O pOAOC TOU XEIPOUPYEIOU OTOV
KAPKIVO TOU TTvEUNOova oTadiou Il
(oTNnV €TOXN TNG AVOOO0BEPATTEIOG)

Aeov Tou@ekT IV

OWPAKOXEIPOUPYOGS
laTpiko KévTpo ABnvwy

O A
E MANEAAHNIO Aj\ \
[ IVEUOVOAOVYIKO ZYNEAPIO ‘ Nt



Xeipoupyikn kair MMKIT

15-20% 30-35%

2t1ao01a | & I 2t1aoio lll 2T1aol10 IV




Xeipoupyikn kair MMKIT

2t1ao01a | & I 2t1aoio lll 2T1aol10 IV

[Mo10¢ 0 POAOG TNG XEIPOUPYIKNG EKTOMNG OTN BepaTreia?




Xeipoupyikn kair MMKIT

2t1aoio lll

2T1aol10 IV

2XEOOV TTAVTO MepIKEC POpPEG

2t1ao01a | & I




Xeipoupyikn kair MMKIT

2t1aoio lll

MepIKEC POpPEG




Xeipoupyikn kair MMKIT

[M1aTi XEIPOUPYIKN EKTOMN?

100% == 24 60
Wy ———L Proposed Events/N MST Month Month

80% 1\, e IA1 68/781 NR  97% 92%
% T A2 505/3105 NR  94%  83%

60% - A T IA3 546/2417 NR  90%  77%
40% T L - 1A 215/585 NR  79%  60%
20% - T——— B 605/1453 66.0  72% 53%
0 - HIA 2052/3200 293  55% 36%

Ne— 1B 1551 /2140 19.0  44% 26%

0% | T |

0 24 48 72 \ya 336/484 115 23%  10%
Months IVB 328/398 6.0  10% 0%

Goldstraw et al. J Thorac Oncol 2016
The IASLC Lung Cancer Staging Project 8th edition

270 87% TOU OUVOAOU TWV 00BeVWYV XpNOoINOTTOINBNKE
N XEIPOUPYIKN EKTOUN



Xeipoupyikn kair MMKIT

[M1aTi XEIPOUPYIKN EKTOMN?

100% == 24 60
ey, “—~—_  Proposed Events/N MST Month Month

80% 1\ "\, e IA1 68/781 NR  97%  92%

\ T 1A2 505/3105 NR  94%  83%

60% N\ T IA3 546/2417 NR  90% 77%

1 \ . ~ (v] 0

40% - T - - A 215/585 NR  79%  60%

20% - e B 605 /1453 66.0 _ 72% 539%

0 S 2052/3200 293  55% 36%

0% — 1551/2140 19.0 44%  26%
0 | I |

0 24 48 72 YA 336/484 115  23%  10%

Months IVB 328/398 6.0  10% 0%

Goldstraw et al. J Thorac Oncol 2016
The IASLC Lung Cancer Staging Project 8th edition

270 87% TOU OUVOAOU TWV 00BeVWYV XpNOoINOTTOINBNKE
N XEIPOUPYIKN EKTOUN



2TadloTroinon

8n ékdboon TNM (2016)

Stage IllA T1a-c N2 MO
T2a-b N2 MO
T3 N1 MO
T4 NO MO
T4 N1 MO
Stage I1IB T1a-c N3 MO
T2a-b N3 MO
13 N2 MO
T4 N2 MO
Stage 1IIC 13 N3 MO
L., N3 MO

Mikpa T kai peydAa N, peyaAa N kal gikpa T  cuvOuaouOG AUTWV

|

2NMOVTIKA ETEPOYEVNG ONAOQ



2TadloTroinon

8n £ékd6oon TNM (2016)

T3 T4

*AANQYEG OCUYKPITIKA ME TNV 7N £€KOOOT TNG OTAOIOTTOINONG TOU KAPKIVOU TOU TTVEUMOVA



Xeipoupyikn Tou otadiou Il MMKI

|daVvIKOC utTTOWN@IOG ONMAiveEl 3 TTPANOTA:



Xeipoupyikn Tou otadiou Il MMKI

|daVvIKOC utTTOWN@IOG ONMAiveEl 3 TTPANOTA:

®* OykoAoyika opB6

® Teyxvika duvaro

®* QuoloAoyIKG aVEKTO



Xeipoupyikn Tou otadiou Il MMKI

|daVvIKOC utTTOWN@IOG ONMAiveEl 3 TTPANOTA:

®* OykoAoyika opB6
!

‘G)a ETTWQPEANDBEI 0 aoBeVAG ATTO Mia XEIPOUPYIKA amopﬁ?‘

® Teyxvika duvaro

‘

‘Eivou TEXVIKA €@IKTA N TTARPNS (RO) £KTO|Jr']?‘

®* QuoloAoyIKG aVEKTO

¢

Miropei 0 a0BeVAG va aVTECEI Hia EKTETAMEVN XEIPOUPYIKA anépﬁaon?‘




21adio lll MMKIN

A (N2)

T1-2N2




21adio lll MMKIN

A (N2) NB-C

T3-4N2

T1-2N2 N3

EmrepfaTtiki oTtadlotroinon Tou peocobwpakiou



21adio lll MMKIN

A (N2) NB-C

T3-4N2

T1-2N2 N3

EmrepfaTtiki oTtadlotroinon Tou peocobwpakiou

2UlNTNON OTO OYKOAOYIKO GUMBOUAIO



National
Comprehensive
NGOl Cancer

KateuBuvTnpieg odnyieg

Network®
Margins Surveillance
negative (R0)S > Chemotherapy® > (NSCL-15)
) m ory! (preferred Reresection + chemotherapyP . N
Q or urveillance
_ R1° > | Chemoradiation™ ' (NSCL-15)
Chest wall, Marg!ns (sequentialP or concurrent’)
proximal airway, or positive
mediastinum or Reresection + chemotherapyP S il
(T3 invasion, NO-1 > R2S —— |or —_— SVEIRAINGE
Resectable T4 Concurrent chemoradiation™" NSCL-15
extension, NO-1)
Margins Ob , Surveillance
Stage llIIA (T4, NO-1) ——— Concurrent negative (R0)® > serve (NSCL-15)
chemoradiation™'’ |
or — Surgery
p
Chemotherapy Margins positive - R tionY . Surveillance
Stage IIIA (T4, NO-1) Definitive concurrent Durvalumab’ ,. Surveillance

Unresectable chemoradiation™' (category 1) > (category 1) (NSCL-15)



National
Comprehensive
NGOl Cancer

KateuBuvTnpieg odnyieg

Network®
Margins Surveillance
negative (R0)S > ChemotherapyP > (NSCL-15)
) S, | (preforred Reresection + chemotherapyP
urgery' (preferre or Surveillance
R1° > | Chemoradiation™ ' (NSCL-15)
Chest wall, Margins (sequentialP or concurrent”)
proximal airway, or positive
mediastinum or Reresection + chemotherapyP S ”
(T3 invasion, NO-1 > R2S —— |or —_— VORI
Resectable T4 Concurrent chemoradiation™" NSCL-15
extension, NO-1)
Margins Ob , Surveillance
Stage A (T4, NO-1) ————> (ot negative (RO)s — . Pserve (NSCL-15)
chemoradiation™'’
or — Surgery!
p
Chemotherapy Margins positive__ R tionY . Surveillance
(R1, R2) eresection (NSCL-15)
Stage IllA (T4, NO-1) Definitive concurrent . Durvalumab’ ,. Surveillance
Unresectable chemoradiation™' (category 1) (category 1) (NSCL-15)

* 2uptmrépaocpua: Otroredntrote €vag T3 | T4 oykog (NO R N1) ptropei
va eCaIPEDEi PE aPVNTIKA OpIa, N XEIPOUPYIKK OepaTtreia TTPOTIHATAI
Kol 0KOAOUOEiTOI OTTO ETTIKOUPIKA XNMEIOOEpATTEIQL.

® O un-N2 otadiou lIIA MMKI (eav gival e€aIPECIPOG) AVTIMETWTTICETAI CUVHOWG
oTTw¢g 10 otadio |l



KateuBuvTnpieg odnyieg

SurgeryI (preferred)

Chest wall,
proximal airway, or
mediastinum or
(T3 invasion, NO-1 |~
Resectable T4
extension, NO-1)

Stage IlIA (T4, NO-1) ——

Concurrent
chemoradiation™"
or

ChemotherapyP

Stage llIA (T4, NO-1)
Unresectable

Definitive concurrent
chemoradiation™' (category 1)

National
Comprehensive

NGOl Cancer
Network®

A (un-N2)

Margins Surveillance
negative (R0)S > Chemotherapy® > (NSCL-15)
Reresection + chemotherapyP
or Surveillance
R1° > | Chemoradiation™ ' (NSCL-15)
Margins (sequentialP or concurrent’)
positive
Reresection + chemotherapyP Surveillance
R25 —— |or —_—
Concurrent chemoradiation™" NSCL-15

Margins Ob , Surveillance
negative (R0)S serve (NSCL-15)

Surgery!

Margins positive Surveillance

H u
Durvalumab" . Surveillance

(category 1) (NSCL-15)

®* M1ropei n E1I0ayWYIKN OEpATTEIO VO KATOOTHOEI EvaV OYKO
TEXVIKA ECAIPECINO??



National
Comprehensive

NGOl Cancer
Network®

KateuBuvTnpieg odnyieg

A (N2), T3N2 (l1IB)

Definitive concurrent - Durvalumab" ", Surveillance
T1-2, T3 chemoradiation™" (category 1) (category 1) (NSCL-15)
(other than
invasive), > |or No apparent - Surgery' + chemotherapyP (category 2B)
N2 nodes progression + RT™ (if not given)
positive, M0 Induction
chemotherapyP:V £ RT™ Local — RT™ (if not given) * chemotherapyP
Progression See Treatment for Metastasis
Systemic > limited sites (NSCL-13) or
distant disease (NSCL-16)
T3 ‘
(invasion), Definitive concurrent Durvalumab’ Surveillance

N2 nodes | > chemoradiation™" = (category 1) = (NSCL-15)
positive, M0



National
Comprehensive
NGOl Cancer

KateuBuvTnpieg odnyieg

Network®
A (N2), T3N2 (11IB)
Definitive concurrent - Durvalumab" ", Surveillance
T1-2, T3 chemoradiation™" (category 1) (category 1) (NSCL-15)
(other than
invasive), > |or No apparent - Surgery' + chemotherapyP (category 2B)
N2 nodes progression + RT™ (if not given)
positive, M0 Induction
chemotherapyPV £ RT™ Local — RT™ (if not given) * chemotherapyP
Progression See Treatment for Metastasis
Systemic > limited sites (NSCL-13) or
distant disease (NSCL-16)
T3 ‘
(invasion), ,. Definitive concurrent ,. Durvalumab’ ,. Surveillance
N2 nodes ‘ chemoradiation™" (category 1) (NSCL-15)
positive, M0

Moia opada Twv N2 acBevwv

®* 'Evag Aep@adevIKOC OTAOUOC
®* MoAAaTrAoi Asp@adevikoi oTaduoi
* Bulky vbéoog



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

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

KateuBuvTnpieg odnyieg

* PFTs (if not previously
done) ]
* FDG PET/CT scan! (if
not previously done)
« Brain MRI with contrast¥
* Pathologic confirmation
of N3 disease by:
» Mediastinoscopy
» Supraclavicular lymph
node biopsy
» Thoracoscopy
» Needle biopsy
» Mediastinotomy
» EUS biopsy
» EBUS biopsy

* FDG PET/CT scan! (if not
previously done)

« Brain MRI with contrast¥

* Pathologic confirmation

» Mediastinoscopy

» Supraclavicular lymph
node biopsy

» Thoracoscopy

» Needle biopsy

» Mediastinotomy

» EUS biopsy

» EBUS biopsy

of N2-3 disease by either:

National
Comprehensive

NGOl Cancer
Network®

Stages IlIB & IlIC

N3 negative——— See Initial treatment for stage |-llIIA (NSCL-8)

Definitive concurrent
chemoradiation™'
(category 1)

Durvalumab’
(category 1)

Surveillance

(NSCL-15)

N3 positive —— —_—

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

Ipsilateral
mediastinal
nod(: ne:gative — See Treatment for Stage lllIA (NSCL-6)
Contralateral (T4, NO-1)
mediastinal
node negative Ipsilateral Definitive
mediastinal concurrent Durvalumab’
node positive chemoradiation™’ category 1
(T4, N2) (category 1) l
Contralateral Definiti ¢
mediastinal c:elr?\:alg:ig;irl:cnu"q? n ‘ Durvalumab" Surveillance
node positive ’ category 1 NSCL-15
See Treatment for Metastasis
Metastatic disease »| limited sites (NSCL-13) or
distant disease (NSCL-16)




KateuBuvTpieg 0dnyieg )

®* AileyxeipnTikn pn-bulky N2 vooog e¢aipeital Kal akoAouBei
ETTIKOUPIKN BepaTreia £ PORT

®* N2 vOOOG £VvOG OTAOMOU MTTOPEI VO AVTIMETWTTIOOEI €iTE PE
XEIPOUPYIKN EKTOMN KOl ETTIKOUPIKN BEpaTreia, EITE ME EICAYWYIKN
Bepatreia KAl XEIPOUPYIKN £EAipECN

® 0Oykol TNG BwpPaKIKNG €600V (superior sulcus) avTIMETWTTICOVTOI ME
E1I00YWYIKN XNMEIOAKTIVOOEPATTEIO KOl OTN OUVEXEIA, EAV Eival
ECAIPETIMUOIL, ATTO XEIPOUPYIKN EKTOUN. H id1a TTpOCEyyIion atroTeAEi
ETTIAOYN VIO KEVTPIKOUG T3 Kal T4 6ykKoug.

Postmus PE, et al.
Ann Oncol 2017



21adio lll MMKIN

A (N2)

T1-2N2

CT + ExkTopun CTRT
Ektoun + CT +
+ RT Durvalumab

Ektoun + CT
CT + ExkTtoun




Xeipoupyikn avtigetTwtrion otadiou Il MMKI

|daVvIKOC utTTOWN@IOG ONMAiveEl 3 TTPANOTA:

®* QuoloAoyIKG aVEKTO

¢

Miropei 0 a0BeVAG va aVTECEI Hia EKTETAMEVN XEIPOUPYIKA snéppaon?‘




[MpoeyXEIPNTIKN AVATTVEUOTIKN EKTIMNON

Algorithm for Thoracotomy and
Major Anatomic Resection

(Lobectomy or greater)
VO2max
<10 MI/Kg/Min | s
Or<35%
Positive high-risk
cardiac evaluation® \
VO2max
PpoFEVior | __ 10-20 mi/kg/mi Moderate
- g/min
/’ PPoDLCO <30% q < or35%-75% | 7 Risk

SCT <22m OR

SWT < 400m VO2max
>20 ml/kg/min
Or >75%
Positive low-risk
or Negative cardiac
: ppoFEV1 or Stair climb or
evaluation ./) ppoDLCO < 60% Shuttle walk

AND both >30% \
l >22m OR
>400m
ppoFEV1%
ppoFEV1 and
pPoDLCO%" = paDLCO > 60%°

ACCP Evidence-Based Clinical Practice Guidelines, 3rd ed, 2013




ThRCRI (Thoracic Revised Cardiac Risk Index)

® 2repaviaia vooog: 1,5
® Ayyelakn eyke@aAikn vooog: 1,5
* KpeaTtivivn opou > 2mg/dl: 1

®* veupovektoun: 1,5

m Opada A: 0 BaBuoi: KapdiayyelakeEg eTTITTAOKES 1,5%

m Opdda B: 1-1,5 BaOuoi: Kapdiayyelakég eTITTAOKES 5,8%
m Opaoda C: 2-2,5 BaBuoi: Kapdiayyelakeg eTTITTAOKES 19%
m Oupada D: > 2,5 BaBuoi: KapdiayyelakéG eTITTAOKES 23%

Eav ThRCRI > 2 mrepaitépw KapOIayyeIaKOG EAEYXOC Kal TTIBAVWG
TTapEupBaon

Bruneli et al.
Ann Thor Surg 2010



[MepAITEPW TTPOEYXEIPNTIKOG EAEYXOC

®* INa méavn TTVEUUOVEKTOMN OTTIVONnpOoypa@nMa AINATWONG
* Kapdlayyelakn EKTiNNON

®* Ymrepnxoypa@ia Kapdiag (EAeyXog yia onMEia
TTVEUMOVIKAG UTTEPTAONG)

®* AOKIHOCIEC KOTTWONG (OTTWG EVOEIKVUVTAI)

®* EkTiynon 0pswncg (atrwAsgia Bapoug, Aeukwuata/aAfoupivn)

®* Performance status (ECOG scale, Karnofsky index)
2UUTTEPOAOHA: YiIa OykKoug T3 kal T4 yia Toug otroioug Ba xpelacOei

EKTETAMEVN XEIPOUPYIKN EKTOMN N KAAN QUOIKRA KATAOTOON €ival
ATTOPAITNTN YIA TN MEIWON TWV HETEYXEIPNTIKWYV ETTITTAOKWV



AlQCTPWHATWON KIVOUVOU

Lung resection candidate

!

Check cardiologic history
for calculating ThRCRI

ThRCH ThRCRI 2 2

Check spirometry with DLCO measurement Refer to cardiologist
for calculating ppoFEV1 & ppoDLCO ¢ Optimize cardiac status
ppOFEV1 > 600/0 //—l
and ppoDLCO > 60% Either ppoFEV1 or ppoDLCO < 60%
Perform a CPET

for calculating VO2max & VE/VCO2

VO2max > 20 ml/kg/min VO2max = 10 - 20 ml/kg/min VO2max < 10 ml/kg/min

| ] 1
vencoz

P il W

VE/NCO2 <= 35 VE/NCO2 > 35 Consider
compromised minor resection or
non surgical management

Low - Intermediate Intermediate - High

Risk Risk

Salati et al.
Curr Surg Rep 2016;4:37



Xeipoupyikn avtigetTwtrion otadiou Il MMKI

|daVvIKOC utTTOWN@IOG ONMAiveEl 3 TTPANOTA:

® Teyxvika duvaro

‘

Eival texvikd eIkt n TARpng (RO) EKTOHr']‘




T3s & T4s

Eivai duvatn n RO ekToun
T3 T4




T3s & T4s

Eivai duvatn n RO ekToun
T3 T4

H 0éon Tou emmiTrA£oVv 0l10iovu Ba
Ka@opioel TNV EKTAON TNG
QTTAITOUMEVNG EKTOMNG



T3s & T4s

Eivai duvatn n RO ekToun
T3 T4

— e —

2UVNOwcg vai KaTroieg @opEg vai



T3s & T4s

Eivai duvatn n RO ekToun
T3 T4

— e —

>uviOwcg vai ®* Eival amré@aon Tou Xeipoupyou
* ECapTtartal amrd TNV £KTAON TNG
d1nBnong kai tn d100€01un
XEIPOUPYVYIKN TTEIpa



T3s & T4s

Eivai duvatn n RO ekToun
T3 T4

BeATIWVEI N €10aYWYIKN OgpaTtreia TNV €CAIPECINOTNTA EVOS OYKOU?



T3s & T4s

Eivai duvatn n RO ekToun
T3 T4

® CT/RT ptropei va ouppiIKVWOOUV TOV OYKO
® [pokaAouv £1rioNnNg TOTTIKIN QPAEYMOVA Kal ivwon
®* Auoyxepaivel n €aipeon Kal TIBAV AVAKATAOKEUN



T3s & T4s

Eivai duvatn n RO ekToun
T3 T4

— e —

®* Edv évag 0ykog pTtropei va e€aipedei atro Tnv apxn ocuvnlwg
QUTO TTPOTIMATAI

®* H sicaywyiKn Oepatreia TIG TTEPICOCOTEPESG POPESG O B
TTEPIOPICEI TNV EKTAOCT TNG ATTAITOUMEVNG EKTOMNG



Xeipoupyikn avtigetTwtrion otadiou Il MMKI

|daVvIKOC utTTOWN@IOG ONMAiveEl 3 TTPANOTA:

®* OykoAoyika opB6
!

‘G)a ETTWQPEANDBEI 0 aoBeVAG ATTO Mia XEIPOUPYIKA amopﬁ?‘




Xeipoupyikn yvia otaoio A




Xeipoupyikn yia otadio A (T3s & T4s)

Table 1

Selected summary of extended resections of T4 NSCLC

Reference

T4 Sites of Disease

Morbidity Mortality Survival
Patients (%) (%) (% at 5 x)

Burt et al,® 1987

Aorta, pulmonary artery, esophagus

225

Overall

Tsuchiya et al,” 1994

Aorta, left atrium, pulmonary artery,
SVC

101

Martini et al,® 1994

Aorta, left atrium, pulmonary artery,
SVC, esophagus, trachea, spine

102

Bernard et al,” 2001

Aorta, left atrium, pulmonary artery,
SVC, esophagus, carina, spine

77

Pitz et al,’® 2003

Aorta, left atrium, pulmonary artery,
SVC, esophagus, trachea, carina,
spine

89

Ratto et al,'' 2004

Left atrium

19

Ohta et al,'? 2005

Aorta

16

Yildizeli et al,”? 2008

Aorta, left atrium, pulmonary artery,
SVC, esophagus, carina, spine,
subclavian artery/vein, carotid
artery, chest wall

271

Wu et al,’* 2009

Left atrium

46

Yang et al,'” 2009

Aorta, left atrium, pulmonary artery,
SVC, esophagus, trachea, carina,
spine

146

Spagagiari et al,’® 2013 Aorta, left atrium, SVC, carina

167

Galvaing et al,'” 2014 Left atrium

19

Reardon et al.
Thorac Surg Clin 2014



Xeipoupyikn yia otadio A (T3s & T4s)

['100 TOUG OYKOUG aUTOUG N XEIPOUPYKN EKTOMN
OIKAIOAOYEITAI KAl €ival ETTIOUMNTA APKEI VA Eival
ouvaTtn n RO ekToun



Xeipoupyikn yvia otaoio A

A (N2)

T1-2N2




Xeipoupyikn yia otadio A (N2)

Definitive radiochemotherapy

evidence

Meta-analysis 2017

versus

surgery within
multimodality treatment in stage III non-small cell lung cancer
(NSCLC) - a cumulative meta-analysis of the randomized

Christoph Pottgen?’, Wilfried Eberhardt?, Georgios Stamatis® and Martin Stuschke!

Study

RTOG 89-01
NCI Canada
EORTC 08941
NTOG

INT 0139
ESPATUE

Random effects model

Heterogeneity: I-squared=0%, tau-squared=0, p=0.7805

TE seTE

-0.21 0.8860
-0.13 0.4383

0.06 0.1099
-0.14 0.1168
-0.14 0.1197
-0.21 0.2195

Hazard Ratio

|
0.2

| ' I |
0.5 1 2 5

HR 95%-Cl W(random)

0.81 [0.14; 4.60]
0.88 [0.37;2.08]
1.06 [0.85; 1.31]
0.87 [0.69; 1.09]
0.87 [0.69;1.10]
0.81 [0.53; 1.25]

0.92 [0.82; 1.04]

Favors Surgery — Favors (Chemo)RT

Hazard Ratio

Study TE seTE
EORTC 08941 0.06 0.1126
INT 0139 -0.26 0.1105
ESPATUE -0.06 0.1999

Random effects model

o

1
——

Heterogeneity: I-squared=51.7%, tau-squared=0.019, p=0. 1:25

0.5%
2.1%
32.7%
29.0%
27.6%
8.2%

100%

HR 95%~-Cl W(random)

1.06 [0.85; 1.32]
0.77 [0.62; 0.96]
0.94 [0.64;1.39]

0.91 [0.73; 1.13]

|
0.75

|
1

|
1.5

Favors Surgery — Favors (Chemo)RT

39.2%
39.8%
21.1%

100%

2UVOAIKN emIfiwon

AlaoTnua eAevBepo
vOOoOU

Pottgen et al.
Oncotarget 2017



Xeipoupyikn yia otadio A (N2)

Meta-analysis 2017

Definitive radiochemotherapy versus surgery within
multimodality treatment in stage III non-small cell lung cancer
(NSCLC) - a cumulative meta-analysis of the randomized
evidence

Christoph Pottgen?’, Wilfried Eberhardt?, Georgios Stamatis® and Martin Stuschke!

H mrpooOnkn xeipoupyeiou otn XMO n XMO/AKO o6¢
PAIVETAI VO CUMBAAAEI 0T BEATIWON TG TTPOYVWONG TWV
aocBevwy pe N2 vooo

Pottgen et al.
Oncotarget 2017



Xeipoupyikn yia otadio A (N2)

MNaTi eTIpévoupe va xeipoupyoupe Tn N2 véoo?



Surgery for stage IlIA (N2)

MNaTi eTIpévoupe va xeipoupyoupe Tn N2 véoo?

® O1 TTPOAVAPEPOMUEVEG TUXAIOTTOINMEVES MEAETEG EXOUV
TTEPIAABEI KAl CUYKPIVEI ONUAVTIKA ETEPOYEVEIC TTANOUCGHOUC



Surgery for stage IlIA (N2)

MNaTi eTIpévoupe va xeipoupyoupe Tn N2 véoo?

® O1 TTPOAVAPEPOMUEVEG TUXAIOTTOINMEVES MEAETEG EXOUV
TTEPIAABEI KAl CUYKPIVEI ONUAVTIKA ETEPOYEVEIC TTANOUCGHOUC
® NofeKTOMN VS. TTVEULOVEKTOMN
® RO vs. R1 vs. R2 ekTOpMEG
®* NMoAAaTTAOI AEPNPADEVIKOI OTOOMOI VS. EVAC
AEPNPADEVIKOG OTAONOGC
®* Eicaywyikn OgpaTtreia: TTARPNS VS. HEPIKA AVTATTOKPION

VS. Kauia avTatrokpion



Surgery for stage IlIA (N2)

MNaTi eTIpévoupe va xeipoupyoupe Tn N2 véoo?

® O1 TTPOAVAPEPOMUEVEG TUXAIOTTOINMEVES MEAETEG EXOUV
TTEPIAABEI KAl CUYKPIVEI ONUAVTIKA ETEPOYEVEIC TTANOUCGHOUC

®* HN2 vo6oocg gival atro povn TnG Mia ETEPOYEVAS oNada

Location and Number of Pos Stations N1-N2 Any R

N1 Single = Nl1a

N1 Multiple = N1b

25ingle N2 (™

N2 Single N2 + N1 N2a2
N2 Multiple N2 =

sKIip mets ) = N2al

N2b

100% s
1 TR Pathologic- any R
80%- “‘;\:-\
3 i
60% -
40% -
! Events /N MST 60 Month
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Asamura H et al.
J Thorac Oncol 2015



Surgery for stage IlIA (N2)

MNaTi eTIpévoupe va xeipoupyoupe Tn N2 véoo?

® O1 TTPOAVAPEPOMUEVEG TUXAIOTTOINMEVES MEAETEG EXOUV
TTEPIAABEI KAl CUYKPIVEI ONUAVTIKA ETEPOYEVEIC TTANOUCGHOUC

®* HN2 vo6oocg gival atro povn TnG Mia ETEPOYEVAS oNada

® 000 KOAUTEPN N AVTATTOKPIOT OTNV EICAYWYIKN OgpaTtreia
TOOO KAAUTEPN N TTPOYVWON
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Decaluwé H et al.
Eur J Cardiothorac Surg 2016



Surgery for stage IlIA (N2)

MNaTi eTIpévoupe va xeipoupyoupe Tn N2 véoo?
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TTEPIAABEI KAl CUYKPIVEI ONUAVTIKA ETEPOYEVEIC TTANOUCGHOUC
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‘O00 KOAUTEPN N AVTATTOKPION OTNV EICAYWYIKN BgpaTtreia
TOOO KAAUTEPN N TTPOYVWON

Emrepyfarikn eravaoTadioTroinon Tou peocobwpakiou

Decaluwé H et al.
Eur J Cardiothorac Surg 2016



Surgery for stage IlIA (N2)

MNaTi eTIpévoupe va xeipoupyoupe Tn N2 véoo?
O1 TTpoavVa@PEPOUEVEG TUXAIOTTOINMEVEG HEAETEG EXOUV
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Emrepyfarikn eravaoTadioTroinon Tou peocobwpakiou
[MpOoyVvWOTIKOI TTAPAYOVTEG
®* ypNO-N1
®* RO exTOMN

Decaluwé H et al.
Eur J Cardiothorac Surg 2016



Surgery for stage IlIA (N2)

Me 6edopévo OTI N XEIPOUPYIKN OepaTtreia paiveTal va givai
ETTWPEANG OTOUG O0OEVEIC NE TOUAAXIOTOV KOAN AVTATTOKPION
oTNV £100YWYIKN BgpaTreia, ival cwoTo OAol o1 aoOeveic pE
N2 vooo, avecapTNTWG apIOuOU Asp@adévwy, va
UTTORBAAAOVTOI O€ EICAYWYIKN BEPATTEIO KAl OTN CUVEXEIX VA
EKTIMATAI N AVTATTOKPIOT) TOUG O€ QUTR?
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2TIG TTEPITTITWOEIC OUTEG, N XEIPOUPYIKN EKTOMA Eival
KATAAANAN HOVO YIA TIG TTEPITITWOEIC HE TTARPN AVTATTOKPION
N Kol JE HEPIKN AVTATTOKPION N ATTOUCIa TTPOOOOU TG VOO OU?
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T1-2, T3 chemoradiation™" (category 1) (category 1) (NSCL-15)
(other than
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N2 nodes progression + RT™ (if not given)
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H avTatrokpion oTn £1I0aywyIKN OgpaTtreia OEv NTTOPEI VA Eival
YVWOTH TTPOOTTTIKA, AVECAPTATWGS TOU aPIBUOU TWV
TTPOORERLBANMEVWV AENPADEVIKWY CTOAOUWYV



Xeipoupyeio diaocwong

m Therapeutic Advances in Medical Oncology

Salvage surgery for recurrent or persistent
tumour after radical (chemo)radiotherapy
for locally advanced non-small cell lung
cancer: a systematic review

Chris Dickhoff "/, Rene H. J. Otten, Martijn W. Heymans and Max Dahele

Opiouog: XeIpOUPYIKN EKTOMN META AaTTO OPIOTIKA CRT (ouvnBwg
3 MAVEG META) YIA ETTIMOVN | UTTOTPOTTIAOUC A TOTTIKN VOOO

Aoyikn: NMpooTtrdadeia epapuoyng OeUTEPNG TOTTIKAG BEpaTtTeiag o€
OUVNTIKA EEAIPETIUN VOO O, ATTOUCIA ENPAVWYV ATTONAKPUOHEVWV
METOOTACEWV




Xeipoupyeio diaocwong

Author Year/patients (M/F; Median follow- PFS post Sx Site of 0S post Sx
age) up duration (median, recurrence (median,
(months) months) months)
Baumann 2008/24 (12/12; n.r. (29 months 12 DP 6, LF 2, 30
etal® median = 60°] for 10 LF + DP3 3 years 47%
survivors)
Kuzmik et al.b 2013/14 (6/8; n.r. n.r. n.r. 9
median = 64 at Sx]) 2 years 49%
Yang etal.’ 2015/31 (18/13; 26 (40 months 3years30% DP7 LRF4, 325
median = 58 at Sx] for survivors) Syears23% LF+DP2 3 years 42%
o years 31%
Dickhoff et al.® 2016/15 (11/4; 12.1 43.6 [EFS) DP 2, 46
median = 59 at CRTx] LF + DP1
Shimada etal.? 2016/18 (17/1; 63 at 46.2 Jyears 72% DP 2, LRF3, 3years 78%
CRTx’) LRF + DP 1
Sawada etal.’®  2015/8 (8/0; 48 n.r. RF 1 5 years 75%
median = 61°)
Casiraghi 2017/35 (27/8: <60 13 12 n.r. 13
etal.l n = 14, 60-69 3 years 20% 3 years 32%
n=14,=70n=7) o years 20% o years 20%
Schreiner 2018/13 (8/5; 50.4 21.9 DP 5, LRF 5 29.7
et al.1? median = 56 at Sx] 5 years 44% 3 years 46%
o years 46%

*Timepoint or mean/median specifically mentioned.
CRTx, chemoradiotherapy; DP, distant progression; EFS, event free survival; LF, local failure; LRF, locoregional failure;

M/F, male/female; n.r., not reported; OS, overall survival; PFS, progression-free survival; RF, regional failure; Sx, surgery.

Dickhoff et al.
Ther Adv Med Oncol 2018
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Xeipoupyeio diaocwong

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Durvalumab after Chemoradiotherapy
in Stage III Non—-Small-Cell Lung Cancer

No. of Events/

* Total No. Median PFS 12-Mo PFS 18-Mo PFS
Stage lll unresectable of Patients (95% Cl) (95% Cl) (95% Cl)
lung cancer 1.0- mo % %
Durvalumab  214/476 | 16.8 (13.0-18.1) | 55.9 (51.0-60.4) 44.2 (37.7-50.5)
0.9 Placebo 157/237 5.6 (4.6-7.8) 35.3 (29.0-41.7)  27.0 (19.9-34.5)
©
>
2 or more cycles of g 08
platinum based CT s 071
b
+ 5 06
Definite concurrent RT S 5. : N
ob : urvaluma
(54-66Gy) g . 5 : kL
s : )
£ 03- : :
E : =
2 0.24 : : Placebo
& Stratified hazard ratio for disease progression |
0.1  ordeath, 0.52 (95% Cl, 0.42—0.65) :
Two-sided P<0.001 : |
Durvalumab Placebo 00— T | ; | | | | |
0 3 6 9 12 15 18 21 24 27
Months since Randomization
No. at Risk
Durvalumab 476 377 301 264 159 86 44 21 4 1
Placebo 237 163 106 87 52 28 15 4 3 0

Antonia et al.
N Engl J Med 2017



Meta Tto Durvalumab

National

Comprehensive
WN[&{O\'B Cancer

Network®

Any combination of the followmg
Endobronchial « Laser/stent/other surgeryX .
obstruction > |+ External-beam RT or brachytherapy' No evidence OOIPsewat|on
* Photodynamic therapy of S i
k disseminated|™ th;’fmlc
* Reresection (preferred) ! py
. Resectable recurrence > |« External-beam RT or SABRb™ g disease (NSCL-18)
Locoregional . Chesf (category 2B)
recurrence or Mediastinal lymph _» No prior RT> Concurrent chemoradiation’S ——» | CT with
sympiomatic N\ node recurrence “a Prior RT—> Systemic therapy (NSCL-18) ——— |, Contrast
« Concurrent chemoradiation!s MRI with
Superior vena cava (if not previously ?wen) + SVC stent contrast®
(SVC) obstruction > | External-beam RT' + SVC stent * PET/CT _ See Systemic
« SVC stent Evidence of Therapy for
Any combination of the following: g:::g:':nated - I\Dfl_etastatm
isease
« External-beam RT or brachytherapy! (NSCL-18
Severe hemoptysis » |* Laser or photodynamic therapy or (NSCL-18)
embolization
e Surgery

®* Mpiv Tn peAéTn PACIFIC: Xeipoupyeio d1A0CwWOoNG META ATTO OPICTIKA
CRT via e€aip€oipun TOTTIKA VOO O (UTTOAEINMATIKR VOO OG I
UTTOTPOTTH))

®* Meta tn peAETn PACIFIC: Xeipoupyegio diaocwong META ATTo
oploTIK) CRT ka1 avooobepartreia yia eaipECIPN TOTTIKI VOO O
(UTTOAEINMATIKA VOO OGS ) UTTOTPOTTH)



Eicaywyikn avoocoBepaTreia

Initial results of pulmonary resection after neoadjuvant
nivolumab in patients with resectable non-small cell
lung cancer

Bott et al. JTCVS July 2019

2 000¢€16 Nivolumab (3mg/Kg) 4 kail 2 eBOOUAdEG TTPOEYXEIPNTIKA

— Cha"?“e"is)‘i“ 67‘2‘5“;4) AtmreikovioTiKn (CT) avramdkpion
1an range), - , ,
— * 18/21 (86%): oTOBEPN VOGOC
Female 11 (52) * 2/21 (10%): pEPIKN AVTATTOKPION
Male 10 ¢48) ®* 1/21 (5%): mpdodog vooou
Clinical stage
IATINO 2 (10) ” ’
IB T2NO 2 (10) [MaBoAoyoavaTouiKn AVTATTOKPIoN
A seoy @ 9/20 (45%): MPR (<10% vEOTTAACHATIKWYV
T1bN1 1(5) ,
T2aN1 4 (19) KUTTAPWV)
HBT3N0 ;gzg ® 2/20 (10%): TTARPNG AVTATTOKPION
——— >a0  © 8120 (5%): utrooTadlotroinon Tng vooou
1A 7 (33)
TIN2 2 (10)
T2N2 2 (10)
T3N1 2 (10)

T4N1 1 (5)



Eicaywyikn avoocoBepaTreia

MeAETeG O€ €CEAICN
Trial identifier Phase Stage Neoadjuvant intervention Primary end point Target accrual
NCT02998528 111 IB-IITA Nivolumab with ipilimumab vs nivolumab MPR 624
with platinum doublet vs platinum doublet
NCTO03158129 II I-TITA Nivolumab with or without ipilimumab MPR 66
NCT02259621 II IB-IITA Nivolumab with or without ipilimumab MPR 30
NCT02927301 I IB-IITA Atezolizumab MPR 180
NCT02572843 II IITA(N2) Cisplatin/docetaxel with durvalumab Event-free survival 68
NCT02818920 II IB-IITA Pembrolizumab (neoadjuvant and adjuvant) Surgical feasibility 32
NCT03237377 II IIIA Durvalumab with radiation Safety 32




2UUTTEPAC AT

Agv yvwpiCoupEe TTPOOTITIKA TTOI0I aoBeveic e otadiou IIIA

VOO0 0a eTTw@PEANBOUV ATTO TN XEIPOUPYIKI EKTOMN
Na Toug 6ykoug T3 Kal T4 o 1I0aVIKOS UTTOWYRPIOG Eival O

a00eVNG XWPIGC AEPPADEVIKEG HETAOTACEIC OTO

MECOOWPAKIO
['10 TOUG OYKOUG aUTOUG N TTARPNG EKTOMN ATTOTEAEI

OTTOAUTN AVAYKAIOTNTO

['a TN N2 v6o o, 600 KOAUTEPN N AVTATTOKPIO OTNV
E10AYWYIKN OepaTreia, TOOO KAAUTEPN N TTPOYVWOT
MeTa a1TO VOO O0BEPATTEIA, N EKTOMI UTTOAEIMMATIKNAG,

TOTTIKA TTEPIOPICHEVNG VOO OU UTTOPEI VA EiVal ETTWPEANGS
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