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Therapieergebnisse — Historische Entwicklung
Werden wir besser?

Change in three measures of cancer mortality, World
The change in the estimated number of deaths, crude death rate, and age-standardized death rate from all

c

's over time.
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OurWorldinData.org/cancer | CC BY =

Henson LA et al., J Clin Oncol 2020;38:905
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Therapieergebnisse — Historische Entwicklung
Werden wir besser?

OS according to period - NSCLC only

== 2000-2009 ~+= 2010-2016 =+ 2017-2020

p < 0.0001

mOS 2000 -2009 =11.2 [10.2-12.9]
2010- 2018 =17.2 [13.9 -20.2]
2017 - 2020 = 18.2 [15.9 - 21.0]

Survival probability
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Time (months)

Basse C et al., Cancers 2024;16:2768

Relative survival Survival ratio
Stage at 1975- 1995— 2015- 2015-2021:1995—
diagnosis 1977 1997 2021 1997
Lung & bronchus Localized —2 48 65 1.4
Regional —2 20 37 1.9
Distant —a 2 10 4.4

Siegel RL et al., CA Cancer J Clin 2026;e70043
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Therapieergebnisse — Historische Entwicklung
Werden wir besser?
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Tiroler Tumorregister, Jahresbericht Diagnosejahr 2021
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Therapieergebnisse
Warum werden wir besser?

100 A Events, HR
No. No. (%) {95% CI)
90
Pembrolizumab 154 103 (66.9) 0.62
i Median (95% CI) Chemotherapy 151  123(81.5) (0.481t0 0.81)
70 26.3 (18.3 10 40.4)
13.4 (9.4 to 18.3)
@ 60 -
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0 6 12 18 24 30 36 42 48 54 60 66 72
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Reck M et al., J Clin Oncol 2021; published online March 18
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Therapieergebnisse
Warum werden wir besser?

100
90 4
80 4
70 -
60 4
50 -
40 4
30 ~
20 4
10 4

PFS, %

0

Lorlatinib  Crizotinib
(n=149) (n=147)

Events, n 55 115
PFS, median NR 9.1
(95% Cl), months ~ (64.3-NR)  (7.4-10.9)

HR (95% ClI) 0.19 (0.13-0.27)

0

No. at risk

12

16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76
Time, months

— Lorlatinib 149 126 118 111 103 96 93 89 87 81 81 79 77 74 67 45 26 14 4 1
— Crizotinib 147 107 70 42 30 19 16 16 11 10 9 9 9 8 6 4 2 0 0 O

80

Solomon BJ et al., ASCO Annual Meeting 2024

W



20. Februar 2026 ¢ LUNGENKREBS — CHRONISCH? # Thoraxchirurgie-Symposium 8

G. Pall :

Therapieergebnisse
Warum werden wir besser?

» Chirurgische Fortschritte (Technik, perioperatives Management, parenchymsparende OP”s)

> Radio-Onkologie-Fortschritte (z. Bsp. Stereotaxie)

> Breite Akzeptanz des Tumorboards als zentrales Instrument der Interdisziplinaritat

The impact of multidisciplinary cancer conferences on
overall survival: a meta-analysis

100.0% 0.67 [0.62; 0.71] -

Ryan S. Huang (), MSc, MD(C),! Andrew Mihalache, MD(C)," Abdulwadud Nafees, BSc,? Asad Hasan, PhD(C),* Xiang Y. Ye, MSc,* Total (95% CI)
by " Saris ¥
Zhihui Liu, PhD," Natasha B. Leighl, MD, MMSc, FRCPC,® Srinivas Raman (&), MD, MASc, FRCPC® Betarogeneity: Tau? < 0.1; iF = 392.53, df = 63 (F < .01); T = 848 , |D UI T ;
1 i .08 .5 1
;E:T;;Z;a:(u\:z;{rm?:;;:fe'ryozvgﬁ'zz;jomo'Tomma'ON‘CanAda Test for subgroup differences: ¥’ = 23.61, df = 10 (P < .01)
Hazard Ratio

*University of British Columbia, Vancouver, BC, Canada
“Department of Biostatistics, Princess Margaret Cancer Centre, University of Toronto, Toronto, ON, Canada
“Department of Medical Oncology, Princess Margaret Cancer Centre, University of Toronto, Toronto, ON, Canada
“Department of Radiation Oncology, Princess Margaret Cancer Centre, University of Toronto, Toronto, ON, Canada

“Correspondence to: Srinivas Raman, MD, MASc, FRCPC, Princess Margaret Cancer Centre, University Health Network, 610 University Ave, Toronto, ON MSG 2M9,
Canada (e-mail: srinivas.raman@rmp.uhn.ca).

Huang RS et al., J Nat Cancer Inst 2024: 0:1-14
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Therapieergebnisse
Lungenkrebs als chronische Erkrankung?
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Lebenslange Therapie?
Metastasierter Lungenkrebs als chronische Erkrankung?
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Lebenslange Therapie?
Metastasierter Lungenkrebs als chronische Erkrankung?

letzte Aufnahme innerhalb 30 Tagen mit Chemotherapie
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LBI-HTA-Bericht, Onkologische Versorgungsforschung 2020
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Lebenslange Therapie?
Metastasierter Lungenkrebs als chronische Erkrankung?

100 A Events, HR
No. No. (%) {95% CI)
90 4
Pembrolizumab 154 103 (66.9) 0.62
80 4 i
Median (95% CI) Chemotherapy 151 123 (81.5) (0.4810 0.81)
70 4 26.3 (18.3t0 40.4)

13.4 (9.4 to0 18.3)

0S (%)

1] 6 12 18 24 30 36 42 48 54 60 66 72
Time (months)

Reck M et al., J Clin Oncol 2021; published online March 18
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Lebenslange Therapie?
Metastasierter Lungenkrebs als chronische Erkrankung?

CHECKMATE 153

PFS rate, %

Median, months  ——m—m——
(95% Cl) 6-month  1-year
100 Continuous tx NR (NR) 80 65
1-year txb 10.3 (6.4, 15.2) 69 40
80 HR: 0.42 (95% CI: 0.25,0.71)
— 604
9
7]
w
o 404
20
0 T T 1 T T 1 T 1
0 3 6 9 12 15 18 21 24
Time post-randomization (months)
No. at risk
Continuous tx 76 60 53 49 35 22 10 3 0
1-year tx 87 50 43 33 21 16 5 1 0

Spigel DR et al., ESMO 2017
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Lebenslange Therapie?
Metastasierter Lungenkrebs als chronische Erkrankung?

RETROSPEKTIVE META-ANALYSE ASCO 2025

Overall Survival Rates Study Comparison Hazard ratio P
(95% CI) value
De Castro (2022) 6-year 102
o m—— — Ardin PFS (fixedvcont)  [1.14(0.54-2.30)  [0.77
Rousseau (2024) 6-year
(2023)
Reck (2021) Syear
Kobayashi | TTF-24 (cont v fixed) | 5.83 (0.76-44.63) 0.054

Novello (2023) S-year (2023)

Horkur (UETE) S yaue Rousseau | OS (contvs fixed) ]0.97(0.75-1.26)  |0.95

Garassino (2023) S-year (2024)

Brahmer (2022) S-year Sun (2023) | OS (fixed v cont) 1.33(0.78-2.25) 0.29
Cheng (2022) 4-year

Awad (2021) 4-year

Ardin (2023) 4-year Table 1: Results of log-rank tests comparing 2 year-fixed (fixed)

and continuous (cont) cohorts.
Sun (2023) 4-year

Wu (2020) 3-year

Rodriguez (2022) 3-year

cata « Survival outcomes between the
Fanton 2024) S.yer two groups were similar.

Geler (2020) 3-year

Kobeysh 2023 Syesr * RWE showing higher

0 20 0 60

OVERALL SURVIVAL RATE () cumulative irae for continuous
w Continuous  » 2 year-fixed VS 2 years

Fig 1: Overall survival rates reported by study and
cohort (brackets contain sample size).

Pandey T et al.,, ASCO 2025
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Lebenslange Therapie?
Metastasierter Lungenkrebs als chronische Erkrankung?

KEYNOTE 671 VS CHECKMATE 816

NIVO + chemo  Chemo

12-mo rate 24-mo rate 36-mo rate 48-mo rate (n=179) (n=179)
100-'\4- 87.6% 100 + Median 0S, mo NR? VARA
90+ 87 7%‘ 79.0% HR (95% Cl); P value 0.72 (0.523-0.998); 0.0479
80 ‘ % 67.1% 80-
515% \ . <
;g YT T —— 65% NIVO + chemo
e @ 00 “‘mx—.hm_m cocama
g 50+ e g 55%¢ =1
40 #ain Ch
emo
304
HR 0.72 (95% CI, 0.56-0.93) |
20+ [one-sided P=0.005172 ] 20
104
0~ e e [ e L e N e e - 0 — — —_— : : e
0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Months

No. at risk Months No. at risk

397 3 347 327 217 205 148 108 69 32 4 NVO+chemo 179 168 159 151 147 10 17 19 12 w7 m e 9 9 0

400 379 347 319 256 176 125 77 39 20 4 emo 179 170 ) s M4 04 97 5 )

Spicer JD etal., ESMO 2023 Forde P etal., ASCO 2025

B TP S e e B M P e I P A v, e



20. Februar 2026 ¢ LUNGENKREBS — CHRONISCH? # Thoraxchirurgie-Symposium 8

G. Pall

Lebenslange Therapie?
Metastasierter Lungenkrebs als chronische Erkrankung?

KEYNOTE 189

Outcomes in Patients Who Completed 35 Cycles of
Pembrolizumab

n =57 14%
ORR (95% Cl),2 % 86.0 (74.2-93.7)
Best overall response, n (%)

CR 8(14.0)

PR 41 (71.9)
Median DOR (range),® mo 57.7 (4.2t0 68.3+)
3-y OS rate after
completing 35 cycles® ik
Alive without PD or
subsequent therapy, n (%) el

A CR I First course follow-up

A PR B First course treatment

A SD * Second-course pembrolizumab
@ PD * Began subsequent therapy

W Death

72

Garassino M et al., ESMO 2022
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Lebenslange Therapie?
Lokal fortgeschrittener Lungen ronische Erkrankung?

Patients with locally advanced, Osimertinib 80 m
unresectable stage IlI* EGFRm NSCLC P daly Treatment duration until BICR-assessed progression

Randomization (per RECIST v1.1), toxicity, or other discontinuation

with no progression during / following
definitive CRT' treatment

2:1 criteria
Key inclusion criteria: (N=216) | Open-label osimertinib after BICR-confirmed
« 218 years (Japan: 220) — i progression offered to both treatment arms$
o Stratification by:
WHO ES 9/ Concurrent vs sequential CRT
+ Confirmed locally advanced, Stage llIA vs stage IB/IC
unresectable stage IlI* NSCLC China vs non-China Tumor assessments:
. t
Exdgdel /1L 85ER - Chest CT/MRI and brain MRI
« Maximum interval between last dose of Placebo, e T et
CRT and randomization: 6 weeks once daily every “: e
12 weeks until BICR-assessed progression
Endpoints

» Primary endpoint: PFS assessed by BICR per RECIST v1.1 (sensitivity analysis: PFS by investigator assessment)
» Secondary endpoints included: OS, CNS PFS, safety

Ramalingam SS et al., ASCO 2024

!eIHIC” unllml!ler!e |”erap|e n aer Eura!wen l”erap|e3|!ua!|on !
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Lebenslange Therapie?
Lokal fortgeschrittener Lungenkrebs als chronische Erkrankung?

LAURA

Median PFS, months (95% CI)
Osimertinib 39.1 (31.5, NC)

Placebo 5.6 (3.7, 7.4)
PFS HR (95% Cl): 0.16 (0.10, 0.24),
p<0.001
Maturity 56%:

osimertinib 40%, placebo 86%

Probability of progression-free survival

No. at risk Time from randomization (months)

Osimertinib 143 127 114 109 99 9% 83 76 69 61 49 37 28 16
Placebo 73 59 31 25 15 10 9 6 6 - 4 3 3 3

54

57 60 63
2 1 0
0 0 0

Ramalingam SS et al., ASCO 2024
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Lebenslange Therapie?
Lokal fortgeschrittener Lungenkrebs als chronische Erkrankung?

LAURA

Interim analysis of overall survival

* In the placebo arm, 81% of patients with BICR-confirmed progression crossed over to osimertinib

1.0 Median OS, months (95% Cl)
09 Osimertinib 54.0 (46.5, NC)
Placebo NR (42.1, NC)
_ 08 -
©
; 07 - OS HR (95% Cl): 0.81 (0.42, 1.56),
3 : p=0.530*
g 08 E Maturity 20%:
> 1 L 4 osimertinib 20%, placebo 21%
© 0.5 - 1)
- |
(<) 1
2 04 i I I
) |
8 03 7
B |
o
02 = !
i
|
0.1 i
|
;
0.0 R e T | P T T T . S . R T
0 3 6 9 122, 15 +18 24 24 27 30 33 36 39 42 45 48 51 54 57 60 63
No. at risk Time from randomization (months)
Osimertinib 143 142 138 135 133 130 127 115 100 86 71 59: 49 3T 28 19 12 9 4 2 1 0
Placebo 73 73 71 70 68 65 62 58 48 41 30 23 19 15 11 9 4 3 2 1 1 0

Ramalingam SS et al., ASCO 2024
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Lebenslange Therapie?
Lokal fortgeschrittener Lungenkrebs als chronische Erkrankung?

LAURA vs. FLAURA

PFS

Median PFS, months (95% CI)
Osimertinib 39.1 (31.5, NC)
g 56 (37,74)
a PFS HR (95% C§: 0.16 (0.10, 0.24),
8 p<f.001
< Matufly 56%: Q
2 osimertinib 4G, placebo 86% s
S z
)
] +—t -
i
s 2
z o
&
2
3
o
T T T 1 = Osimertinib
 E W = Comparator EGFR-TKI
No. atrisk Time from randomization (months) 00 . . . . . . . . .
Osimertinib 143 127 114 109 99 9 83 76 69 61 49 37 28 16 9 6 4 2 2 2 1 0 0 3 6 9 12 15 18 21 2% 27
Placebo 73 59 31 25 15 10 9 6 6 4 4 3 3 3 3 1 1 0o 0 0 0 0 e Time from randomisation (months)
No. at risk
Osimertinib 279 262 233 210 178 139 k] 2 4 0
Comparator EGFR-TKI 277 239 197 152 107 7% a7 10 2 0
Median PFS, months (95% Cl) HR (95% Cl)
Osimertinib 18.9(15.2,21.4) 0.46 (0.37, 0.57);
Comparator EGFR-TKI 10.2(9.6, 11.1) p<0.001

Ramalingam SS et al., ASCO 2024 Ramalingam SS et al., ESMO 2019
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Lebenslange Therapie?
Lokal fortgeschrittener Lungenkrebs als chronische Erkrankung?

LAURA

Osimertinib (n=143) Placebo (n=73)

Total 24.0 8.3
Median duration of exposure, months*
Actual 23.7 7.9
AE, any cause,t n (%)
Any AE 140 (98) 64 (88)
Any AE Grade =3 50 (35) 9(12)
Any AE leading to death 3(2) 2(3)
Any serious AE 55 (38) 11 (15)
Any AE leading to discontinuation 18 (13) 4 (5)
Any AE leading to dose reduction 12 (8) 1(1)
Any AE leading to dose interruption 80 (56) 18 (25)
AE, possibly causally related,* n (%)
Any AE 115 (80) 30 (41)
Any AE Grade 23 19 (13) 2(3)
Any AE leading to death 1(1) 0
Any serious AE 12 (8) 1(1)

Ramalingam SS et al., ASCO 2024
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Lebenslange Therapie?
Lokal fortgeschrittener Lungenkrebs als chronische Erkrankung?

LAURA
Radiation pneumonitis 48 | 2:I | 38
Diarrhea 36 | 2 |14
Rash 24 | |14
sONID 200_11 s Interstitial lung disease (grouped term)
Paronychia 17 1 was reported in 11 (8%) patients in the
Cough 16 I 10 osimertinib arm#
Decreased appetite 151 |5 The majority were Grades 1/ 2;
Dry skin 13 E:I 5 Grade 5 n=1
Pruritus 13 R 7
Stomatitis 12 R 3
WBC count decreased 12 | 3 O] OSimenfnib' Mg
— 1 8 . Osimertinib, Grades 23
P 10 II':' 4 D Placebo, all grades
Musculoskeletal chest pain s 12 N S fobvibins

100 9 8 70 60 50 40 30

20 10 0 10 20
Patients (%)

30

40 50 60 70 80 90 100

Ramalingam SS et al., ASCO 2024
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Lebenslange Therapie?
Lokal fortgeschrittener Lungenkrebs als chronische Erkrankung?

LAURA

Jahrestherapiekosten ca. 70000€ / Jahr
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Lungenkrebs als chronische Erkrankung?
Wie lange und wie intensiv sollen wir nachsorgen?

IFCT-TRIAL 0302

EWEMI™™  Study Design ﬁ

Minimal follow-up (Min):

Months Min Max
* History + physical examination
6 CXR Chest CT
+ Chest X ray (CXR)
12 £ fiastiol » Only if symptoms or abnormal CXR: CT scan allowed
18 CXR Chest CT
24 CXR Chest CT Maximal follow-up (Max): _Stt:inﬁt:f:tioni
X History + physical examination - stage
36 CXR Chest CT Chest X ray - histology
- - perioperative
CT scan + contrast treatments
48 CXR Chest CT (Thorax + upper abdomen)
= Fiberoptic bronchoscopy (mandatory for
60 CXR Chest CT squamous + large cell carcinomas)

Westeel V et al., ESMO 2017

imraerter oenerit erner intensiven Nacnsorge
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Lungenkrebs als chronische Erkrankung?
Wie lange und wie intensiv sollen wir nachsorgen?

IFCT-TRIAL 0302

— 123.6mo [100.9-NR]
—99.7mo [89.1-115.5]
p=0.37

M -~ ”
Time {months)

—— Maximf Surveillance

Maximal Surveslance w—— 887 138 614 380
Minimal Surveance - 838 m 613 370

Median survival, 95%CI :

e Minkenigd Survedlunce

Survival rate 3 years 5 years 8 years

(95% CI)

Min 77.3% 66.7% 51.7%

(745-80%) (63.6-69.9%) (47.8-555%)

Max 76.1% 65.8% 546 %

R (7133-789%) (62.6-689%) (509 -58.3%)
TN
* HRy,, = 0.94[0.81-1.08]
» HR,,, adjusted = 0.95 [0.82-1.09]

Westeel V et al., ESMO 2017
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Lebenslange Therapie
Wird Lungenkrebs eine chronische Erkrankung?

TAKE HOME MESSAGES

> Therapieergebnisse werden besser — chronischer Verlauf aber nur in bestimmten selektionieren Situationen
> 3 Therapielinien (und teilweise mehr) sind Standard — Cave Therapie am Lebensende!
> Optimale Therapiedauer der Checkpoint-Inhibitor-Therapie in metastasierter Situation: Wenig Evidenz > 2 Jahre

> EGFRM! |ocally advanced: LAURA als Basis fur lebenslange Osimertinib-Therapie! Richtige Strategie?

> Cave: Chronifizierung der Erkrankung durch zu intensive Nachsorge
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