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Lungenkrebs — weiterhin ein globales Thema

« 2 Millionen neue Falle weltweit/Jahr

* Hauptursache fur Krebstodesfalle (1.8 Mio) . ﬁ

« Haufigster Krebstod bei Mannern,
zweithaufigster bei Frauen

« Rauchen weiterhin fur 90% der
Lungenkrebsfalle verantwortlich

« Weltweit sind die Raten in den Landern am
hochsten, in denen der Einstieg in das
Rauchen am frlhesten begann, wie in

Nordamerika und Europa

» Erhebliche wirtschaftliche Belastung

Created with Biorender
MEDICAL UNIVERSITY
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Lungenkrebs — weiterhin ein globales Thema

» 2 Millionen neue Falle weltweit/Jahr

* Hauptursache fur Krebstodesfalle (1.8 Mio)

« Haufigster Krebstod bei Mannern,
zweithaufigster bei Frauen

* Rauchen weiterhin fur 90% der
Lungenkrebsfalle verantwortlich

 Weltweit sind die Raten in den Landern am

hochsten, in denen der Einstieg in das
Rauchen am frlhesten begann, wie in

Nordamerika und Europa

» Erhebliche wirtschaftliche Belastung

Gesamtuberleben hangt vom Stadium ab

Onkopedia Leitlinie NSCLC
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Lungenkrebs — weiterhin ein globales Thema

* 2 Millionen neue Falle weltweit/Jahr
B Localized (15%)

Confined to
primary site

* Hauptursache fur Krebstodesfalle (1.8 Mio)

« Haufigster Krebstod bei Mannern,
W Regional (22%)

zweithaufigster bei Frauen Spread to regional

e Rauchen weiterhin fir 90% der lymph nodes
.. : Distant (57%)
Lungenkrebsfalle verantwortlich Pmiotd. o

« Weltweit sind die Raten in den Landern am metastasized

Unknown (6%)

hochsten, in denen der Einstieg in das
Unstaged

Rauchen am frlhesten begann, wie in

Nordamerika und Europa

» Erhebliche wirtschaftliche Belastung

>50% Stadium werden im Stadium IV diagnostiziert
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@ OF VIENNA Worlex S P&T 2014;39:10




Offentlich-Public

Therapiekonzepte beim NSCLC — zunehmende Bedeutung der Immuntherapie
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Neoadjuvante Uberleben
Therapie | | verlangern
Adjuvante Symptome
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The oncologist‘s point of view — (Personal) Hot Topics 2024
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Ask ChatGPT: What is the aim of perioperative systemic therapy?

W
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Tumor Shrinkage

Quality of Life <. Micrometastasis
Tailored Eguhragl?::fj
Treatment Outcomes
Improved Reduced Risk of
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Studienlandschaft Early Stage NSCLC & Immuntherapie

Targeted therapies FDA approvals in metastatic NSCLC Dabraf}eljib + Pembrolizumab +
trametinib carboplatin + taxane
j Chemotherapy Atezolizumab Lnrlatinib‘ If-‘-El;?mafcinib
_‘ Immunotherapy Pembrolizumab Atebzolilzumab + Selpercatmlb
SR ap e Brigatinib
|—| Adjuvant or paclitaxel + L3
neoadjuvant studies Gefitinib bevacizumab Ipilimumab +
- T nivolumab +/-
== Nivol b Entrectinib chemothera
Carboplatin + [ Ceritinib I holtinolcsccll Carboplatin/ : Sy a4
Docetaxel ‘ nab-paclitaxel | [ | Osimertinib cisplatin + Atezolizumab | Larotrectinib
: : L gy . e e pemetrexed + + carboplatin : :
[Erlotinib ‘ Bevacizumab] ‘ Pemetrexed l ‘ Crizntinib| ‘ Afatinib‘ Alectinib pembrolizumab | | | # taxane Lorlatinib

2005 2006 Y 4 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020

Adjuvant cisplatin Neoadjuvant Neoadjuvant ADAURA shows
doublet chemotherapy® meta-analysis'"! working group DFS advantage to
meta-analysis™ adjuvant osimertinib®
Advances in the treatment of resectable NSCLC Osimertinib

MEDICAL UNIVERSITY
@ OF VIENNA Chaft JE et al, Nature Reviews Clin Oncol 2021;18:547-57
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Studienlandschaft Early Stage NSCLC & Immuntherapie

IMPOWER 010

KEYNOTE-091

Checkmate 816

o

~ 77
r, 3

KEYNOTE-671

AEGEAN Trial

MEDICAL UNIVERSITY

OF VIENNA




Offentlich-Public

Immuntherapie in der adjuvanten Therapie beim NSCLC
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Adjuvant chemotherapy standard of care until 2021

Benefit

« Adjuvant platinum-based chemotherapy changed the standard of care for completely
resected early-stage NSCLC (stage IB-1lIA) over 15 years ago’-
— DFS HR, 0.84 (95% CI: 0.78, 0.91)
— OS HR, 0.89 (95% CI: 0.82, 0.96)
— Leads to 4%-5% OS improvement at 5 years vs observation o
« Osimertinib provides substantial DFS benefit in patients whose tumors harbor EGFR Risiko

activating mutations,® but there remains a high unmet need for improved adjuvant
treatment in other patients with NSCLC Adjuvantes Setting

« IMpower010 evaluated the efficacy and safety of adjuvant atezolizumab vs best supportive
care (BSC) after adjuvant chemotherapy in patients with completely resected NSCLC

— 2021 ASCO
Relapse rates remain high at 35-50% ANNUAL MEETING

MEDICAL UNIVERSITY
@ OF VIENNA ASCO 2021, Wakelee HA et al, Abstr 8500
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IMpowero10: Studiendesign

Hierarchical statistical testing

-~ ~ No crossover
1 - 0,
Completely resected 14 ovl P = [ IS U B . J
stage IB-IIIA NSCLC ~ Cycles 1200 ma a21d 3 stage lI-llIA population
cisplatin + gq 2 —
per UICC/AJCC v7 pemetrexed, 16 cycles o If positive: ‘
* Stage IB tumours 24 cm gemcitabine, S
* ECOG PS 0-1 | docetaxel or = DFS in all-randomized
* Tumour tissue for PD-L1 analysis N=1280 5 If positive:
N/ :
o Y, 7
DFS in ITT population®
Stratification factors Primary endpoints (all-randomised stage IB-lIIA)
+ Sex « Investigator-assessed DFS tested hierarchically:
+ Stage (IB vs Il vs 111A) 1. PD-L1 TC 21% (SP263) stage II-1lIA population If positive: l
+ Histology 2. All-randomised stage II-llIA population OS in ITT population®
« PD-L1 tumour expression status 3. ITT (all-randomised stage IB-IIIA) population (all-randomised stage IB-llIA)
(TC2/3 and any IC vs TCO0/1 Key secondary endpoints
and IC2/3 vs TCO/1 and IC0/1)2 « OSin ITT (all-randomised stage IB-1llA) population [J Endpoint was met at DFS 1A
* DFSin PD-L1TC 250% (SP263) stage II-lllA population [ Endpoint was not met at DFS IA, and follow-up is ongoing
* 3yandSy DFS in all 3 populations [ os data were immature, and endpoint was not formally tested

2021 ASCO

3 analysis cohorts ANNUAL MEETING

@ g&eigﬁlﬁgNl\/ERSITY ASCO 2021, Wakelee HA et al, Abstr 8500
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PEARLS/KEYNOTE-091 Study Design

Randomized, Triple-Blind, Phase 3 Trial

Eligibility for Registration igibility for Randomization — b 200 ma Q3W
» Confirmed stage IB (T 24 cm), PD-L1 testing » No evidence of disease fo:21 B'::izr:g:‘stratiorr:;g(ﬂ )
Il, or 1A NSCLC per AJCC v7 UO"EPCS“Ltqal'ggsmg « ECOGPS 0 or 1 y
. Comglete surqical resection with 22C3 pharmDx « Adjuvant chemotherapy
negative margins (R0) « Considered for stage IB
* Provision of tumor tissue for (T 24 cm) disease
PD-L1 testing = Strongly recommended for Placebo Q3W
stage Il and llIA disease for <18 administrations (~1 yr)
* Limited to <4 cycles
Stratification Factors Dual Primary End Points Secondary End Points
» Disease stage (IB vs Il vs llIA) * DFS in the overall population * DFS in the PD-L1 TPS 21% population
* PD-L1 TPS (<1% vs 1-49% vs 250%) * DFSin the PD-L1 TPS 250% * OS in the overall, PD-L1 TPS 250%, and
« Receipt of adjuvant chemotherapy (yes vs no) population PD-L1 TPS 21% populations
* Geographic region (Asia vs Eastern Europe vs * Lung cancer-specific survival in the
Western Europe vs rest of world) overall population
« Safety

MEDICAL UNIVERSITY

@ OF VIENNA ESMO Virtual Plenary KN 091, Paz-Ares L et al
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Adjuvant Checkpoint Inhibitors in NSCLC Status Quo

IMPOWER 010 Atezolizumab

KEYNOTE-091 Pembrolizumab

Pts w/ Median, mo
Event (95% CI)
Ty e Pembrolizumab  359% 536 (39.2-NR)
64.3% Placebo 443%  420(313NR)

100 1
100+
801 90—
80
& 607 70-
(7] s 60+
[T -
Q 4071 P 50
: | S 40
Median DFS (95% ClI), NE 37.3
201 me (NE, NE) (30.1, NE) 30-
HR (95% CI) 0.43 (0.26, 0.71) 20-
1 I 10-
10 S S — 0 :
0 36 9121518212427303336394245485154 0 6
No. at risk Months _
Atezolizumab106 98 89 87 78 56 26 9 4 1 No. gggsk 103
BSC103 84 72 65 57 42 17 9 3 2 587 493

12 18 24 30 36 42 48 54 60 66

Months
434 358 264 185 82 70 28 16 1 0
409 326 241 160 72 57 22 18 1 0

EMA Atezolizumab: high risk of recurrence,
chemotherapy and PD-L1 50%+

EMA Pembrolizumab: high risk of recurrence,
chemotherapy, irrespective PD-L1

ELCC 2022, Felip E et al, Abs 800
ESMO Virtual Plenary KN 091, Paz-Ares L et al
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Adjuvante Checkpointinhibitor Therapie als etabliertes Therapiekonzept

MEDICAL UNIVERSITY
OF VIENNA
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Adjuvante Checkpointinhibitor Therapie als etabliertes Therapiekonzept

Safety first The chemo story

MEDICAL UNIVERSITY
OF VIENNA
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PEARLS/KEYNOTE-091 Summary of AEs

Pembrolizumab Placebo
(N = 580) (N = 581)
Any 556 (95.9%) 529 (91.0%)
Grade 3-5 198 (34.1%) 150 (25.8%) <(——
Led to death 11 (1.9%) 6 (1.0%)
Treatment-related 4 (0.7%)2 0 (0.0%)
Serious 142 (24.5%) 90 (15.5%)
Led to treatment discontinuation 115 (19.8%) 34 (5.9%) _
Led to treatment interruption 221 (38.1%) 145 (25.0%)
21 participant each with myocarditis + cardiogenic shock, myocarditis + septic shock, pneumonia, and sudden death. 4

MEDICAL UNIVERSITY

@ OF VIENNA ESMO Virtual Plenary KN 091, Paz-Ares L et al
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Immune-Mediates AE and Infusion Reactions

Grade
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0 : ' 0 07 B0 = 0.2 200 02
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MEDICAL UNIVERSITY
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Do will still need chemotherapy in the adjuvant setting?

IMpower010: ctDNA Status in Patients
With Resected NSCLC Who Received
Adjuvant Chemotherapy Followed by
Atezolizumab or Best Supportive Care

Enriqueta Felip!, Minu K. Srivastava2, Martin Reck3, Heather Wakelee4, Nasser Altorki®,

Eric Vallieres®, Ridiger Liersch?, Hiroshi Tanaka®, John T. Hamm?, Steven McCune'®,
Elizabeth Bennett?, Barbara J. Gitlitz2, Virginia McNally'!, Silvia Novello'2, Marcus Ballinger??,
Wei Zou?, Barzin Y. Nabet?, Meghna Das Thakur?, Caicun Zhou™

all d'Hebron University Hospital, Vall d'Hebron Institute of Oncology (VHIO), Barcelona, Spain;
20ncology Biomarker Development, Genentech Inc., South San Francisco, California, USA; 3Lung Clinic
Grosshansdorf, Airway Research Center North, German Center of Lung Research, Grosshansdorf, Germany;
4Stanford University School of Medicine, Stanford Cancer Institute, Stanford, CA, USA; SNewYork-Presbyterian
Hospital, Weill Cornell Medicine, New York, NY, USA; 8Swedish Thoracic Surgery - First Hill, Seattle, WA,
USA; "Clemenshospital Miinster, Mlnster, Germany; ®Niigata Cancer Center Hospital, Niigata, Japan;
“Norton Cancer Institute, Louisville, KY, USA; "®Northwest Georgia Oncology Centers, Maristta, GA, USA;
""Roche Products Ltd, Welwyn Garden City, United Kingdom; "?University of Turin, AQU San Luigi Gonzaga,
Orbassano, Turin, Italy; '*Clinical Science, Genentech, Inc., South San Francisco, CA, USA;
Department of Medical Oncology, Shanghai Pulmonary Hospital, Shanghai, China

ESMO iMMUNO-ONCOLOGY o Enriqueta Felip

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use

@ OF \D/i%ﬁﬁgNWERSITY ESMO Immuno-Oncology Congress 2022, Abstract 10
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Baseline and longitudinal plasma collection for ctDNA testing

= ( SURGERY ) ctDNA evaluable patients (ctDNA BEP)b¢ N=600

ig T Plasma ]

= % collections Post-op ¥

2% ctDNA collection 482 ctDNA- 118 ctDNA+ Post-op
:5” o patients post-op patients post-op ctDNA

- E population
£° 1

103 evaluable patients post chemo

(post-chemo ctDNA) at C1¢

W

= T
- | {
5 o3 e : 64 ctDNA cleared 39 ctDNA not cleared
=0
c W 1 o ¢
om C5 C5 | Longitudinal sample
T o | analysis only . . On-treatment
0 o c7 On-treatment I performed in post-op Patients were Patients were DNA
g 9 cs ctDNA collection I ctDNA+ patients evaluated for evaluated for ct .
T | longitudinal time longitudinal time population
= c15 I point analysis® point analysis®
2 c16 [
o L L
Survival
follow-up
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ctDNA clearance with adjuvant chemo in post-op ctDNA+ patients

Impact of chemo on ctDNA clearance status DFS by ctDNA clearance status in the BSC arm
ctDNA- ctDNA cleared
B ctDNA+ B ctDNA not cleared CtDNA
1001 not cleared
100 o0+ (n=20)
80 - 807 mDFS, mo 13.3
e 707 HR (95% CI) 0.23 (0.12, 0.46)
4 60 - X 607
5 \ A s
S 40 - 0O 40
\.\ 30_
20 - \ 201
80% \\ 62% 101
0 : 0 : : : .
Post-op Post-chemo 0 10 20 30 40
(n=600) (n=103) Months
ctDNA not cleared 20 3 2 1 0

* Adjuvant chemo was effective in clearing ctDNA in =62% of post-op ctDNA+ patients

* Post-chemo ctDNA positivity was linked to poor DFS outcome

MEDICAL UNIVERSITY
OF VIENNA

ESMO Immuno-Oncology Congress 2022, Abstract 10
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ctDNA levels in post-chemo ctDNA+ patients by treatment arm

Mean fold-change in ctDNA levels by treatment Fold-change in ctDNA levels in
arm among post-chemo ctDNA+ patients individual patients who were ctDNA+ post-chemo

< Atezo (n=19) 10007

= BSC (n=20)

. ./.H_—"'“""—'—'—-——-o
=/'"—-——-——-—__._________‘.

1007 100

® Atezo ctDNA+
o Atezo ctDNA-

° BSC ctDNA+
© BSC ctDNA-

s
o

—_—
—
1

Mean fold-change relative to
post-chemo ctDNA level (MTM/mL)
=)

Patient-level fold-change relative to
post-chemo ctDNA level (MTM/mL)

0.1 0.1
Post-chemo 3 C5/6 C7/8 C15/18 Post-cilwemo (53 CIS C?}B C15IF16 Post-clhemo(':S c';5 C?:JS 01;3;15
Atezo (n) 19 14 10 8 5 n= 19 14 10 8 5
BSC (n) 20 15 14 8 3 20 15 14 8 3

* A trend toward increased ctDNA levels was seen in the BSC arm compared with
the atezolizumab arm at C5 and beyond

* Atezolizumab appeared to maintain ctDNA level in post-chemo ctDNA+ patients

MEDICAL UNIVERSITY

@ OF VIENNA ESMO Immuno-Oncology Congress 2022, Abstract 10
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PEARLS/KEYNOTE-091

Pembrolizumab Placebo Pembrolizumab Placebo
(N =590) (N =587) (N =590) (N = 587)
Age, median (range) 65y (31-87) 65y (37-85) Nonsquamous histology 398 (67.5%) 363 (61.8%)
Male 401 (68.0%) 403 (68.7%) Pathologic stage©
Geographic region [3] 84 (14.2%) 85 (14.5%)
Asia 106 (18.0%) ANR (47 OO0/ \ n 290 (ER Q0/.\ 220 (K7 RO/ \
Subgroup No. Events/ Hazard Ratio (95% CI) Subgroup No. Events/ Hazard Ratio (95% Cl)
Eastern EU rope 1 16 (1 97%) No. Participants No. Participants .
Overall 47211177 — 0.76 (0.63-0.91) Overall 47211177 — 0.76 (0.63-0.91)
Western Europe 303 (51 .4%) Age Pathologic stage
<65 years 213/558 = 0.73 (0.56-0.96) IB 46/169 —— 0.76 (0.43-1.37)
Rest of world 65 (11.0%) 265 years 259/619 — 0.84 (0.66-1.07) I 246/667 . 0.70 (0.55-0.91)
o Sex A 178/339 — 0.92 (0.69-1.24)
ECOGPS 1 210 (356 /0) Female 158/373 —— 0.73 (0.54-1.00) Received adjuvant chemotherapy
0 Male 314/804 —— 0.81(0.65-1.01) No 64/167 T 1.25 (0.76-2.05)
Current/former smoker 503 (853 /o) Geographic region Yes 408/1010 —— 0.73 (0.60-0.89)
EGFR mutation? 39 (6 6% ) Asia 96/211 —— 0.74 (0.49-1.10) Histology
Eastern Europe 90/229 —— 0.84 (0.56-1.27) Nonsquamous 330761 —— 0.67 (0.54-0.83)
ALK translocation® 7 (1 _2%) Western Europe 245/604 3 0.77 (0.60-1.00) Squamous 142/416 . 1.04 (0.75-1.45)
e " for 333 (56.4%) b 4337 (5749 Rest of world 41133 — 0.74 (0.40-1.39) PD-L1 TPS
2 status unknown for 56.4%) in pembro arm and 337 (57.4% 9 1
. ECOG performance status <1% 195/465 — 0.78 (0.58-1.03)
b_ALK status unknown for 357 (60.5%) in pembro arm and 390 (66.4%) 0 288/723 |k 0.78 (0.62-0.99) 149% 160379 __ . 0.67 (048-0.92)
ESMO VIRTUAL PLENARY  p.coorcass 1841454 —. 0.79 (0.56-1.06) 550% 17333 = 062 (057-1.18
Smoking status EGFR mutation
Current 53/165 ———— 0.42 (0.23-0.77) No 186/434 < 0.78 (0.59-1.05)
Former 340/859 —- 0.84 (0.68-1.04) Yes 4073 ——— 0.44 (0.23-0.84)
Never 79/153 — % 0.72 (0.47-1.13) Unknown 246/670 —— 0.82 (0.63-1.05)
02 05 1 2 5 02 05 1 2 5
" Pembrolizumab Placebo " Pembrolizumab Placebo
Better Better Better Better

MEDICAL UNIVERSITY
@ OF VIENNA ESMO Virtual Plenary KN 091, Paz-Ares L et al
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Immuntherapie in der neoadjuvanten Therapie

MEDICAL UNIVERSITY

@ OF VIENNA Created with BioRender.com
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Immuntherapie in der neoadjuvanten Therapie

Stage 1 Stage 2 . .
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s nodes s Cancerous
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e, umor @— Tumor . ]
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- ’,"" -
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Chirurgie

Potentiell operabel
(Staging essentiell)

MEDICAL UNIVERSITY
OF VIENNA
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CheckMate 816 Study Design Proof of Concept

Key eligibility criteria
* Newly diagnosed, resectable,
stage IB (= 4 cm)-111A NSCLC NIVO 360 mg Q3w
(per AJCC TNM 7th edition) N = 358 + o Surgery |
« ECOG PS 0-1 chemod? Q3W (3 cycles) Radiologic (within Optional
. - restaging adiuvant Follow-up
No known sensitizing EGFR 6 weeks | ] e
mutations or ALK alterations post- chemo
treatment) and/or RT
Stratified by '
stage (IB-1l vs ll1A),
PD-L1° (2 1% vs < 1%F), and sex
: : : )
Primary endpoints Secondary endpoints Exploratory analyses
. . « EFS by surgical outcomes
 EFS by BICR « 0OS * pCR and EFS by 4-gene
« TTDM inflammatory signature score

- J

Database lock date: October 14, 2022, Minimum/median follow-up: 32.9/41.4 months.

From The New England Journal of Medicine, Forde PM, et al, Neoadjuvant nivolumab plus chemotherapy in resectable lung cancer, 2022;386:1973-1985. Copyright © 2022 Massachusetts Medical Society. Adapted with
permission from Massachusetts Medical Society.2NCT02998528. bDetermined by the PD-L1 IHC 28-8 pharmDx assay (Dako). cIncluded patients with PD-L1 expression status not evaluable and indeterminate. YNonsquamous:
pemetrexed + cisplatin or paclitaxel + carboplatin; squamous: gemcitabine + cisplatin or paclitaxel + carboplatin. ¢Vinorelbine + cisplatin, docetaxel + cisplatin, gemcitabine + cisplatin (squamous only), pemetrexed +
cisplatin (nonsquamous only), or paclitaxel + carboplatin.

MEDICAL UNIVERSITY
@ OF VIENNA ELCC 2023 Forde PM
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CheckMate 816 Pathological Complete Remissions

Event-free survival

100
= Su\\\._
= ‘-_\__M

1o = L
H 60 \\‘\-‘_
£ ] TSR
S HR 0-48 (95% Cl 0-43-0-54)
e 20
— Pathological complete response
No pathological complete response
0 T T T T T T
40+ . 0 3 6 9 P 15 18
Odds ratio, 13.94 [99% C', 349—55.?5] ———— Time since randomisation (years}
3 5_ P < G':}U] Pathological 2131 1513 583 337 124 35 2
—_— complete response
| DiﬁerEﬂCE‘, 21_5 No pathological 9824 6169 2674 1523 525 165 1

complete response

2
a
3 24.0
E ;i 75 {43,"]_?9] - - j Overall survival
(W) @ - b 4004 L,
® £ 204 ' - e mesgesoe
L e L / / _ 8o
&g 15 e % b
o ‘ § 00 i
= o B B
™ 104 ‘ — T 407
- 2.2 ’ ( & HR 0:36 (95% C1 0-31-0-42)
o (4/179) ~ - o
I 0 0 ——
6 8
Nivelumab plus Chemotherapy Chemotherapy Alone ’ bbbt
2131 1618 640 383 145 43 3
9824 7119 3173 1859 659 209 3
Erh6hung der Rate an CRs um >20% pCR and long-term outcome in breast cancer

OF VIENNA

@ MEDICAL UNIVERSITY Reck M et al, NEJM 2016;375:1823-33

Cortazar P et al, Lancet 2014;384:164-72
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EFS with neoadjuvant NIVO + chemo vs chemo: 3 year update ELCC 2023

EFS (%)

NIVO + chemo Chemo
(n=179) (n=179)
Median EFS, mo NR 21.1
(95% ClI) (31.6-NR) (14.8-42.1)
HR (95% Cl) 0.68 (0.49-0.93)

IV + chemo

No. at risk

NIVO + chemo 179 152 1

MEDICAL UNIVERSITY
OF VIENNA

I T T I T ! I 1

T I I ! I |
15 18 21 24 27 30 33 36 39 42 45 48 51

6 9 12 54
Months from randomization
36 125 119 108 104 100 97 94 88 69 57 38 20 13 6 5 0

EMA: neoadjuvant, high risk, PD-L1+

Median FUP 41.4m
Minimal invasive versus srugery
Lobectomy Pneumectomy
4 Base-line gene inflammatory signature
Benefit of pCR long-term
OS trend

Proof of Concept

Verkurztes Therapiekonzept

ASCO 2022, ELCC 2023
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MADRI congress
KEYNOTE-671 Perioperative Pembrolizumab ERIEMD

Pembrolizumab 200 mg IV Q3W

+

. " e .
Kev Eliaibility Criteria Cisplatin ant:, ?emcntablne Pembrolizumab 200 mg IV Q3W

+ Pathologically confirmed, resectable Cisplatin and Pemetrexed® for up to 13 cycles
stage ll, A, orllB (N2) NSCLC
per AJCC v8 for up to 4 cycles

* No prior therapy

* Able to undergo surgery

" Placebo IV Q3W
* Provision of tumor sample for +

PD-L1 evaluation? Cisplatin and Gemcitabine® Placebo IV Q3W
+ ECOGPS0or1 or

Cisplatin and Pemetrexed® for up to 13 cycles

for up to 4 cycles

Stratification Factors
* Disease stage (Il vs Ill)
« PD-L1TPS2 (<50% vs =50%) Key secondary end points: mPR and pCR per blinded, independent
« Histology (squamous vs nonsquamous) pathology review and safety
* Geographic region (east Asia vs not east Asia)

Dual primary end points: EFS per investigator review and OS

= Assessed at a central laboratory using PD-L1 IHC 22C3 pharmDx. ®Cisplatin 75 mg/m? IV Q3W + gemcitabine 1000 mg/m? IV on days 1 and 8 Q3W was permitted for squamous histology only.
cCisplatin 75 mg/m? IV Q3W + pemetrexed 500 mg/m? IV Q3W was permitted for nonsquamous histology only. 9 Radiotherapy was to be administered to participants with microscopic positive margins, gross

residual disease, or extracapsular nodal extension following surgery and to participants who did not undergo planned surgery for any reason other than local progression or metastatic disease.
ClinicalTrials.gov identifier: NCT03425643.

MEDICAL UNIVERSITY : :
@ OF VIENNA Pembrolizumab ESMO 2023 Spicer JD
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ORIGINAL ARTICLE

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

JOURNAL of MEDICINE

Scott ). Antonia, M.D., Ph.D., Augusto Villegas, M.D., Davey Daniel, M.D., David Vicente, M.D., Shuji Murakami, M.D., Rina Hui, Ph.D., Takashi Yokoi, M.D., Ph.D.,
Alberto Chiappori, M.D., Ki H. Lee, M.D., Ph.D., Maike de Wit, M.D., Ph.D., Byoung C. Cho, M.D., Ph.D., Maryam Bourhaba, M.D., et al., for the PACIFIC Investigators*

Pathological Complete Response
No. of Events/
Total No. Median PFS 12-Mo PFS 18-Mo PFS
of Patients (95% ClI) (95% CI) (95% ClI) £
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) 5
5 g
£ 08
5 3
] 5
o 0.7 o
o 4.3
g 0.6 e ————— 1]
.E d Durvalumab Placebo
[} Al ! (N=366 (N=374)
'gn G ! Durvalumab : - : :
S 0.4 ! :
Y ! H
i i ' Safety
:E 0.3 ! H Maximum Grade 3 or 4 Adverse Events of Any Cause
B ! i
% 0.2 : ! Placebo
a Stratified hazard ratio for disease progression ' -
0.14  ordeath, 0.52 (95% Cl, 0.42-0.65) ! i €
Two-sided P<0.001 ] ! .::
0.0 T T T i T T T T 1 2
0 3 6 g 12 15 18 21 24 27 v : 432
Months since Randomization Q'j,i 4 (172/398)
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
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Checkmate 77T — EFS - is perioperative better than neoadjuvant?

Pr'i mary endpoint: CheckMate 77T: perioperative NIVO in resectable NSCLC
EFS2 per BICR with neoadjuvant NIVO + chemo/adjuvant NIVO vs chemo/PBO

NIVO + chemo/NIVO Chemo/PBO

(n = 229) (n = 232)
100 Median EFS, mo NR 18.4
(95% Cl) (28.9-NR) (13.6-28.1)
_ HR (97.36% CI)® 0.58 (0.42-0.81)
80 ;73% 70% P value 0.00025
& 60 NIVO + chemo/NIVO
v
L
W 40—
20
Check
0 I ] I I ] I I I I ] I 1 Mate 8 1 6
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 v
Months from randomization - (.?:f%m Chemo
No. at risk W
NIVO + chemo/NIVO 229 208 173 157 141 134 115 89 69 46 20 7 4 2 0 (95% ci)

21,
HR (95% c)) (31.6-NR) (14.81—412.1 )

» EFS per investigator assessment, NIVO + chemo/NIVO vs chemo/PBO: HR, 0.56; 95% Cl, 0.41-0.76

@ g&gigﬁlﬁgNWERSITY Nivolumab ESMO 2023 Presentation LBA1 Cascone T
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Challenge — Optimierung der perioperativen Konzepte.

ko-Nutzen

Integration der Immuntherapie ins perioperative Setting als onkologische Herausforderung?

MEDICAL UNIVERSITY

OF VIENNA
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Realitycheck — NSCLC IO perioperativ in der Praxis: der klinische Fall

MEDICAL UNIVERSITY
OF VIENNA
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Realitycheck — NSCLC IO perioperativ in der Praxis: der klinische Fall

= 70a,w

= Rauchanamnese: 30 PY

» Ca. 3 cm grolde Lasion im re. Oberlappen — ED, 01/2023
» Progrediente Dyspnoe, ansonsten keine Symptome

= Komorbiditaten:
- Allergisches Asthma
- St.p. TIA, Clopidogrel Therapie
- St.p. Schilddrisenkarzinom — St.p THE, St.p. RJT
- CAVKI
- St.p. NN-OP (Adenom)

» ECOG 0-1, Karnofsky 90

MEDICAL UNIVERSITY
OF VIENNA
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Non-Small Cell Lung Cancer (NSCLC) — Faktencheck Patientenweg

4800 Falle in Osterreich 2020

Zufallsbefund vs. Symptome

Small cell carcinoma

(~10-15%) Small cell lung

cancer (SCLC)

Early, widespread metastasis; Most
common in heavy smokers

Bronchoskopie / Biopsie

Adenocarcinoma (~40%)

H IStO I Og Ie Common; Includes minimally invasive
adenocarcinoma (MIA) and

adenocarcinoma in situ (AlS)

Adeno Ca Platte

Squamous cell carcinoma
(~25-30%) Non-small cell

lung cancer

(NScLC)

\\ Most often arises in mucous
\ membrane of proximal bronchi

PD-L1, Molekulargenetik

Large cell undifferentiated
carcinoma (~10-15%)

Bildgebung

Rare; Large, rapidly-growing tumors
often located in peripheral lung tissue

Funktionelle Abklarung

@ MEDICAL UNIVERSITY Created with Biorender

OF VIENNA Statistik Austria
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Realitycheck — der NSCLC Patient in der Praxis: FDG-PET/CT

MEDICAL UNIVERSITY
OF VIENNA
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Realitycheck — der NSCLC Patient in der Praxis: Komplettierung Staging

= Endo-PE aus Segment 1, re. OL
= EBUS-TBNA aus LK 4R
=  Keine weiteren LK-BXx, da diese sich nicht

vergroRert zeigten und PET-negativ
waren

= Histologie aus LK 4R: positiv fur LK
Metastase

= Histologie Tumorbiopsie:
Plattenepithelkarzinom der Lunge, G3

= PDL1 (BSR 90): TPS 80 %

= NGS: keine Mutationen

MEDICAL UNIVERSITY
OF VIENNA
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Tumorboard Thoraxmalignome

Radiologie
+

Radio-
Onkologie

Onkologie

Pulmologie

Pathologie

MEDICAL UNIVERSITY . .
@ OF VIENNA Created with BioRender.com
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Realitycheck — der NSCLC Patient in der Praxis: Tumorboard

« Staging: cT2N2 (single level) MO Stadium IlIA

« Empfehlung:

* neoadjuvante Chemo/lO, Re-Staging mittels PET-CT und Planung einer
Resektion

« Tumor durch VATS lokal resektabel, Lymphknotenbefall nur in einer Station
und entfernbar

+ Gesamtkonstellation: fitte Patientin fuUr multimodales Therapiekonzept in
kurativer Intention

= 3 Zyklen neoadjuvante CHT/IO (Carboplatin/Paclitaxel + Nivolumab)

= Nebenwirkungen:

« Nausea Grad Il, Diarrhoe Grad |, reduzierte Belastbarkeit, Fatigue

MEDICAL UNIVERSITY
OF VIENNA
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Restaging nach 3 Zyklen Induktionstherapie

MEDICAL UNIVERSITY
OF VIENNA
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Endgiiltige Histologie

» Lobektomie re OL und radikale LND
 pCR im Primartumor (keine vitalen Tumorzellen nachweisbar)

« Pathologisches Stadieneinteilung: ypTO, ypN2 (2/19), LO, VO, pnO — RO

 Ad Nachsorge (CheckMate816 Protokoll) 01/2024 — ohne Rezidiv

MEDICAL UNIVERSITY
OF VIENNA
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Immuntherapie — Optimierung der perioperativen Konzepte 2024

» Proof of concept definitiv erbracht

* Adjuvant Atezolizumab (50%+ PD-L1) und
Pembrolizumab

* Neoadjuvant derzeit Nivolumab

« Zunehmende Evidenz fur Add-on Nutzen der
perioperativen Therapie (OS-Daten KEYNOTE-
671, EFS Checkmate 77T, AEGEAN) — noch
keine Zulassung

» Chemo-Backbone? Therapiedauer? PD-L17?

Integration der Immuntherapie Therapie ins perioperative Setting als neuer Standard

@ MEDICAL UNIVERSITY Created with BioRender.com
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Zunehmende Bedeutung moglicher Screening Strategien — am Priifstand

" Lung cancer LDCT screening
continuously improved through
| research and innovation

Research implementation
projects

g Y

Trauen Sie sich den Rauchstopp zu!

Sie kdnnen nur gewinnen.

rd
Cost-effectiveness of
combined LDCT screening
\and smoking cessation

- ™

I\Implications of sex differences ‘ Lung Cancer Screening
Updated recommendation

/-Annual versus biennial on the
basis of result of first LDCT scan CURRENT or FORMER SMOKER

L and patient risk factors ﬁ) in the last
e ™

Lung cancer LDCT screening nodule 50 _80 B 1 5 YEARS

management guidelines, quality years old
assurance control and online . Must have at least a

| screening management systems
- 20"pACK'YEAR smoking history
Recruitment challenges and ‘

L public engagement of population ) "= x U - 20
P E pack-year

y :
Methodologies for the identification of history
a high-risk population in primary care

Number of packs of Number of years
cigarettes per day you smoked

@ MEDICAL UNIVERSITY Oudkerk et al, Nat Rev Clin Oncol 2021;18:135-51
https://www.brighamandwomens.org/radiology
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