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Dz, @ Lungenkrebs in Osterreich

Entwicklung der Neuerkrankungen an Lungenkrebs in Osterreich

6.500
6.000
5.500
5.000
4.500 //’\_\
5 4.000
T 3.500 =
P -
S 3.000 s S——
2 5500 N — T e N ———
2.000 /—/\
1.500 /
1.000 e
500
O
22 3 R S S = o = q =
A ol oa & S S = = = S
== Beobachtet zusammen Konstante VVariante zusammen Trendvariante zusammen
= Beobachtet Manner = == Konstante Variante Manner == Trendvariante Manner

= Beobachtet Frauen Konstante Variante Frauen Trendvariante Frauen

Statistik Austria; Krebsreport 2023



COMPREHENSIVE CANCER CENTER VIENNA

@MEDIZINISCHE W Allgemeines Krankenhaus F ra ge

UNIVERSITAT WIEN S der Stadt Wien

Die haufigste Ursache fiir Lungenkrebs bei never
smokern ist?

1) Radon Exposition
2) Asbest Exposition
3) Feinstaub Exposition
4) Beryllium Exposition
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80% durch Nikotinabusus

Quelle: Institut fiir Isotopenforschung und Kernphysik der Universitat Wien
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Rauchen in Osterreich
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—— 5 years
Bar et al.; Journal of Oncology 2021
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()t ARG it Lungenkrebs: Symptome

* Cough - 50 to 75 percent
* Hemoptysis - 25 to 50 percent
* Dyspnea - 25 percent

* Chest pain - 20 percent
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(), AR e Lungenkrebs: Diagnostik

cigarettes in
shirt pocket

emphysema

P 4 //)b}

McMullan; NEJM 2006
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Wzas:, mgm~  Lungenkrebs: Diagnostik

d Cytology B Bronchoscopy f Transthoracic needle
aspiration biopsy

Pleural
fluid

Gridelli et al. Nature reviews disease Primers 2015
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Der haufigste Subtyp ist?

1) Adenokarzinom
2) Kleinzellige Karzinom
3) Plattenepithelkarzinom
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Lungenkrebs: Subtypen
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Lung cancer

15%l lSS%

Small-cell lung cancer Non-small-cell lung cancer
3U%l 70%
A
Squamous Non-squamous
10% 90%
\d

Adenocarcinoma

= Mixed subtypes

= | epidic (non-mucinous or
mucinous)

Y . Aciljar ' Non Sma“ Cell

Large-cell carcinoma = Papillary : = |

= |Large-cell neuroendocrine
carcinoma

= Micropapillary
= Solid

https://www.emedicinehealth.com/non-small-cell lung cancer/article_em.htm; Gridelli et al. Nature reviews disease Primers 2015
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NSCLC: Stadium

Occult carcinoma
Stage O

Stage IA1
Stage IA2
Stage IA3
Stage IB

Stage IIA
Stage IIB

Stage IIIA

Stage IIIB

Stage IIIC

Stage IVA

Stage IVB
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UptoDate Datenbank
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24 60

100% -rrcem Proposed Events/N MST Month Month
N, — IA1 68 / 781 NR 97 % 92%
80%- IA2 505/3105 NR 94%, 83%
60%- IA3 546 /2417 NR 90% 77%
40%7 1A 215/585 NR 79% 60%
20% - 1B 605/ 1453 66.0 72% 53%
" — A 2052 /3200 29.3 55% 36%
: o M . 1B 1551/2140 19.0 44% 26%

Months

IVA 336/484 115 23% 10%
VB 328/398 6.0 10% 0%

Kalinke et al.; Molecular Oncology 2020
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B Localized (15%)
Confined to
primary site

B Regional (22%)
Spread to regional
lymph nodes

. Distant (57%)
Cancer has
metastasized

Unknown (6%)
Unstaged

Surveillance, Epidemiology, and End Results Program, SEER 18,
2004-2010, all races, both sexes by SEER Summary Stage 2000

Worley et al; Lung Cancer review 2014
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NSCLC:
Metastasierungsmuster

Time to overt metastasis after diagnosis
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Lokaltherapie

-& Systemische

Therapie

WHAT S

TARGETED THERAPY? S /' Cancer Immunotherapy



COMPREHENSIVE CANCER CENTER VIENNA

MEDIZINISCHE
UNIVERSITAT WIEN

@

MW Allgemeines Krankenhaus
W der Stadt Wien

Immuntherapie 2024

Approaches for cancer immunotherapy

SIRPa CD47(./

-

Anti- CD47
antibody

Anti-PD-1
antibody

? Anti-CTLA4
antibody

PD-1

f
Cell-based therapies ( Other B
immunotherapies
CAR-T cell Cancer vaccines
Antibody-drug
CRISPR conjugate
engineered
T cell
Bispecific
antibody
2z ® &
CAR-NK cell e - —
® o ©0 0 Cytokines
® @
N -/ b _
7 =
Immune checkpoint blockade therapy

Tumor cell Dendritic Naive Activated Immune  Tumor cell

Macrophage death cells T cells T cell attack death

g

=

)'404_1 Eo=y
Anti-PD-L1
antibody

Gupia'e‘l"é o

Trends in Cancer 2022
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() AR e Checkpointblockade

Cancer cell escapes CTLA-4 inhibitors
immune system

Ipilimumab

Tremelimumab
Cancer cell
_

PD-1
inhibitors A N =

7\ QI

MHC peptide
o

[ Cancer growth and ] PD-L1 Pembrolizumab
proliferation inhibitors Nivolumab

Atezolizumab
Avelumab
Durvalumab

DC

3

Ayoub et al.; Breast Cancer Targets and Therapy 2019
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Immunogenic
chemotherapy

Antigenicity

T MHC-l exposure

T ERV expression

T TNA/TAA expression

Adjuvanticity

* CALR/HSP exposure
= ATP secretion

* ANXA1 release

* HMGBI1 release

= Type | IFN secretion

Effector cells

T Dendritic cells
TCD4" T,1 cells

T CD8" CTLs/NK cells
T M1 macrophages

Intestinal microbiota

T Immunostimulatory
bacteria

L Immunosupressive
bacteria

- Suppressor cells
1 T.q cells
i M2 macrophages
1L MDSCs

Neuroendocrine

circuitries

L Endogenous
glucocorticoids

Galluzzietal.; Nature Reviews

Clinical Oncology 2020
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CLINICAL
ASSESSMENT

Stage IB
(peripheral
T2a, NO)

Stage |

(central
T1abc-T2a, NO)
Stage Il
(T1abc—-2ab, N1;
T2b, NO)

Stage IIB

(T3, NO)f

Stage IlIA

(T3, N1)

v WM Allgemeines Krankenhaus
UNIVERSITAT WIEN W der Stadt Wien

PRETREATMENT EVALUATIONY

» Evaluate for
perioperative
therapyP

* PFTs (if not
previously done)

* Bronchoscopy

« Pathologic
mediastinal Iymﬁh
node evaluation

* FDG-PET/CT scank
(if not previously
done)

* Brain MRI with
contrastd
(Stage Il, IlIA)
(Stage IB [optional])

No nodal
disease

N1 or N2
disease

Operable —»‘

Medically
inoperable, high
surgical risk as
determined by
thoracic surgeon,!
and those who
decline surgery after
thoracic surgical
consultation

e
-

NCCN Leitlinien: early stage

INITIAL TREATMENT

Surgical exploration and resection' +

mediastinal lymph node dissection or . _j_?i:t\ggrtlt
systematic lymph node sampling after _[NSCL-4)

preoperative systemic therapy, if plannedP

Consider
Definitive RT, adjuvant -
’ Surveillance
—|preferably |—» chemotherapyP |—>
SABRM.© for high-risk S
stage II"

Stage IIB (NSCL-8)
Stage HIIA/IIIB (NSCL-8) or
Stage lIIB/IIIC (NSCL-13)

NCCN Leitlinien 2024
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stage non-metastatic NSCLC
MEDIASTINAL INITIALTREATMENT ADJUVANT TREATMENT
BIOPSY
FINDINGS Surgical resection! + mediastinal lymph
node dissection or systematic lymph Adjuvant Systemic . Surveillance
Operable node sampling after preoperative Therapy (NSCL-E) ~ (NSCL-17)
T1-3 systemic therapy, if plannedP
N1 n:ades
positive, Medically inoperable,
Mo high surgical risk as Definitive DurvalumabsV
gﬁtzrenglnn?d by thoramc‘ concurrent o gt:g;eegﬁ’l':y 1 . Surveillance
’ iati m,s o ’ o _
and those who decline z::aetrenoc:ad!la;tlon category 2A NSCL-17
surgery after thoracic gory stage 1)
surgical consultation
Definitive
concurrent _ Durvalumabs:V _
chemoradiation™*S " (category 1) -
'Il'l'lz—3, g (category 1) : Adjuvant Surveillance
nodes > * Surgery’ — |Systemic Therapy |[—| (NSCL-17)
positive, MO or No appar_entz > (NSCL-E)
progression ¢ Consider RTM >
Systemic
, m
therapyP¥ + RT Local— RT™ (if feasible) + chemotherapyP
i r4
Progression < Treatment for Metastasis

limited sites (NSCL-15) or

Systemic—
distant disease (NSCL-18)

NCCN Leitlinien 2024
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Lokal fortgeschrittenes NSCLC ist?

1) Heilbar (=kuratives Setting)
2) Nicht heilbar (=palliatives Setting)
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Optionen resektables NSCLC

TREATMENT STRATEGIES FOR PATIENTS WITH A RESECTABLE

NSCLC IN 2023

Surgery

Surgery

NeoAdjuvant

Surgery

NeoAdjuvant

EERESMD
2023

Garassino; ESMO 2023
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Proposed rationale for adjuvant immunotherapy

o N e
] o B
< O
- 2
Surgeon removes Immunotherapy Activation of few Fewer, and less-diverse,
tumor lesion different T cells T cells search for tumor cells
Proposed rationale for neocadjuvant immunotherapy
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Immunotherapy Activation of many Surgeon removes Many more, and
different T cells tumor lesion more-diverse, T cells
search for tumor cells

Verslius et al; Nature Medicine 2020
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Checkmate 816 Studie

CheckMate 816 study design?

Key Eligibility Criteria

* Newly diagnosed, resectable,
stage IB (= 4 cm)-IlIIA NSCLC
(per TNM 7th edition)

» ECOG performance status 0-1

= No known sensitizing EGFR
mutations or ALK alterations

Stratified by

Stage (IB-Il vs 1l1A),
PD-L1P (= 1% vs < 1%°), and sex

Primary analysis population

NIVO 360 mg Q3w

+

chemod Q3w (3 cycles)

Radiologic
restaging

Chemo€ Q3w (3 cycles) >

Surgery
(within 6
weeks
post-
treatment)

NIVO 3 mg/kg Q2W (3 cycles)

+ IPI 1 mg/kg (cycle 1 only)f

Follow-u
Optional P

adjuvant —_—
chemo + RT®

Primary endpoints
+  pCRby BIPR
« EFS by BICR

Secondary endpoints

Exploratory endpoints

MPR by BIPR . ORR by BICR
oS « Predictive biomarkers (PD-L1, TMB,
Time to death or distant metastases CctDNAN)

Database lock: September 16, 2020; minimum follow-up: 7.6 months for NIVO + chemo and chemo arms.
aNCT02998528; PDetermined by the PD-L1 IHC 28-8 pharmDx assay (Dako); “Included patients with PD-L1 expression status not evaluable and indeterminate; INSQ: pemetrexed + cisplatin or paclitaxel +

carboplatin; SQ: gemcitabine + cisplatin or paclitaxel + carboplatin; #Vinorelbine + cisplatin, docetaxel + cisplatin, gemcitabine + cisplatin (5Q only), pemetrexed + cisplatin (N5Q only), or paclitaxel + 5
carboplatin; '/Randomized exploratory arm (enrollment closed early); 8Per healthcare professional choice; "Performed using tumor-guided personalized ctDNA panel (ArcherDX Personalized Cancer Monitoring).

Forde ; AACR 2021
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) [ ]
Wpas, mgmee~  Checkmate 816 Studie

ITT

Primary endpoint: ITT (ypTONQO)P
OR = 5.70 (95% ClI, 3.16-10.26)"

50 -
40 - OR = 13.94 (99% CIl, 3.49-55.75)° -
Differenceb
P < 0.0001 27.9%
40 -
30 J Differencec 36.9%°
. 21.6% .
s 24.0%¢ 2 .
3 L
S 20 =
o5 o
2 = 20 -
10 4 10 4 8.9%¢
2.2%4
0 - 0 -
NIVO + chemo Chemo NIVO + chemo Chemo

Forde ; AACR 2021
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No. at risk

NIVO + chemo
Chemo

Checkmate 816 Studie-
EFS

NIVO + chemo

(n = 179) (n = 179)

Median EFS,c mo 31.6
HR (97.38% Cl)d 0.63 (0.43-0.91)
. P values 0.0052
| e-amee—e o NIVO + chemo
7 | 45% - st +++ Chemo
| | [ i I | I i | | | | | |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Months from randomization
179 151 136 124 118 107 102 87 74 41 34 13 6 3 0
179 144 126 109 94 83 75 61 52 26 24 13 11 4 0

Girard ; AACR 2022



COMPREHENSIVE CANCER CENTER VIENNA

MEDIZINISCHE W Allgemeings Krankenhaus
UNIVERSITAT WIEN S der Stadt Wien

PACIFIC: Phase 3, Randomized, Double-blind,

Pacific Studie

Placebo-controlled, Multicenter, International Trial

* Unresectable Stage |ll NSCLC

without progression after definitive
platinum-based cCRT* (22 cycles)

* 18 years or older
* WHO PS score 0 or 1

« |If available, archived pre-cCRT tumor
tissue for PD-L1 testingt

Patients enrolled irrespective
of PD-L1 status

N = 713 randomized

1-42 days
post-cCRT

Durvalumab

10 mg/kg g2w for up to 12 months
N =476

2:1 randomization,
stratified by age, sex, and
smoking history

Placebo

g2w for up to 12 months
N =237

Primary endpoints

«  PFS (BICR) using
RECIST v1.1*

- 0S8
Key secondary endpoints

ORR, DoR, and TTDM
(BICR) using RECIST v1.1

« Safety
« Patient-reported outcomes

- Updated analyses of OS and PFS, assessed ~5 years after the last patient was randomized
(data cutoff: 11 January 2021; exploratory, post-hoc analysis)

« Treatment effects were estimated using stratified log-rank tests in the ITT population

* Medians and yearly landmark rates were estimated using the Kaplan—Meier method

Spigel et al.; ASCO 2021
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1.0

0.9

0.8

0.7

0.6

0.5

0.4

Probability of OS

0.3

0.2

0.1

0.0

No. at risk

Durvalumab
Placebo

Pacific Studie-0OS

Median OS
(95% Cl), months

No. of events/
total no. of patients (%)

Durvalumab 264/476 (55.5) 47.5 (38.1-52.9)
] | Placebo 155/237 (65.4) 29.1(22.1-35.1)
B M 83.1%
o { : Stratified HR (95% Cl): 0.72 (0.59-0.89)
_ L“I,L ; I : Stratified HR from the primary analysis (95% Cl):2 0.68 (0.53-0.87)
_ i
2 ==
74.6%
N ’ N N i
; 43.6% ; e
B 5 36.3% : )
! : 33.4%
OS HR =0.72 i i
=y (95% Cl: 0.59-0.89)
[ I I I [ I I I | [ I I [ I | I I I [ I | [ I I [
01 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75
Time from randomization (months)
476 464 431 414 385 364 343 319 298 289 273 264 252 241 236 227 218 207 196 183 134 91 40 18 0
237 220 199 179 171 156 143 133 123 116 107 99 97 93 91 83 78 5 74 72 56 33 16 7 2 0

Spigel et al.; ASCO 2021
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NSCLC:
Palliatives Setting
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Die Prognose bei metastasierten NSCLC ist:

1) OS >12 Monate
2) OS <12 Monate
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Keynote 189- 5 Year Update

100
90- Events, n (%) Median (95% Cl) HR (95% CI)
80- 69.8% Pembro + chemo 329 (80.2) 220(19.5-245) 0.60
:48.0% (0.50-0.72)
70+ - Placebo + chemo 183 (88.8) 10.6 (8.7-13.6) : .
604
53
5 B0 e B e T e e e T PP PP T PP S VLR PP PEPTTR
o 40_ g 31 .30/0 .
: 17.4% : 23.6%
30+ ; : 13.8%
204 5 :
104 : g illlullll Lt iaa i
0 ; ; : ; ; ;
0 12 24 36 48 60 72
No. at risk Time, mo
Pembro + chemo 410 283 184 126 95 77 0
Placebo + chemo 206 98 55 34 27 22 0

PD-L1 TPS 250%

Pembro + chemo Placebo + chemo
(n =132) (n=70)

OS HR (95% Cl) 0.68 (0.49-0.96)
5y OSrate? % 296 214

PD-L1 TPS 1%-49%

Pembro + chemo Placebo + chemo
(n =128) (n =58)

0.65 (0.46-0.90)
19.8 7T §

PD-L1 TPS<1%

Pembro + chemo Placebo + chemo
(n =127) (n=63)

0.55 (0.39-0.76)
96 2.3

Garassino; ESMO 2022
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Keynote 407- 5 Year Update

100
o0 Events n (%) Median (95% Cl) HR (95% Cl)
80- ! 64.7% Pembro + chemo 225(80.9) 17.2 (14.4-19.7) 0.71
70- 149.6% Placebo + chemo 248 (88.3) 11.6 (10.1-13.7) (0.59-0.85)
60+
= : .
o :30.8% :129.9% :
40 : 118.6%  a1.8% oy OS
E ::12-311-"!“ 18-4%
304 : 9.7%
20+ :
10_ Bl ml | 1 |||
0 : : ' ' . .
0 12 24 36 48 60 T2
No. at risk Time, mo
Pembro + chemo 278 180 100 83 60 10 0
Placebo + chemo 281 137 84 50 33 7 0

PD-L1 TPS 250%

Pembro + chemo Placebo + chemo
(n=73) (n=73)

05 HR (95% Cl) 0.68 (0.47-0.97)

5y OSrate? % 233 8.3
IKaplan-Meier esimaie. Data cuicff date: February 23, 2022,

PD-L1 TPS 1%—49%

Pembro + chemo Placebo + chemo
(n =103) (n =104) (n =99)

0.61 (0.45-0.83) 0.83(0.61-1.13)
206 76 107 13.1

PD-L1 TPS<1%

Pembro + chemo
(n =95)

Placebo + chemo

Novello et al.; ESMO 2022
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Keynote 24- Pembro Mono

5 year update: OS

J Brahmer. ESMO 2020
Overall Survival?
100 Events, n HR
oo N (%) (95% CI)
80 Pembrolizumab 154 103 (66.9) 0.62
Median (95% C1) Chemotherapy® 151 123 (81.5) (0.48-0.81)
= 70- 26.3 mo (18.3-40.4 mo) . .
Ef 13.4 mo (9.4-18.3 mo) : :
s €0+ : :
B B0 eneenemancocnnsnnarsint Mg enansssasonen s IO omasasasazssessssns f I onssensasans: - o
= : 35. 2 .
~ 40 : . :
S : ¥ s
© 30- : -
= %
10-
0 """ | R RG] B AT ST A ARSI S PR Gkt ot T AT T i b A ik b . YOk N T AT AL Ce e LT AL N e S A 5L W, O e A e, 1
[¢] (3 12 18 24 30 36 42 48 54 60 66 72
Time, months
No. at risk
Pembrolizumab 154 121 106 89 78 73 66 62 54 51 20 0 0
Chemotherapy 151 108 80 61 48 44 35 33 28 26 13 3 (1]

STT population.

sEffective crossover rate from chemotherapy to anti-PD-(L)1 therapy, 66 0% (99 patients in total crossed over to anti=-PD-[L]1 therapy: 83 patients crossed over to pembrolizumab during
the study, and 16 patients received subsequent anti-PD-[L]1 therapy outside of crossover, patients may have received >1 subsequent anti-PD-[L]1 therapy). Data cutoff June 1, 2020

Brahmer; ESMO 2020
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Stage IV NSqNSCC, molecular tests negative (EGFR/ALK/ROS 1/BRAF/RET/MET/EG FRex20ins/KRAS G 12C/NTRK/HERZ J-* without contraindication for immunotherapy

4

N N
[Oligometastatic] [ ECOG PS and PD-L1 expression level J
il & 1 4
Nt N B
[ PS 0-1 and any expression of PD-L1 J PS 2 and PS 3-4
PD-L1 <50% regardless
of PD-L1

1

Platinum-doublet ChT
[carboplatin preferred:
I, A; pemetrexed
preferred: I, A}
Maintenance
pemetrexed if

5.
Systemic PS 0-2 and
therapy & LRT PD-L1 =50%
[i1, B]

l Pembrolizumab—platinum—pemetrexed (4 cycles) followed by
pembrolizumab—pemetrexed [I, A; MCBS 4°]
Atezolizumab—carboplatin—nab-paclitaxel (4-6 cycles) followed by atezolizumab [I, A; MCBS 3]
Atezolizumab—bevacizumab—carboplatin—paclitaxel (4-6 cycles) followed by
atezolizumab—bevacizumab [I, A; MCBS 3<]

Nivolumab—ipilimumab + 2 cycles of platinum-doublet ChT followed by
nivolumab—ipilimumab + optional pemetrexed maintenance [I, A; MCBS 4°]
Cemiplimab—platinum-doublet ChT (4 cycles) followed by
cemiplimab + pemetrexed maintenance' [I, A]

Durvalumab—tremelimumab—platinum-doublet ChT (4 cycles) followed by
durvalumab—tremelimumab (tremelimumab one additional dose) + pemetrexed maintenance’
[1. A ; ESMO MCBS v1.1 score: 4]

Nivolumab—ipilimumab (only for PD-L1 =1%)' [, A]

Pembrolizumab

[1. A: MCBS 5°]
Atezolizumab (also for
TC =10) [1, A; MCBS 5°]

improvement to PS 0-1
Single-agent ChT
[Pemetrexed: II,
B; gemcitabine,
vinorelbine or
docetaxel: I, B]

Cemiplimab
[1, A; MCBS 4°]
(for PS 2 for all drugs:
[, B)

N~
Disease progression®
N
[ Disease progression

“ * isease \rg ression®

v 1 Caa ] - )  —

> [ PS\CT—Ze ] ( PS\g-4 ] ( p;g-z ] ( PS\§—4 ]
+ <1

Pemetrexed [I, B] Nivolumab [I, A; MCBS 5¢]
Docetaxel [I, B] Atezolizumab [I, A; MCBS 5°]
Pembrolizumab (PD-L1 =19%) [I, A; MCBS 5]

Nintedanib—docetaxel [II, B]
Other options are the same as for second-line
treatment for PS 0-2 after ChT—ICle

Platinum-doublet ChT [, A] (pemetrexed preferred)
[11, A; MCBS 4°] followed by pemetrexed maintenance
[1, A: MCBS 4°] if pemetrexed switch maintenance
[1. B] if 4 cycles of gemcitabine—cisplatin: gemcitabine

continuation maintenance [I, C]

Ramucirumab—docetaxel [I, B; MCBS 1]
Re-challenge IC1 [lll, B]

Platinum-doublet ChT [I, A] (pemetrexed preferred)
[11, A; MCBS 4°] Carboplatin—paclitaxel-bevacizumab
followed by bevacizumab maintenance [I, A; MCBS 2¢]
Or platinum—pemetrexed—bevacizumab followed by
pemetrexed—bevacizumab maintenance [I, A]
Re-challenge ICI [IIl, B]

ESMO Leitlinien 2022
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Personalisierte Medizin
beim NSCLC

NTRK rearrangement (0.23%)

RET rearrangement (1.7%)
BRAF V600E mutation (2.1%)
HER2 exon 20 insertion mutation (2.3%)

[ No actionable
ROS 1 rearrangement (2.6%)

alteration

MET exon 14 mutation (3%)

ALK rearrangement (3.8%)

1 Other KRAS
mutation

O KRAS G12C
mutation

e
2.2%
=3 Other EGFR | anill

mutation

I EGFR exon
20 insertion

mutation

Outer circle: Asian populations
Inner circle: Western populations

B F£GFRexon 19 deletion
and L858R mutation

Tan et al.; JCO 2022
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Personalisierte Medizin

beim NSCLC

A Overall

FullWT 15% EGFR 11%

KRAS
29%

Unknown
35%

BRAF 2%
HER2 1%

PIK3CA 2%
ALK 5%

C Women

Full WT 12% EGFR 21%

Unknown
28%

KRAS
27%

ALK 6%
PIK3CA 3%

BRAF 2%
HER2 1%

B Adenocarcinoma

FullWT 15% EGFR12%

KRAS
32%
Unknown
32%
BRAF 2%
HERZ2 1%
ALK 5% PIK3CA 2%

D Neversmokers
Full WT 9%

Unknown
13%
EGFR
44%
ALK
14%

PIK3CA 4%
HER2 4%

BRAF 3% KRAS 9%

Barlesi et al.; Lancet 2016
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HR [95% CI]

Borghaei (2015) ; 3 | 1.18 [ 0.74, 1.62)
Herbst (2010) ; z . 0.88 [ 0.33, 1.43]
Fehrenbacher (2016) : ‘ 0.99 [-0.05, 2.03]
Rittmeyer (2017) - " - 1.24[0.77,1.71]
FE Model —— 1.12[ 0.85, 1.38]

| | | | | |
-0.5 0 0.5 1 1.5 2 2.5

Favors PD1/PDL1 inhibitor Favors Docetaxel

Cavanna et al., Oncotarget 2019
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Targeted Therapy vs. Chemo

ALK Fusion

A Progression-free Survival

Hazard ratio for progression
or death in the crizotinib group,
0.45 (95% Cl, 0.35-0.60)
P<0.001 (two-sided stratified log-rank test)

Crizotinib

100
R
r— 80—
=
=
W 60
@
v
G
= 404
=
L7y ]
O
S 204
o
o
0
0
No. at Risk
Crizotinib 172

Chemotherapy 171

‘Chemotherapy
I I I T 1 |
5 10 15 20 25 30 35
Months
120 65 38 19 7 1 0
105 36 12 2 1 0 0

Solomon et al., NEJM 2016
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Crown Studie: ALK fusion
3.Generation ALK Inhibitor
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A.ITT population

Lorlatinib Crizotinib
(n=149) (n=147)
Ewvents 49 92
PFS, median MNR 9.3
(95% Cl), months (NR-NR) (7.6-11.1)
100 HR (95% CI) 0.27 (0.184-0.388)
90 —
80 —
68.2%
70 ———— i+ 63.5%
! i i H i
60 — | I
=S | :
- | 1
& 50 | 1
oo | :
40 | :
: I
30 — | :
0,
i 118.9%
20 — | n__ L L L ' 1 L 1 1
I LA} L] L] L] L] T I L] T LI T L]
I 1
1
10 — | I
! I
! 1
0 ! 1
T T T T T T T T T T T T i T T T T T T T T T T T T T 1
0 2 4 6 38 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52

i Months
Number at risk

—t— Lorlatinib 149 133 122 118 114 111 105 104 98 95 90 88 88 86 85 83 72 55 50 34 31 23 15 7 4 2 0
———f—— Crizotinib 147 126 100 85 64 54 40 33 26 25 19 17 17 17 16 11 9 7 6 5 4 2 1 1 1 0 0O

Solomon et al., ESMO 2022
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Antibody Drug Conjugates

Antigen

+ High homogeneous expression on tumour

« Low or no expression on healthy tissues

+ High affinity and avidity for antibody recognition

Antibody

» High affinity and avidity for tumour antigen

« Chimeric or humanised to decrease immunogenicity
» Long half-life and high molecular weight

Fab

Fc

Fab

Cytotoxic payload
« Highly potent agents—IC50
in subnanomolar range:
» Calicheamicin
» Maytansine derivative
‘ <« (DM1 or DM4)
» Auristatin (monomethyl
auristatin E or monomethyl

auristatin F)
- Optimal DAR

Linker

- Stable in circulation

- Efficient linker technology

- Site of conjugation

» Efficient release of payload at target site
» Prevents premature release of payload at non-target tissue

« Cleavable versus non-cleavable

« DAR affects drug distribution and pharmacokinetics

Chau et al.; Lancet 2019
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Zielstrukturen-Biomarker
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Datopotamab Sa r408701

deruxtecan !

Ado-trastuzumab 4

emtansine Patritumab
deruxtecan

Telisotuzumab
vedotin

DM4

\ DS-7300

Trastuzumab
deruxtecan

Sacituzumab

\
\
X govitecan
\
\
\
\

Passaro et al.; JCO 2023
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[ J [ J
e o Rl e Destiny Lung02 Studie

T-DXd 5.4 mg/kg T-DXd 6.4 mg/kg
Efficacy summary YEXEY. N =50
Confirmed ORR,? n (%) [95% CI] 50 (49.0) [39.0-59.1] 28 (56.0) [41.3-70.0]

CR | PR 1(1.0) | 49 (48.0) 2 (4.0)] 26 (52.0)
SD | PD 45 (44.1)| 4 (3.9) 18 (36.0) | 2 (4.0)
Non-evaluable® 3(2.9) 2(4.0)
DCR,< n (%) [95% CI] 95 (93.1) [86.4-97 2] 46 (92.0) [80.8-97 8]
Median DoR,%* months (95% CI) 16.8 (6.4-NE) NE (8.3-NE)
Median TTIR,Y months (range) 1.8 (1.2-7.0) 1.6 (1.2-11.2)
Median follow-up, months (range) 11.5(1.1-20.6) 11.8 (0.6-21.0)
PFS T-DXd 5.4 mg/kg OS T-DXd 5.4 mg/kg
N =102 N =102

] Median (95% Cl) g9 (74-NE) 154 (8.3-NE) s Median (95% CI) 195 (13.6-NE) NE (12.1-NE)

£ BU_MLE: T Rrrartar w0 100—Wems,an{%} 37 (36.3) 14 (28.0)

é% 7 ETS% —— .53% EE 60— 585% :;::;:H

52 7 : A LY : i

Time, months Time, months

Janne et al.; WCLC 2023
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Molecular tests positive (EGFR/ALK/ROST/BRAF/RET/NTRK/MET/HER2/EGFRex20ins/KRAS G12C)

1 + 1 1 1 1 1

T

~ ~ N g ~ ) e ~ gl
EGFR mutation ALK translocation ROST BRAF V600 RET translocation NTRK/HER2/ METex14 skipping KRAS G12C
(refer to Figure 2) (refer to Figure 3) translocation mutation EGERex20ins mutation

(refer to Figure 4) (refer to Figure 5)

. - s

Gefitimib
[l. B; MCBS 4; ESCAT I-A]>=
Erlotinib
[1. B: MCBS 4; ESCAT I-A]*~=
Erlotinib—bevacizumab
[I. B; MCBS 2; ESCAT I-A]~==

Erlotimib—ramucirumab

[1. B; MCBS 3: ESCAT I-A]>®
Afatinib
[l. B; MCBS 5; ESCAT I-A]>~"
Dacomitinib
. B; MCBS 3; ESCAT I-A]*=
Gefitinib—carboplatin—
pemetrexed [l, B]®

Brigatimib [, A; MCBS 4;

ESCAT I-A]*==

Lorlatinib [I, A; MCBS 4;

ESCAT I-A]22=

Crizotinib [1, B; MCBS 4;

ESCAT I-A]==
Cenimib [1. B; MCBS 4;
ESCAT I-A]*=

Entrectinib [Ill, A;
MCBS 3; ESCAT I-B]*=
Repotrectinib [Ill, B;
ESCAT I-B]*

[H, A; MCBS 2;

ESCAT I-B]**

Selpercatinib [lil, A;
MCBS 3; ESCAT I-C]~=

NTRK

translocation

4

Entrectimb [Ill, A;

MCBS 3; ESCAT I-C]*=

Larotrectinib [, A;
MCBS 3; ESCAT I-C]>=

Il

c

N
HERZ mutation

)

|

Trastuzumab—
deruxtecan
[, B; ESCAT Il, B]*

Il

V
EGFRex20ins

|

Amivantamab [lll, B;
MCBS 3; ESCAT I-B]*=
Mobocertinib [Ill, C;
ESCAT I-B)®

Capmatinib [IlIl, A;
MCBS 3: ESCAT I-B]>=*
Tepotinib [N, A; MCBS 3;
ESCAT I-B]*==

Capmatinib [Ill, A;
MCBS 3; ESCAT I-B]*~*

Tepotuimb [, A; MCBS 3;

ESCAT I-B]*=

!‘_\l/_‘\ T
Osimertinib Alectinib [I, A; MCBS 4; Crizotinib [N, A; Dabrasonib— Pralsetinib [Ill, A Platinum-doublet Platinum-doublet ChT = Refer to ESMO
[l. A MCBS 4. ESCAT I-A]*>=* ESCAT I-A]=== MCBS 3; ESCAT I-B]*= rameunst MCBS 3; ESCAT I-C]** ChT = ICI IV, B] ICI v, B] CPG for

non-oncogene
addicted metastatic
NSCLC' [, A]

Sotorasib [I. B;
MCBS 3; ESCAT I-B]==
Adagrasib [lll, B;
ESCAT I-B]==
Ahlternative- if ICI
monotherapy given in
first-line: platinum-
doublet ChT [, A]
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Wi, geme=  Patientenfall: BRAF Mutation

» 70 jahriger mannlicher Patient

« ECOG: 0

 Myasthenia gravis, Bluthochdruck

 Adenoca. der Lunge met.; PD-L1 neg.; BRAF mut
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oy ———— Patientenfall: BRAF Mutation
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Dz g Small cell lung cancer

Stage Frequency
N A
2 e
4%
Limited <
3
1%
J
R
25%
J ./
DB )10%
0 I I | | |
0 b 12 18 24 30
Months after diagnosis

Rudin et al., Nature Reviews Disease Primer 2021
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Consolidation

Initial approach

Cisplatin—etoposide

— @ A

TNM stage | only

Time (months)
No. of Patients at Risk

SarGCTYior SADR) TH 100 Atezolizumab Placebo
o + CP/ET + CP/ET
- i 907 (n = 201) (n = 202)
i 80 - ,
: . Median OS, mo 12.3 10.3
: 2 704 (95% ClI) (10.8 to 15.8) (9.3t0 11.3)
i T 4 0.76 (0.60 to 0.95)
: 60 0
| ’ ;:E HR (95% CI) P 0154
1 —
TNM stage I-111 ChemoRT —§—> PCl U:'.) 50 +
@ | ) 3 40
: 18-month OS
L&) | 3 |
Q @ : C>) 30 -
; 139.0%
inan ; 20 |
i | I
! 10 | | 21.0%
' PDL1i
: 1 1 1 1 1 ! 1 1 II 1 1 1 1 1 1 1
: @ 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32

TNM stage IV —_—

Atezolizumab + CP/ET 201 187 180 159 130 109 93 86 75 61 51 28 21 8 1

ChemolO i Consolidation RT?
: Placebo + CP/ET 202 189 183 160 131 97 74 58 49 39 33 20 8 3 2 2
d& (1) | =
nn g

Rudin et al., Nature Reviews Disease Primer 2021; Liu et al.; JCO 2021
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@=2s. muze~~  Take home message

* Lungenkrebs ist weltweit die haufigste Krebs
assoziierte Todesursache

* Moderne Therapien ermoglichen Langzeitiiberleben

* Personalisierte Medizin und molekulare Marker sind
essentiell im klinischen Alltag

* SCLC met. bleibt Herausforderung
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