTIKAC AVTLUETWIILONG

EKTOMUN +
<« EKTOMNA XMO —ik— XMO/AKO —s«——— XMO —— >
NlL— NO N1 N2 N3 Nx
M MO M1 S
A 1B
>
otadwo | otadlo otaduo Il otadwo IV

Rivera P, et al. Establishing the diagnosis of lung cancer. Chest 2013;143(5):142-65



AVTLLETWTILON TTPOXWPNHEVOU KOLPKLVOU TVEULOVOC

Non-small cell lung cancer histology

Genetic testing

( Nonsquamous cell )

¥
£< Targetable driver mutation present? >N—°+

| Squamous cell J

Measure PD-L1 expression level

Measure PD-L1 expression level

v \ v ¥ ¥
ROS1

EGFRmt ALK rearrangement rearrangement PD-L12>50% PD-L1 <50% PD-L1250% | PD-L1<50%
Treatment: 1st line
Erlotinib/ | Osimertinib Alectinib | Crizotinib” Crizotinib Pembrolizumab® | Platinum doublet | Carboplatin/ Pembrolizumab | Platinum doublet
gefitinib/ or or with pemetrexed or pemetrexed/
afatinib | | +bevacizumab | pembrolizumab
2nd line | | |
Osimertinib | Platinum doublet | 3rd-generation | Alectinib; 2nd-generation | | Platinum doublet | Immunotherapy | Docetaxel Platinum doublet | Immunotherapy
(if T790M ' with pemetrexed | ALK inhibitor | or brigatinib; ROS1 inhibitor with pemetrexed | (nivolumab, | +ramucirumab; {nivolumab,
resistance  *bevacizumab | clinical trial; or ! or ceritinib clinical trial; or + bevacizumab | pembrolizumab,® : or gemcitabine pembrolizumab,©
develops) . platinum doublet ; platinum doublet or atezolizumab) | or atezolizumab)

| with pemetrexed | with pemetrexed |

! + bevacizumab . + bevacizumab '
3rd line ' | ‘
Platinum doublet ‘ Docetaxel Platinum doublet ' 3rd-generation | Platinum doublet | | Docetaxel Docetaxel ' Docetaxel + ramucirumab;
with pemetrexed : * ramucirumab; | with pemetrexed : ALK inhibitor with pemetrexed | | + ramucirumab; | *ramucirumab; | or gemcitabine; or consider
+ bevacizumab | or gemcitabine | * bevacizumab ! clinical trial; or | + bevacizumab || or gemcitabine | or gemcitabine | next-generation sequencing

§ (if not received | platinum doublet | (if not received : to identify targetable mutations

; as 2nd line); or | with pemetrexed | as 2nd line); or ;

i docetaxel | +bevacizumab | docetaxel |

. + ramucirumab; | + ramucirumab; '

| or gemcitabine | or gemcitabine |

Consider clinical trial options from time of diagnosis and throughout treatment.

Doroshow DB, Herbst RS. Treatment of advanced NSCLC in 2018. JAMA Oncol 2018;4(4):596-70
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