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Uberleben im Stadium Ill HEUTE

Perioperative Chemo/ Immuntherapie + Operation

100 ===
.
90- e =N
- . un

80 5- jahres Uberleben ~ 70%
< 70— T R
S 60+
E 50— TR TIRENENT
wn
s 407 Subanalyse Stadium IlIA
3 30—

s0d — Pembrolizumab Group

— Placebo Group
10-
HR 0-74 (95% CI 0-53-1-03)
0 | I I I I 1 I I 1 1 1
0 6 12 18 24 30 36 42 48 54 60 66
Time since randomization (months)
EE Firdie NDs
\yj Wiener Gesundheitsverbund W Stadt Wien S\QE‘J ""% Karl Landsteiner Institut fir Keynote - 671
. . 2 F4W = klinische und translational -
Kllnlk FlO”deorf Co %I) & thl(?ri)c(cﬁiruunrgisrcahneSFa(l);(s)cnf?ueng Splcer et al- Lancet 2024

-
OIS



Definition der Resektabilitat

ATechnische Resektabilitat
- Minimalinvasive Zugange

- Erweiterte Resektionen (z.B. Thoraxwand, Gefalie,
extrakorporale Unterstitzung)
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T1

Tla<lcm

Tlb>1to<2cm

Tlc>2to<3cm

T2

T2a Visceral pleura / central invasion

T2a>3to<4cm

T2b>4to<5cm

T3

T3>5to<7cm

T3 Invasion

T3 Same lobe separate tumor nodules

T4

T4 >7 cm

T4 Invasion

T4 Ipsilateral separate tumor nodules

A
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Moderne Chirurgie bei lokal fortgeschrittenem Lungenkarzinom

Minimal - invasiv Maximal - invasiv

VATS Erweilterte Resektionen
RATS Bronchovaskulare Rekonstruktion
Parenchymsparend ECMO
Herz - Lungenmaschine
dh bond W Firdie WhDs,
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Table 1. Demographic and Disease Ch: istics of the Particip at line ( ion-to-Treat Population).*
Pembrolizumab Group Placebo Group
Characteristic (N=397) (N =400)
Age
Median (range) — yr 63 (26-83) 64 (35-81)
265 yr — no. (%) 176 (44.3) 186 (46.5)
Male sex — no. (%) 279 (70.3) 284 (71.0)
Race or ethnic group — no. (%)}
American Indian or Alaska Native 1(0.3) 0
Asian 124 (31.2) 125 (31.2)
Black 6 (L.5) 10 (2.5)
Multiple 3(038) 10 (2.5)
White 250 (63.0) 239 (59.8)
Missing data 13 (3.3) 16 (4.0)
Geographic region — no. (%)
East Asia 123 (31.0) 121 (30.2)
Other 274 (69.0) 279 (69.8)
ECOG performance-status score — no. (%)
0 253 (63.7) 246 (61.5)
1 144 (36.3) 154 (38.5)
Smoking status — no. (%)
Current smoker 96 (24.2) 103 (25.8)
Former smoker 247 (62.2) 250 (62.5)
Never smoked 54 (13.6) 47 (11.8)
Pathological stage at baseline — no. (%)
1] 118 (29.7) 121 (30.2)
1] 279 (70.3) 279 (69.8)
1A 217 (54.7) 225 (56.2)
1B 62 (15.6) 54 (13.5)
Tumor stage — no. (%)
Tl 55 (13.9) 61 (15.2)
T2 106 (26.7) 126 (31.5)
T3 121 (30.5) 109 (27.2)
T4 115 (29.0) 104 (26.0)
Node stage — no. (%)
NO 148 (37.3) 142 (35.5)
N1 81 (20.4) 71(17.8)
N2 168 (42.3) 187 (46.8)
Histologic features — no. (%)
Nonsquamous 226 (56.9) 227 (56.8)
Squamous 171 (43.1) 173 (43.2)
PD-L1 tumor proportion score — no. (%)
250% 132 (33.2) 134 (33.5)
<50% 265 (66.8) 266 (66.5)
1-49% 127 (32.0) 115 (28.8)
<1% 138 (34.8) 151 (37.8)
EGFR mutation status — no. (%)
No 111 (28.0) 127 (31.8)
Yes 14 (3.5) 19 (4.8)
Unknown 272 (68.5) 254 (63.5)
ALK translocation status — no. (%)
ENE Firdie
Wiener Gesundheitsverbund W Sstadt Wien :t u:: gz,z) 13: g’:
KI e o k F | . d d f Unknown 281 (70.8) 258 (64.5)
I n I O r I S O r * The intention-to-treat population included all the participants who had undergone randomization. Percentages may not Keyn Ote = 6 7 1 ] N E\] M 2 O 2 3

total 100 because of rounding. PD-L1 denotes programmed death ligand 1.

7 Race and ethnic group were reported by the participant.

i Eastern Cooperative Oncology Group (ECOG) performance-status scores range from 0 to 5, with higher scores indicat-
ing greater disability.
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Pathological stage at baseline — no. (%) Pembro Placebo
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| 1384 participants screened |

Keynote - 671, NEJM 2023

,—-I 567 not randomized

| 797 participants randomized |
|

¥

387 randomized to pembrolizumab group (ITT)

¥

396 received 21 dose of neoadjuvant therapy (as-treated)

70 (17.7%) discontinued neoadjuvant therapy
but underwent in-study surgery and/or

in-study radiotherapy

20 (5.1%) adverse event
49 (12.4%) physician decision
1 (0.3%) progressive disease

31 (7.8%) discontinued neoadjuvant therapy with
no intent to undergo in-study surgery or
in-study radictherapy
16 (4.0%) adverse event

1 (0.3%) clinical progression

2 (0.5%) physician decision

6 (1.5%) progressive disease
6 (1.5%) withdrawal of consent

¥

400 randomized to placebo group (ITT)

¥

389 received 21 dose of neoadjuvant therapy (as-treated)

68 (18.5%) discontinued necadjuvant therapy
but underwent in-study surgery and/or
in-study radiotherapy

36 (9.0%) discontinued neoadjuvant therapy with no
intent to undergo in-study surgery or in-study
radiotherapy
13 (3.3%) adverse event

1 (0.3%) clinical progression

22 (5.5%) adverse event
43 (10.8%) physician decision
1 (0.3%) withdrawal of consent

295 (74.5%) completed neocadjuvant therapy |

23 (5.8%) completed neoadjuvant therapy but
did not undergo in-study surgery or in-study
radiotherapy
8 (2.0%) adverse event
1 (0.3%) physician decision

10 (2.5%) progressive disease
4 (1.0%) withdrawal of consent

o 1 (0.3%) local progression preventing surgery
1 (0.3%) non-study anticancer therapy
4 (1.0%) physician decision

14 (3.5%) progressive disease
2 (0.5%) withdrawal of consent

297 (74.4%) completed neoadjuvant therapy ]

28 (7.0%) completed neoadjuvant therapy but did
not undergo in-study surgery or in-study
radiotherapy

1(0.3%) adverse event

5 (1.3%) local progression preventing surgery
4 (1.0%) physician decision

12 (3.0%) progressive disease
6 (1.5%) withdrawal of consent

A 4

342 (86.4%) underwent in-study surgery and/or in-study radiotherapy*
325 (82.1%) underwent surgery
2089 (75.5%) complete resection (R0)
17 (4.3%) incomplete resection (R1)
4 (1.0%) incomplete resection (R2)

335 (84.0%) underwent in-study surgery and/or in-study radiotherapy$
317 (79.4%) underwent surgery
267 (66.9%) complete resection (RO)
31 (7.8%) incomplete resection (R1)
4 (1.0%) incomplete resection (R2)

5(1.3%) unresectablet
35 (8.8%) underwent radiotherapy

45 (11.4%) did not receive adjuvant therapy
following in-study surgery
19 (4.8%) adverse event
2 (0.5%) non-study anticancer therapy
7 (1.8%) physician decision
6 (1.5%) progressive disease
1 (0.3%) protocol violation
5 (1.3%) tumor not resectable
5 (1.3%) withdrawal of consent
7 (1.8%) did not receive adjuvant therapy
following in-study radiotherapy
3 (0.8%) adverse event
3 (0.8%) progressive disease
1 (0.3%) withdrawal of consent

15 (3.8%) unresectable§
53 (13.3%) underwent radiotherapy

60 (15.0%) did not receive adjuvant therapy
following in-study surgery
10 (2.5%) adverse event
1 (0.3%) clinical progression
6 (1.5%) non-study anticancer therapy
5 (1.3%) physician decision
10 (2.5%) progressive disease

» 1 (0.3%) protocol violation
15 (3.8%) tumor not resectable
12 (3.0%) withdrawal of consent
8 (2.0%)did not receive adjuvant therapy following
in-study radiotherapy
1 (0.3%) physician decision
5(1.3%) progressive disease
2 (0.5%) withdrawal of consent
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342 (86.4%) underwent in-study surgery and/or in-study radiotherapy*
32

289 (75.5%) complete resection (R0O) =9 92045 RO
— 17 (4.3%) incomplete resection (R1)

4 (1.0%) incomplete resection (R2)

5(1.3%) unresectablet

35(8.8%) underwent radiotherapy

45 (11.4%)did not receive adjuvant therapy
following in-study surgery
19 (4.8%) adverse event
2 (0.5%) non-study anticancer therapy
7 (1.8%) physician decision
6 (1.5%) progressive disease
1 (0.3%) protocol violation
5 (1.2%) tumor not resectable
5 (1.3%) withdrawal of consent
7 (1.8%) did not receive adjuvant therapy
following in-study radiotherapy
3 (0.8%) adverse event
Wie 3 (0.8%) progressive disease
Kl 1 (0.3%) withdrawal of consent
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335 (84.0%) underwent in-study surgery and/or in-study radiotherapy$
31

267 (66.9%) complete resection (R0) —» 8404 RO
> 31 (7.8%) incomplete resection (R1)

4 (1.0%) incomplete resection (R2)
15 (3.8%) unresectable§
53 (13.3%) underwent radiotherapy

60 (15.0%) did not receive adjuvant therapy
following in-study surgery
10(2.5%) adverse event
1 (0.3%) clinical progression
6 (1.5%) non-study anticancer therapy
5 (1.3%) physician decision
10 (2.5%) progressive disease
» 1 (0.3%) protocol viclation
15 (3.8%) tumor not resectable
12 (3.0%) withdrawal of consent
8 (2.0%) did not receive adjuvant therapy following
in-study radiotherapy
1 (0.3%) physician decision
e 5(1.3%) progressive disease
K| 2 (0.5%) withdrawal of consent
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Surgicalbutcomes

Table S4. Summary of Surgical Procedures (Participants Who Underwent In-Study Surgery)

Pembrolizumab Group
(N = 325)

Placebo Group
(N =317)

no.

(%)

Lobectomy

238 (75.1)f

Segmentectomy 1(0.3)
Wedge resection 1 (0.3) 0
Lymph node dissection only 0 (0.3)%

Wiener Gesundheitsverbund

Klinik Floridsdorf
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Surgicalbutcomes

Table S4. Summary of Surgical Procedures (Participants Who Underwent In-Study Surgery)

Pembrolizumab Group

Placebo Group

(N = 325) (N = 317)
no. (%)
Lobectomy 256 (78.8)* 238 (75.1)t
Bilobectomy 26 (8.0) 26 (8.2)

Wedge resection

Lymph node dissection only

Wiener Gesundheitsverbund
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Durvalumab arm

Placebo arm

Surgical detail (N=366) (N=374)
Patients who underwent surgery, n (%) 295 (80.6) 302 (80.7)
Patients who completed surgery, n (%) 284 (77.6) 287 (76.7)
Margins, n (%)*
RO 269 (94.7) 262 (91.3)
R1' 12 (4.2) 22 (7.7)
R2t 2 (0.7) 2(0.7)
Missing’ 1(0.4) 1(0.3)
Surgery procedure performed, n (%)
Lobectomy 238 (65.0) 221 (59.1)
Sleeve resection 7(1.9) 14 (3.7)
Bilobectomy 13 (3.6) 20 (5.3)
Pneumonectomy 27 (7.4) 29 (7.8)
Sleeve resection (bronchial) 2 (0.5) 2 (0.5)
Sleeve resection (arterial) 0 1(0.3)
Wedge resection 1(0.3) 2 (0.5)
Other 7 (1.9) 13 (3.5)

Surgical approach, n (%)
Open Procedure

Minimally invasive
Other

Missing

145 (39.6)
145 (39.6)
4(1.1)
1(0.3)

153 (40.9)
142 (38.0)
6 (1.6)
1(0.3)

AEGEAN
EJM 2023



Was passiert bel R1 Resektion ?

SEER Database, n=181,824

1.0+

08 RO
2
¥
8
4
o
< 06
2
c
= p < 0.0001

o R1

0 12 24 36 48 60
Survival (Months)
== negative margins =i= positive margins
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Was passiert bei R1 Resektion ?

SEER Database, n=181,824

Conclusion

Patients with positive margins have worse survival than
patients who undergo complete resection and are not
rescued by postoperative radiation.

T

R1 without RT

Survival (Months)

Strata =+ Lobectomy (Negative Margins) =+= Sublobar Resection (Positive Margins) with Adjuvant Radiation =+ Sublobar Resection (Positive Margins) without Adjuvant Radiation
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Borderlineresectable NSCLC

Ricciuti et al. JAMA Oncology 2025
Multicenter cohort study 2018 - 2024
Borderline or unresecectable NSCLC
Stage lll T4 and/ or N2- N3

n=112

- 84 (75%) underwent surgery

mE Fir die \\“':D"c, , -
W Stadt Wien §- O 2 Karl Landsteiner Institut fur
x 1&) = klinische und translationale
S ZRW{  thoraxchirurgische Forschung
v/ - Q
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T&N

parameter Total N = 112
cT

T1 24 (21.4%)
T2 32 (28.6%)
T3 13 (11.6%
T4 40 (35.7%)
Tx 3 (2.7%)
cN

NO 14 (12.5%)
N1 9 (8.0%
N2 78 (69.6%)
N3 11 (9.8%)




Borderlineresectable NSCLC

ypllIB (3.6%) - N3 (4.8%)

)

yplIB (8.4%) [W(74.7
ypllA (1.2%)

ypIB (2.4%)

ypN1 (8.4%)

%)

ypNO (62.7%)

N1 (8.4%)

NO (12%)
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Borderlineresectable NSCLC

EFS to neoadjuvant chemoimmunotherapy

1.0

0.8+

0.6

EFS, %

0.4+

0.2+

Median EFS, 52.6 mo; 95% Cl, 27.8 to NR

No. at risk 84

Wiener Gesundheitsverbund

Klinik Floridsdorf

6 12 18 24 30 36 42 48
Month

83 69 48 19 8 3 3 2

HE Firdie
W Stadt Wien

No pCR .

pCR: median EFS, NR
No pCR: median EFS, 27.8 mo; 95% Cl, 19.5 to NR
HR, 0.07; 95% Cl, 0.01-0.56; P=.01

[ ] EFS by pCR
1.0
0.8-
o 0.6
.
' 0.4-
—
0.2
I T | 0
54 60 66 0
No. at risk
1 1 0 No pCR 59
pCR 24
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6 12 18 24 30 36 42 48
Month

58 46 30 10 4 2 2 1
24 22 17 9 4 1 1 1

pCR
60 66
0 0
1 0

Ricciuti et al. JAMA Oncology 2025
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, ‘ Adjuvant/consolidation
Neoadjuvant period A Neoadjuvant period B ‘ : L
treatment

Durvalumab + MDT Durvalumab «

investigator’s Sa% Cohort 1: : : / :
: . d > decision Resectable’ anHt.'lg:ator s choice of
Baseline choice of platinum- platinum-based CT*

MD‘ based CT. Bactasing / Q3W for 12 cyties
assessment Q3IW for 2 cyches )

Cohort 2:

N =140 Unresectable

Pathologic and blood-based assessments

|| e e

C1D1, prior to C201 End of C2, within 3-4 Within 7-14  Within &-5 C1D1 C3D1 CeD1 Ci0D1 End of
treatment weeks post C201 days prior 1o weeks post treatment
(tisswe sample optionad) surgery/CRT  surgery/CRT®
\_ ' Blood samples for ctDNA assessment, ( tCollectcd at progression of disease, where available.)  Tissue sample (i.e., biopsy). Not required post CRT timepoint. -
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Zentraler Tumor linker Oberlappen
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Zentraler Tumor linker Oberlappen

AAdenokarzinom LOL
- MET Exon 14 Skipping Mutation

AKlinisches Staging
- cT4 (Mediastinalinfiltration )
- cN2a (LK Region 5)
- cMO
- Stadium IlIB (TNM - 9)

AEinleitung Therapie mittels TKI
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Re Staging

VOR TKI Therapie NACH TKI Therapie

- . : - y ‘\" ‘
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Lobektomie mit vaskularenbleeve

Bronchusstumpf
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Qutcome

AEntlassung POD 4

APathologie

- ypT2a pN2 (Region 5 kapsellberschreitend),
70% vitale TU Zellen, RO

AAdjuvante RT
ATKI weiter
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PlattenepithelCA (Infiltration Thoraxwand, Rippen-lll, PBDL1 70%)
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4 Zyklen neoadjuvant€hemoimmuntherapie

VOR CHT/IO NACH CHT/IO
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OP Praparat

Thoraxwand
Rippen lI- 1l

Linker Oberlappen

. . N Fir die
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Qutcome

AThoraxwandrekonstruktion  mittels
Goretex - Patch

AEntlassung POD 5

APathologie
- 50% Fibrose, 40% Entztundung, 10% Nekrose
- Patholgic complete response (pCR)

Almmuntherapie mono weiter

wE Fir die \WADPsy
Wiener Gesundheitsverbund W stadtWien & IN'% (ol Landsteiner Institut fiir
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T4 Tumor mit Infiltration der Aorta descendens
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Resektion an der Herkungen Maschine mit Aortetkrsatz
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Definition der Resektabilitat

AFunktionelle Resektabilitit
- Pulmonale und kardiale Reserve, Komorbiditaten

EE Fir die \BeIp
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ERS/ESTS Guideline®-OPWorkup

Cardiac assessment: FEV, Both
low risk or » D > 4
treated patient Lo >80 %

Either one < 80%

Exercise testing
Peak VO,

35%-75% or
10-20 mL-kg~"-min~"1

|

Split function
ppo-FEV,
pPpo-Dy co

>75%or
> 20 mL-kg~"-min~1

SR c i W] gpe—
<10 mL-kg™"-min~1

— Both > 30%

At least one < 30%

< 35% or
<10 mL-kg™"-min~?

ppo-peak VO,

> 35% or
> 10 mL-kg~"-min~"

A A 4 l
v A A 4

Lobectomy or Resection up to Resaction
pneumonectomy calculated extent up to
are usually neumonectom
not recommended. P Y

Consider other options

. . WW Firdie \\‘\“D-'I'
Wiener Gesundheitsverbund W Stadt Wien é' Karl Landsteiner Institut fiir
N 1 = klinische und translationale I
Kllnlk FlO”deorf f-;. thoraxchirurgische Forschung Brunelll et al' Eur Resp J 2009
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Cardiac assessment:
low risk or
treated patient

< 35 % or

<10 mL-kg~"-min~"

< 35% or
<10 mL-kg~!-min~

\ 4

1

Lobectomy or
pneumonectomy
are usually
not recommended.
Consider other options

FEV,

DL,CO

Either one < 80%

!

Exercise testing
Peak VO,

35%-75% or
10-20 mL-kg~"-min~"

!

Split function
ppo-FEV,
pPo-D| co

At least one < 30%

v
ppo-peak VO,

> 35% or
> 10 mL-kg~"-min~1

!

— Both > 30%

> 75% or
> 20 mL-kg~!-min~"

v vy

Reselctiog up to Resection

calculated extent up to
pneumonectomy




ERS/ESTS Guideline®-OPWorkup

Table 3. Recalibrated thoracic revised cardiac risk index (adapted from [47]) Jy%r¥ase3i

Weighted factors
Ischaemic heart disease
History of cerebrovascular disease
Serum creatinine > 2 mg/dL
Pneumonectomy planned

Class groupings
A

B
C
D

Risk Number Major Cardiac
Points Score Class of Cases Complications
0 A 1,173 18 (1.5%)
|5 1-1.5 B 468 27 (5.8%)
15 2-25 C 16 3(19%)
1 >25 D 39 9 (23%)
1.5
ThRCRI = thoracic revised cardiac risk index.
0
1-1.5
2-25
> 25
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