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Stadium Il NSCLC

Standaard behandeling voor stadium Ill was voor lange tijd concurrent chemoradiotherapie, met
platinumbevattende chemotherapie.’

However, outcomes have been poor with ~15% to 30% of patients alive at 5 years'?

24 60
100% Proposed Events/N MST Month Month
N IA1 68/ 781 NR  97% 92%
e’ IA2 505/3105 NR  94%  83%
60%- IA3 546/2417 NR  90% 77%
40% -
lIA 215/585 NR 79% 60%
hr N B 605/1453 66.0 72% 53%
0% — | A 2052/3200 29.3  55% 36%
0 24 48 72
Months
IVA 336/484 115  23% 10%
IVB 328/398 6.0 10% 0%

1. Yoon SM et al. World J Clin Oncol. 2017;8:1-20. 2. Bradley JD et al. Int J Radiat Oncol Biol Phys. 2017;99(Suppl):S105..
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Verbeterde overleving met concurrent chemoradiotherapie

A 100
= @ RT +concCT
=8 RT + seq CT
80
+— B0
(b
[ ]
—
[ab)
(o
40 -
20 - 15.1
-
HR = 0.84 (95%Cl, 0.74 to 0.95) 12.8
P =.004 10.6
(o] 1 2 3 4 5
Time Since Random Assignment (years)
Deaths/Person-Years by Period
Oy—1y Ty—2y 2y—3y Sy—dy > dy
RT+ conc CT (n = 603) 240/498 1477276 B87/171 30/116 37/186
RT+ seq CT {n = 602) 253/491 1717242 70/129 30/ 83 23126

Aupérin; Journal of Clinical Oncology 2010 282181-2190
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Verbeterde overleving met concurrent chemoradiotherapie

A 100 %
= @ RT +concCT
=8 RT + seq CT
80
+— B0
(b
[ ]
—
[ab)
(o
40 -
20 - 15.1
-
HR = 0.84 (95%Cl, 0.74 to 0.95) 12.8
P =.004 10.6
(o] 1 2 3 4 5
Time Since Random Assignment (years)
Deaths/Person-Years by Period
Oy—1y Ty—2y 2y—3y Sy—dy > dy
RT+ conc CT (n = 603) 240/498 1477276 B87/171 30/116 37/186
RT+ seq CT {n = 602) 253/491 171/242 70/129 30/ 83 23126

Aupérin; Journal of Clinical Oncology 2010 282181-2190

A
1.0 Jaiy
Median overall survival, mo {95% Cl}

g m— Pern-Cis: 26.8 (20.4 to 30.9)

— 0.8 4 » Eto-Cis: 25.0 (22.2 to 29.8)

.é‘ HR (95% Cl), 0.98 (0.72 to 1.20)

= Log-rank P=.831

2

© 0.6

o bl

i,

= "“QH

g D 4 “‘A'IU.]

5 %% HM

w2 ., TR NTIETEENTRNT TRTET J

0.2 +
| Pem-cis censored
Eto-Cis censored
T T T T T T T T T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72
Time From Random Assignment (months)

No. at risk
Pemn-Cis: 301 282 268 239 221 194 178 157 145 126 98 75 67 56 46 42 33 25 19 14 10 3 1 c 0
Ete-Cis: 297 278 262 232 216 201 179 164 140 113 a7 82 69 56 49 46 31 26 22 16 10 8 3 1 0

Senan; Journal of Clinical Oncology 2016 34953-962
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Pacific: Durvalumab After Chemoradiotherapy in Stage lli
Non—-Small-Cell Lung Cancer

Unresectable Stage 11l NSCLC
without progression after definitive

Durvalumab Primary endpoints

* PFS by BICR using RECIST v1.1¢
* 0S

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

platinum-based cCRT? (22 cycles)

1-42 days
post-cCRT

18 years or older
2:1 randomisation,
WHO PS score O or 1 stratified by age, sex and

If available, archived pre-cCRT tumour smoking history

Key secondary endpoints
* ORR, DoR and TTDM by

tissue for PD-L1 testing® o BICR using RECIST v1.1
1 I T acebo
Patients enrolled irrespective of .
PD-L1 statusp g2w for up to 12 months Safety
N=237 * Patient-reported outcomes

N=713 randomised

Erasmus MC
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Pacific: Durvalumab After Chemoradiotherapy in Stage lli
Non—-Small-Cell Lung Cancer

No. of Events/ Median OS
Arm Total No. of Patients (%) (95% Cl), Months
Durvalumab 264/476 (55.5) 47.5 (38.1 to 52.9)
1.0 4 83.1% Placebo 155/237 (65.4) 29.1 (22.1 to 35.1)
0.9 4 (95% Cl, 79.4 to 86.2) Stratified HR (95% Cl): 0.72 (0.59 to 0.89)
0.8 4 - 66.3% Stratified HR from the primary analysis (95% Cl): 0.68 (0.53 to 0.87)*”
' (61.8 to 70.4)
0.7 1 ' ' 56.7%
0.6 74 -B% (52.0to 61.1) 49.7%
) {69.5 to 79.7) (45.0 to 54.2) 42.9%

(38.2 t0 47.4)

56.3%
(48.6 10 61.4)

0S (probability)

]
I
]
]
: ] 436'}"0 1
0.3 1 : i (37.1 t0 49.9) 36.3% |
0.2 - | | ] (30.1 10 42.6) 33.4%
’ 1 I i 1 (27.3 10 39.6)
0.1 1 : : : : :
] 1 ] ] ]
0.0 T T T t T T T t T T T t T T T t T T T t T T T T T
013 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 Since Random Assignment (months)
No. at risk:

Durvalumab 476 464 431 414 385 364 343 319 298 289 273 264 252 241 236 227 218 207 196 183 134 91 40 18 2 0
ammm lacebo 237 220 199 179 171 156 143 133 123 116 107 99 97 %83 91 83 78 77 74 72 56 33 186 7 2 0
EEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEE

Spigel; Journal of Clinical Oncology 2022
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Spigel; Journal of Clinical Oncology 2022

Sex

Female 72/142 (50.7) 43771 BIJ.G]

< 65 years 130/261 (49.8) 79/130 (60.8)

Smoking status

Nonsmoker 20/43 (46.5) 1521 (711.4) —————

wa 136/252(54.0)  91/125(72.8) e

or histologic type

(50.0) 88/135 (65.2)

All other 1

 Complete response 6/9 (66.7) 37 (42.9)

Stable discase 135223(605)  8Y/116(70.4)

2/5 (40.0)

 Gemitabine-based

5/9 (55.6]

Cisplatin 134/266 (50.4)  81/129 (62.8)

Cisplatin and carboplatin 68 (75.0) 45 (80.0)

<14 64/120 (5331 43/62 (69.4)

WHO PS

143/242(50.1)  90/123 (73.2)

Asia 541109 (49.5)  37/68 (54.4)

North and South America 85/150 (56.7) 5467 (80.6)

White 200/337 (52.3)  110/157 (70.1)

Asian 56/120 (46.7) (54.2)

Eﬁ' ar ALK aberration status )

Negative 166317 (524) 1097165 (661
PD-L1 alon level " _ - — I_
<25% 1 (59.4) l}
29w 617)

1%- (post hoc analysis) (

< 1% (post hoc analysis) 59/90 (66.6)

0.64 (0.44 to 0.94)

0.66 (0.50 to 0.87)

0.42 (0.21 t0 0.82)

0.61 (0.47 to 0.80)

082 um 0 0.81)
Not calculated®
0.70 (0,53 t0 0.82)
Mot adiat
0,65 05010 0.85)
rrer——

0.54{0.37 to 0.80)

e A7 160.80)
0.79 I. to 1.20]
047 (03410 0.67)
072 (0.57 to 0.91)

0.73(0.48 to 1.08)

0.90(0.67 to 1.23)

0.73 {0.46 to 1.14)

1.15(0.75 to 1.75)

swEsE03__ —

02 04 06 08 10 12 14 16 1

- L

Durvalumab Better Placebo Better
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Durvalumab

No. of Events / No. of Patients (%)

Placebo

Unstratified HR
95% ClJ
0.72 (0.59 to 0.87)

All patients 264/476 (55.5) 156/237 (65.4) —@—
Sex
Male 192/334 (57.5) 1127166 (67.5) . ] 0.75 {0.59 to 0.95)
Female 72/142 (50.7) 43/71 (60.6) —— 0.64 (0.44 to 0.94)
Age at random assignment
= 65 years 1304281 (49.8) 79/130 (60.8) —e— 0.66 (0.50 to 0.87)
>6§ years 134/215 (62.3) T6/107 (71.0) I—.—-—-L4 0.79 [0.60 to 1.05)
5“;:)::;:;;6 e 244/433 (56.4) 140/216 (64.8) —idfp— 0.75 [0.61 to 0.93)
Monsmoker 20/43 (46.5) 1521 (71.4) b—e———+| 0.42 (0.21 to 0.82)
NSCLC disease stage
LA 1350252 i52.01 14254228 P L1047 L 080l
EGFR or ALK aberration status
Positive® 17/29 (58.6) 8/14 (57.1) I » 0.85 (0.37 to 1.97)
Negative 166/317 (52.4) 109/165 (66.1) —&— 0.66 (0.52 to 0.84)
Unknown 81/130 (62.3) 38/58 (65.5) I | 0.85 (0.57 to 1.24)
PD-L1 expression level
> 25% 51/115 (44.3) 27/44 (61.4) I 2 0.52 (0.32 to 0.82)
< 25% 111/187 (59.4) 64/105 (61.0) } Y i 0.90 (0.67 to 1.23)
Unknown 102/174 (58.6) 64/88 (72.7) ——— 0.68 (0.50 to 0.93)
1%-24% (post hoc analysis) 52/97 (563.6) 29/47 (61.7) I ® | 0.73 (0.46 to 1.14)
> 1% (post hoc analysis) 103/212 (48.6) 56/91 (61.5) —e— 0.61 (0.44 to 0.85)
< 1% (post hoc analysis) 59/90 (65.6) 35/58 (60.3) ® i 1.15(0.75 10 1.75}
] 1 1 I I I 1 1
0.2 04 06 08 10 12 14 16 1.8
<<
Durvalumab Better Placeho Better
Positive? 17/23 (58.6) 814 (57.1) b » 0.85(0.37 to 1.97)
Negative 166/317 (52.4) 109/165 (66.1) ey 0.66 {(0.52 to 0.84)
Unknown 81/130 (62.3) 38/58 (65.5) — by 0.85 (0.57 to 1.24)
PD-L1 expression level
=25% 51/115 (44.3) 27/44 (61.4) [ | 0.52 (0.32 10 0.82)
< 26% 111/187 {59.4) 64/105 (61.0) el ——— 0.90 {0.67 to 1.23)
Unknown 102/174 (58.6) 64/88 (72.7) —e—— 0.68 (0.50 to 0.93)
1%-24% (post hoc ana.lvsisi 52/97 (53.6) 29/47 (61.7) ———— 0.73 (0.46 to 1.14)
EE EEEEEEEEEEEEEEEEEEEEERm i‘:::‘(:;z: ::;cc:rr:::::lissi 12:’25;?6? s ; gf; :g?::g?gz: H EEEEEEEN Erasmus Mc

Spigel; Journal of Clinical Oncology 2022

35/58 (60.3)
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LESSONS LEARNED

1. Effectiviteit van immuuntherapie is verminderd in geval van EGFR/ALK.

2. PDL1 mogelijk voorspellend voor immuuntherapie effect.

Erasmus MC
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Oncogene drivers?
TKI?
Immuuntherapie?

1.
2.
3.
4.

Rol chemotherapie?
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Oncogene drivers are rare PER driver, but in total ~15-20%!

NTRK rearrangement (0.23%)

RET rearrangement (1.7%)
BRAF VB00E mutation (2.1%)
HER2 exon 20 insertion mutation (2.3%)

ROS1 rearrangement (2.6%)

1 Mo actionable
alteration

MET exon 14 mutation (3%)

ALK rearrangement (3.8%)

[ Other KRAS
mutation

3 KRASG12C
mutation

B2 Other EGFR
mutation

E= EGFRexon
20 insertion
mutation

Quter circle: Asian populations

Inner circle: Western populations
B EGFRexon 19 deletion

and L858R mutation

| —
—
Western

population

| o
T T T T T

50 40 30 20 10 0

Percent

EGFRex19d and L858R P
EGFR ex20ins

EGFR other E |

KRAS other - E—

KRAS G12C g ]

METex14

ALK fusion .

ROS1 fusion Asian
HER2 ex20ins population

BRAF VV600E

RET fusion

NTRK fusion

None — |
T T T T T
0 10 20 30 40 50
Percent
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Oncogene drivers vaak PDL1 positief

39.3%+ Klassieke EGFR mutaties

86.4%+ Afwijkende EGFR mutaties (G719X, L861Q, S768l, exon 20 inserties)

85.7%+ ALK translocaties

FEEEEEE EEEEEEE N EEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEENEHN Erasmus MC

Evans, annals oncolog 2017



Oncogene drivers vaak PDL1 positief

39.3%+

86.4%+

85.7%+

Klassieke EGFR mutaties

Afwijkende EGFR mutaties (G719X, L861Q, S768l, exon 20 inserties)

ALK translocaties

ALK

EGFR ROS1 BRAF KRAS HER2 MET RET NTRK
Targeted therapy 80%° 83% /7% 64 % 54 %" 55% 71% 68% 75%
ICI 11% 4% 14% 24% 57%"° 15% 23% 11% NA
Erasmus MC
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Efficacy of Immune Checkpoint Inhibitor Monotherapy for
Advanced NSCLC

(%) (%)

100 ] 100
-1 ALK 1 ALK
=
E L. EGIR 801 1 EGFR
2 L. none § —L_. nmone
E 1 others E 60 1 1. others
i A
g 3
@ ]
n = 4 o <
é 6 o L1111
< | —
I 20
; |
I | | | | | | | | | | | | |
0 200 400 600 800 1000 1200 1400 0 200 400 600 800 1000 1200 1400
The days after immune checkpoint inhibitor monotherapy The days after immune checkpoint inhibitor monotherapy
Oya, int j mol sci 2020
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Tyrosine kinase inhibitors (TKI)

Untreated cancer cells Treated with tyrosine kinase inhibitors
Constitutively active ..
. RTK-
S RTK 0 | inhibitors
L 1

(i)
/'i’\‘

« Bl
&

:
'

L

%1
-

Cell Proliferation Cell Proliferation Kumar 2024
Cell Survival T Cell Survival
Angiogenesis Angiogenesis
EEEEENI Migration/Invasion Migration/Invasion INEEEEEEEEER Era/gmus A{ic
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Immuun checkpoint inhibitie

‘Cancer Immunity Cycle’ @ T-cell trafficking

T-cell priming @

lymph node
HE
Ag-uptake by DC @

P

@ ®Tumor killing

Tumor Ag-release

Chen & Mellman et al. Immunity 2013
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Eras s MC Cancer Institute

PD(L)1 checkpoint inhibition 2 afrns

-

T-cell T-cell
receptor receptor
Antigen |

Anti PD-1

Anti PD-L1

https://www.smartpatients.com/tarqgets/pd-1



https://www.smartpatients.com/targets/pd-1

Upregulation of PD-L-1, not always immune-mediated response

adaptive immune resistance type : PD-L1+, TIL+ intrinsic induction type : PD-L1 +, TIL-

/

Antigen recognition ,__‘,f’\

Tumor specific T cells
TILs  ppy

N A

Nuclei gy PD-L1 upregulatio

Oya, int j mol sci 2020
Erasmus M
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Chemotherapy Enhances Anti-Cancer Immune Response: Rational
Partner for Imnmunotherapy

Trafficking of
T cells to tumours

* Eliminating '
immunosuppressive cells: : : Ay Infiltration of T calls
T-regulatory cells £

Into tumours

» Improving recognition of
tumor antigens by T-cell

Immune-d esert
tumour

"
=N
=

Recognition of
cancer cells by
T cells

* Enhancing maturation and
activation of dendritic cells
toward antigen presentation

i Lo E B
antigens

B Negative effect
@ Positive effect
Killing of cancer calls A\ Negative or positive effect

« Inducing immunogenic cell death * Eliminating immunosuppressive cells: T-regs,

myeloid-derived suppressor cells, M2 macrophages
EE EEEEEEEEEEEEEEEEEEEEEEEEEEEEEEENEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEERN ErasfmuSMc
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Cyclophosphamide
Paclitaxel
Cisplatin

Doxorubicin
Vincristine

Cyclophosphamide
5-Fluorouracil
Oxaliplatin

Mitoxantrone
Doxorubicin

Cyclophosphamide
Cisplatin
Methotrexate
Paclitaxel
Etoposide
Mitoxantrone
Doxorubicin
Vinblastin
Docetaxel
Mechlorethamine
Diaziquone
5-Fluoruracil

Paclitaxel

Gemcitabine
5-Fluorouracil

Cyclophosphamide
Temozolomide
Paclitaxel
Docetaxel
5-Fluorouracil

Cyclophosphamide
Cisplatin
Gemcitabine

Gemcitabine
5-Fluorouracil
Cyclophosphamide
Doxorubicin

Cyclophosphamide
5-Fluorouracil
Epirubicin
Doxorubicin

Bracci, Cell death and
differentiation 2014
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DUS

 Chemotherapie werkt synergistisch met immuuntherapie.

« Oncogene drivers testen
Vanwege mogelijkheid TKI
Ineffectiviteit immuuntherapie
(kosten, toxiciteit, ...)
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Osimertinib after definitive chemoradiotherapy in
patients with unresectable stage lll epidermal growth
factor receptor-mutated (EGFRm) NSCLC: primary
results of the Phase 3 LAURA study

Patients with locally advanced, Osimertinibgo mg,
unresectable stage IlI* EGFRm NSCLC R Treatment duration until BICR-assessed progression

with no progression during / following

P— (per RECIST v1.1), toxicity, or other discontinuation
definitive CRT! treatment REispisne < Citorla
21 5
Key inclusion criteria: (N=216) Open-label osimertinib after BICR-confirmed
» 218 years (Japan: 220) —_— % progression offered to both treatment arms$
. WHOPSO/1 Stratification by:

; Concurrent vs sequential CRT
« Confirmed locally advanced, Stage IA vs stage IIB/IIC

unresectable stage |II* NSCLC China vs non-China Tumor assessments:
* Ex19del / L858R? i ' + Chest CT/MRI and brain MRI

. 1 I |
il mterval_ be_twgen i done s > + At baseline, every 8 weeks to Week 48, then every
CRT and randomization: 6 weeks 4 :
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

81% Asian
PET not mandatory
Baseline MRI before randomisation
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Toename PFS

100+
. .
z i
7] '
£ :
o i
L]
E L Osimertinib
:E :
£ i
a ]
E 1
& 1
1
1
|
= a
0 o (S s e Jra P s e pa B At i oy e
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
Months since Randomization
Mo. at Risk
Osirnertinib 143 127 114 109 99 96 83 76 69 61 49 37 28 16 9 6 4 2 2 2 1
Placebo 73 59 :31 ‘2515 16 9 6 &6 4 4 3 3 03 201 1 060 8 ¢

Median Progression-free
Survival (95% Cl)

mao
Osimertinib 391 (31.5-NC)
Placebo 5.6 (3.7-74)

Hazard ratio for disease progression
or death, 0.16 {95% CI, 0.10-0.24)
P=<0.001

Median PFS in placebo groep 5.6m versus 10.9m in pacific?

Probability of progression-free survival

1.0 4
0.9 4
0.8 4
0.7 4
0.6 -
0.5 4
0.4 4
0.3 4
0.2 4
0.1 4
0.0 -

—— Durvalumab

PACIFIC post-hoc analysis EGFR mutant

Median PFS (95% Cl) Durvalumab 11.2 (7.3-20.7)
Placebo 10.9 (1.9-NE)

Hazard ratio (95% Cl) 0.91 (0.39-2.13)

Placebo

1

T
3

6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57

Time from randomization (months)

Shun Lu, NEJM 2024;
Naidoo JTO 2023
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Conclusie:
Bij niet resectabel stadium Ill: concurrent chemoradiotherapie
- gevolgd door durvalumab indien aberraties uitgesloten
- PM gevolgd door osimertinib indien EGFR mutatie?
DA
D

APPROVED

IIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII Erasmus MC



Maar: stadium Il niet 1 ziekte

Dus wat is resectabel?

T4
(mediastinal infiltration) (Chest Wall infiltration) (tracheal infiltration)
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What’s resectable NSCLC?

It's a state of
mind!

Erasmus MC
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RESECTABEL NSCLC

NeoAdjuvant Surgery

Surgery

NeoAdjuvant Surgery
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KNT-lijst NSCLC: (Tripartite vastgesteld), versie 2024-2, d.d. 08/01/2024

Niet-kleincellig longcarcinoom (NSCLC)

Stadium Ib-I11A NSCLC ‘

Stadium 11 NSCLC.

‘Stadium l1b/IV niet-squameus NSCLCen

EGFR exon 19 deletie of p.LB58R
mutatie{8.5%)

Versie 1 is op te vragen bij wvlug@nvalt.nl

—# Osimertinib

v

PD-L1 >1% (62-67%) en
GEEN mutatiein EGFR, MET, BRAF
[BRAF alleen bij niet-rokers) of fusievan
ALK, ROS1, RET, NTRK

PD-11>50%(23-28%) an
GEEN mutatiein FGFR, MET, BRAF
(BRAF allcen bijnict rokers)
of fusle van ALK, ROS1, RET, NTRK

Adjuvant atezolizumab

MNeo-adj chemo-i therapie [platina
P! doublet-nivolumab)
—»

..-m@_mneususclchili:nietmm

Zlektepmglmueopduelynchkz beha!ﬂeli’_gg;_ |

Legenda

Vergoede systeemtherapie

del : 43 ard |

| Targetmet beh voor

| Systzemtherapie beschikbaar via andere route
i

Behandelingen via klinische studies
Niagnostiek niet vergoed tenzij ten behoeve van

PRSI Juakeck i

sta inghr [ is

a Beschikbaarvia Drug Acce ss Protocol [DAP)

b Beschikbaarvia VT-Traject [DAP)

c Beschikbaar via compassionale use programima
Voor I ifzingnaar klinische g icaopbasisvan

# moleculaire afwijking zie Leidraad voor ve rnwijring na DNA-onderosk
in{tumar) fael | Arts enGenetica

** Bij resistentie dient er getest te worden op mutaties

PD-L1>50% (23-28%) en
GEEN mutatiein EGFR, MET, BRAF
(BRAF alleen bijniet-rokers)
of fusle van ALK, ROS1, RCT, NTRK

b| Monotherapie pembroliaumab

lage TMB

an
STK11 of KEAP1 of RTK mutaties / fusies

Negatieve predictieve/prognostische
voor behandeling met immunotherapie

h 4

GEEN mutatiein EGFR, MET, BRAF
(BRAF alleen niet-rokers)
of fusie van ALK, ROS51, RET, NTRK

- + |Immunotherapie

Osimertinib, erlotinib, afatinib, gefitinib,

EGFR mutatie (activerend), anders dan
exon 200insertie{12%)

dacomitinib, erlotinib + bevacizumab, erlotinib +
ramucirumab

[P .|

EGFR exon 20 insertie (0.90%)

| ———» Amivantamab®

Negatieve predictieve/prognostische biomarkers

____.,|

FGFR mutatie icom, TP53 mutatie (6%)

BRAF p. VG600 mutatie {6%)

|

5 I 3 Bk

I ¥ voor ingmel osimertinib, voorkeur voor
: erlotinib+ramucirumah

}— —— Dabrafenib 4 trametinib

ALK fusie*® {2.4%)

| #» Alectinib, brigatinib, ceritinib, lorlatinib, crizotinib
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Adjuvante doelgerichte behandeling na resectie

ADAURA STUDY (EGFR) ALINA STUDY (ALK)

Patients with Stage Il to IlIA Disease

o Patients with Stage Il or IlIA Disease
0.9+ 100 =y o
- Alectinib
0.8 £ 90~
E e 30
-2 1] R
5 0.7+ =9
! Osimertinib j g 70—
- - O
$ 0.6 £.2 60—
= .= 0
¢ 0.5 T = 504 Median Disease-free
a e S Survival (95% Cl)
= " o% 404 frio
o s Median Disease-free Survival w9 Chemotherapy
= (95% Cl } o @ 304 Alectinib Not reached
| 03 ! Suw Chemotherapy 44.4 (27.8-NE)
£ - §  20-
E Osimertinib NR (38.8-NC) Placebo 8 Hazard ratio for disease recurrence
0.24 Placebo 19.6 (16.6-24.5) - ] 10- or death, 0.24 (95% CI, 0.13-0.45)
ikt o P<0.001
azard ratio for disease recurrence
0.1+ or death, 0.17 (99.06% CI, 0.11-0.26) 0 T T T T T T T T T
P<0.001 0 6 12 18 24 30 36 42 48 54
0.0 T T T T T T T 1 . .
0 6 12 18 24 30 36 42 48 Months since Randomization
Months since Randomizati §
No. at Risk ST No. at Risk
Osimertinib 233 219 189 137 a7 52 18 2 0 Alectinib 116 111 111 107 67 49 35 21 10 3
Placebo 1 emothera
237 1%0 17 82 51 27 9 1 0 Ch herapy 115 102 88 79 48 35 23 17 10 2
EE EEEEEEEEEEEE EEEE EEEE EEEEEEEEEEEEEEEEEEEEEEEE EEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEENR EI'EIII_._'!I.‘HUSMC



Osimertinib: na resectie
3 years osimertinib vs placebo

St lI-IIIA

A

No. at risk:
Osimertinib
Placebo

DFS (probability)

1.0 1
0.9
0.8
0.7 1
0.6 -
0.5 -
0.4 1
0.3
0.2 1

0.1 1

Median DFS, months (95% ClI)

65.8 {54.4 to NC)
21.9{16.6 to 27.5}
0.23{0.18 to 0.30)

Maturity 51%:
osimertinib 32%, placebo 70%

Osimertinib
Placebo
HR (95% Cl)

8%

e (Jsimertinib

|
I
|
I
= Placebo :
I

233
237

1 I 1 I I 1 I 1 I

6 12 18 24 30 36 42 48 54 60 66 72

Time Since Random Assignment (months)

222 216 202 196 192 174 138 90 45 20 2 0
191 141 124 106 9 74 81 4 23 n 1 0

OSIMERTINIB TOT
PROGRESSIE?

Erasmus MC



OS advantage driven by higher stage?

A Patients with Stage IB Disease B Patients with Stage Il Diseas
Lo
- I a4y g OIS :
= 0.5 = cn Osimertinib
3 o3 : Rk i
a 0.7 ; § 0.7
? 0.6 ‘ Placebo ® 0.6 ' Placebo
3 05 5-Yr Overall Survival : g 0.5+ 5-Yr Overall Survival ’
- 044 (95% Cl) ! e 0.44 (95% Cl) :
i_"" 0.3 pureant ; _'E" 03 percent X
§ ] Osimertinib 94 (86-97) o h Osimertinib 85 (77-91)
: 0.2+ Placebo 88 (80-93) : | 0.2 Placebo 78 (69-85) ;
0.1 Hazard ratio for death, 0.44 (95% Cl, 0.17-1.02) : & 014 Hazard ratio for death, 0.63 (95% Cl, 0.34-1.12) i
0'0 T T T T T T T T T If T T T T 1 0-0 T T T T T T T T T ; T T T T 1
0 [ 12 18 24 30 36 42 48 54 60 66 72 78 84 90 0 [ 12 18 24 30 36 42 48 54 60 66 72 78 84 90
Months since Randomization Months since Randomization
No. at Risk No. at Risk
Osimertinib 106 103 101 100 98 97 9% 96 94 82 61 39 17 6 0 Osimertinib 118 116 112 112 112 109 104 104 100 383 61 36 19 4 0
Placebo 106 106 106 105 104 102 100 99 96 85 70 44 19 9 1 0 Placebo 118 1183 117 114 110 107 104 103 94 79 56 32 16 7 2 0
C Patients with Stage 11IA Disease
1.0ttt
0.9+
'-; 0.8
T T :
3 074 '
T 06
g 0.5 5-Yr Overall Survival " Placebo
95% CI :
S o gEnd) :
z i percent :
§ ’ Osimertinib 85 (76-91) ;
2 0.2+ Placebo 67 (57-75) ’
0.1 i 4 I .
Hazard ratio for death, 0.37 (95% Cl, 0.20-0.64) . Tsuboi et al NEJM, 2023: 389:137-47
0'0 T T T T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
EEEEEEEEEEEEEEEEEEN Months since Randomization EEEEEEEEEEEN Era/gmusN_iC
EE EEEEEEEEEEEEEEEETSR i EEEEEEEER _.-".?".'_ 2 o vad)
No. at Risk S e
Osimertinib 115 113 112 112 109 105 104 101 100 87 54 33 14 5 0
Placebo 119 114 109 107 100 95 86 79 77 59 38 21 9 1 0




(Neo-)adjuvante immuuntherapie

( PERIOPERATIVE STRATEGY )
( NEOADJUVANT STRATEGY | ( ADJUVANT STRATEGY ]
( A
[IMpower 010: CT > Atezolizumab 1 year ] ? _
SURGERY p =
[KEYNOTE 091: CT (Optional) 2 Pembrolizumab 1 year ]
\_ J . After cT
CheckMate 816 : Nivolumab + CT x 3 cycles SURGERY =
L ! . PD-L121%
. . Wa D 5
CheckMate 77T : Nivolumab + CT x 4 cycles Nivolumab 1 year
KEYNOTE 671: Pembrolizumab + CT x 4 cycles Pembrolizumab 1 year % e
AEGEAN: Durvalumab + CT x 4 cycles SURGERY Durvalumab 1 year
NEOTORCH: Toripalimab + CT x 3 cycles Toripalimab + CT x 1 > Toripalimab 1 year
RATIONALE 315: Tislelizumab + CT x 3-4 cycles \ y Tislelizumab 1 year
cra>uils MC

§ N R EEEEEEEEEEEEEEEEEEEEEEAEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEE 2ol

Lavaud, Cancers 2024



Adjuvant of neoadjuvante behandeling?

Proposed rationale for adjuvant immunotherapy

Surgeon removes
tumor lesion

;)

Immunotherapy Activation of few Fewer, and less-diverse,
different T cells T cells search for tumor cells

Proposed rationale for neoadjuvant immunotherapy

Immunotherapy

Activation of many Surgeon removes Many more, and
different T cells tumor lesion more-diverse, T cells
search for tumor cells

Era._gmus MC

-7 "2 g WA



Adjuvant immuuntherapie

No crossover

Completely resected 4

Cisplatin + Atezolizumab
stage IB-lllA® NSCLC e il 1200 mg Q21D x —
- Stage IB tumors 24 cm %irggti;?gln;’ 10 cycles ont yeae % 3
.- ~| vinorelbine = =
« Lobectomy n o
« Tumor tissue for 1-4 cycles
PD-L1 analysis \_ N=1280 Y,

Primary endpoint Investigator-assessed DF S tested hierarchically

Efficacy in stage II-llIA PD-L1 21%

i\ DFS — oS
e HR 0.70 (0.55, 0.91) Y HR 0.77 (0.56, 1.06)
% - !
L] b 3 " :
"\ \\--\\ » T —__T4.8%
-L.,\ '_‘\ e = \‘\-.‘__
0 '“\_.I e \..‘ """‘—I-..-\ h;.....-.......
' N, e 53.2% 0 N M
* e % e gy ° 3 683 Y _—
g i - g
40 I S | 0
42.7%
Atezolizumab BSC % Ale FOLEFETAL BsC
20 (n=248) (n=228) o (n=248) (n=229)
DFS ewent, n (%) 113 (45.4) 127 {55 7) " 08 event. n (%) I3 20 0) B0 (351)
Median DF 5. months 68 5 T3 ’ Median 05 mondthg it ara
Stratified HR 070 Stratified HR oy
o {85% CI) (055 081) o 4% C1) (0 56 1.06)
SEEEEEETR o é 12 18 24 30 .} 42 44 54 w L] T2 Ta B4 L1 0 6 1 "w k) 3 » ai &l L] L ] r ™ e
EEEEEEER
Moniths Manths

No. at risk Mo #i rak



CCTG BR.31 Trial Design

Durvalumab
Study population: 20 mglkg Q4W x 12 months
N=1415 (all comers)

+ Stage IB (24 cm)-IIIA S~ AR £ mae N=1219 EGFR-/ALK-
th =
NSO LICC 7ed ) Platinum doublet
+ Complete resection (Chemo ineligible, chemo intolerant, patients
st e e « Adjuvant platinum-based chemotherapy (=300 mg/m?
« ECOGPS0-1 who refuse chemo may also be included) cisplatinfequiv vs <300 mg/m2vs no chemotherapy)

= EGFRm/ALK+ pts «  Accruing center
e[igibie + Nodal dissection according to ESTS? (yes vs no)

Stratification
= Stage IB (24 cm) vs Il vs IIIA
+ PD-L1 status (0 vs 1-24% vs 25-49% vs 250%)2

Placebo
20 mo'kg Q4W x 12 months

—>
Primary endpoint
- DFS* (Investigator Assessed) in patients with PD-L1 TC 225% and EGFR-/ALK-

DFS in PD-L1225% EGFR-/ALK- Dam  PBOam

104 " Median follow-up: 60.0 months
i % Median DFS (95% Cl), months  69.9 (57.6, NR)  60.2 (47.7, NR)
o T51% HR (95% CI) 0.935 (0.706, 1.247)
~ 08 |2~ (69.9,796)
= B T 71.2% P-value (2-sided) 0.642
= N L, (657, 75.9) 63.9%
5] - T S (58.2, 69.0)
o (62.5,77.1) | I i, -
O 0B+ s s
E 1 | » teti 1 g
o " ] 604,753) | 6o f‘:‘!p._'_“_
o I I | (54.1,69.6) MAMEREREE o J»—,—I
2 044 1 | 1 , e
> 1 | 1
g 1 I 1
1 | 1
"Q" 02 1 I 1
1 I 1
| 1 1
| 1 1
00-‘ T I o l l T T T T
0 18 24 36 40 &0 80 100
EEEEEEEEEEEEEEEEEEEEEN] Time From Randomization (months)
EE EEEEEEEEEEEE EEEEEEN] [Tredmert TR Flacebo |

Curealumsh J16 267 273 250 40 M0 220 219 216 200 202 199 190 183 179 177 143 125 118 117 o6 €5 62 58 @ 2 19 @ 7 2 2 2 | o
Facebo 161 136 129 119 116 109 106 103 102 8@ 68 9 @1 86 B & & 6 5 53 43 26 HB M4 14 10 10 B & 1 T 1 ]



PEARLS/KEYNOTE-091 Study Design

Eligibility for Registration

» Confirmed stage IB (T 24 cm),
I, or IIIA NSCLC per AJCC v7

» Complete surgical resection with
negative margins (RO)

* Provision of tumor tissue for
PD-L1 testing

PD-L1 testing

done centrally using

PD-L1 IHC

22C3 pharmDx

Eligibility for Randomization
* No evidence of disease

* ECOGPSOor1

* Adjuvant chemotherapy
« Considered for stage IB
(T 24 cm) disease
= Strongly recommended for
stage Il and A disease
* Limited to =4 cycles

Pembrolizumab 200 mg
once every 3 weeks
for <18 administrations (~1 yr)

Placebo
once every 3 weeks
for =18 administrations (~1 yr)

Ptsw/  Median, mo Ptsw/  Median, mo
Event  (95% Cl) Event  (95% Cl)
Pembrolizumab 35.9% 53.6 (39.2-NR) Pembrolizumab 16.6%  NR (NR-NR)
sy 18-morate Placebo 443% 420 (31.3-NR) 19 Placebo 189%  NR(NR-NR)
90 73.4% ' e 90 - ‘
64.3%
80 80 18-mo rate
70 - 70 — 31 gﬂ/
2t " 1 1.3%
; o 2 r
o = w 1 i
40 °© 4-
30 T HR 0.76 (950/0 cl’ 0-63_0'91) 30 = HR 0.8? (95% C|, 0.6?‘1.15) ]
20 P =0.0014 20 P =0.17
10 - 10 :
0 I [ I [ T T [ I [ I 1 0 T T i | T I I | [ T | 1
0 6 12 18 24 30 36 42 48 54 60 66 0 6 12 18 24 30 36 42 48 54 60 66 72
No. at risk Months mmmi No. atrisk Months
500 493 434 358 264 185 82 70 28 16 1 0 mEE 500 572 548 520 419 318 226 143 8 52 2 2 0
587 493 409 326 241 160 T2 51 2 18 1 0 587 582 556 524 420 309 213 135 78 44 1B 10



Neoadjuvant nivolumab plus chemotherapy vs
chemotherapy in patients with resectable
NSCLC: 4-year update from CheckMate 816

100 + NIVO + chemo Chemo
(n=179) (n=179)
Median EFS, mo 43.8°  18.4¢
80 HR (95% CI) 0.66 (0.49-0.90)
NIVO + chemo Chemo
— 601 539 (n=179) (n=179)
s ; 49%¢d .
= - oo o e Hhery Median 05,2 mo NR NR<
b 40- o _ ------ iy HR (98.36% Cl); P value 0.71 (0.47-1.07); 0.0451®
40% 38%¢= e AT Unstratified HR (95% Cl) 0.69 (0.49-0.97)
20- Chemo
0 T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72
Months from randomization y
No. at risk - 2,
NIVO + chemo 1?9 130 1-‘-.4 Q_Q 92 a5 ?4 64 49 2‘_1 5 z 0 6 ChL I'TlO
Chemno - 73 56 i 22 2 4] 40
20+
42/101 (42%) of pts in control |
. . 0 T T T T i T i T T T T 1
arm with EFS event received 0 6 12 18 24 30 36 42 48 54 60 66 72 78
. o i Months from randomization
subsequent immunotherapy :
179 168 160 151 147 140 137 129 120 84 41 14 0 0
EragmusMC

[0 02-0.34]; 4-year OS rates, 95% vs 63%)

Patients in the NIVO + chemo arm who had pCR continued to have improved OS vs those who did not (HR [95% CI], 0. 08 EEEEEEE

Spicer, ASCO 2024



Stage IB-1/ Stage llIA
Nivo + chemo Chemo Nivo + chemo Chemo
100 (i = 65) 100 “I=113) (n=115)
Median EFS,2 mo NR Median EFS,P 31.6 15.7
HR (95% CI) 0.87 (0.48-1.56) mo =
HR (95% CI 0.54 (0.37-0.80
80 74% 80 - 77% (95% C1) ( )
66% |
. i _ 63%
! 1 . 1
=~ 60 I Nivo + chemo 360
N i 60%! il g 58%
n 1 1 n 1
£ : : & i
40 : 1 40 I 1
: ! ! :
i i ! i Chemo
20 ! 1 20 5 1 [
i ! ! i
| | | |
0 T T | T T T : T T T 0 T T T : T T T 1 T T T T
0 3 6 9 712 15 18 21 24 27 30 33 36 39 42 0 3 6 9 12 15 18 21 24 27 30 33 36 39
No. at risk Months from randomization N at ik Months from randomization
65 56 47 43 39 37 36 31 27 15 12 4 113 95 89 81 79 70 66 56 47 26 22 9 4 2
62 55 51 44 39 37 32 28 23 12 10 8 115 89 75 65 55 46 43 33 29 14 14 5 5 1
PD-LT <1% PD-LT121%
Nivo + chemo  Chemo Nivo + chemo Chemo
“h=78) (n=77) " =89) (n = 89)
Median EFS, mo 25.1 18.4 100 3 Median EFS,>mo NR 211
HR (95% CI) 0.85 (0.54-1.32) 83% HR(85%CI) 0.41 (0.24-0.70)
. 80 80 i 76%
EFS naar stadium en PDL1 |
- - : Nivo + chemo
o : . " :
“ i 1 Nivo + chemo Q :
40 1 . bt 40 [ :
i 40% - ! .
: : Chemo : : Chemo
20 : : 20 : i
1 1 1
1 H 1 .
1 1 1 )
| i ! i
0 I I I 1 I I I L1 I I I | I 1 0 I I I 1 I I I | I I I 1 I 1
EE NN SEEEEEEESE EEESEEEEEEEEEEEEESR 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
EE EEEE EEEEEEEE NN NN EEEEEEEEEEEENE Vo atdsk Months from randomization No. at risk Months from randomization

78 65 57 51 46 39 36 30 24 15 13 6 3 2 O 89 76 69 66 65 62 60 53 47 24 19 7 3 1 0O
76 58 49 44 i8 i4 25 21 0 9 8 6 3 8 71 60 53 45 41 37 ¥ S ¥ 16 15 5 5 1 o
Forde PM, et al. N Engl J Med 2022;386:1973-85. T e W8 - : . 4 5 ¢ 5



Pathologisch complete respons

pCR2L in ITT (ypTONO)© pCR22in EC indication
40 - Difference® 40 -
21.6% |
‘ 32.1%
30 4 30 4
= 24.0% OR = 13.94 3 (95% Cl: 19,0-40.7)
b (99% Cl, 3.49-55.75)¢ -
£ 20 | P < 0.0001 % 20 -
[+'4 [+'4
2 2
10 - 10 -
2.2% 2.3%
0 - 0 -
NIVO + chemo Chemo NIVO + chemo Chemo
n/N 43/179 4/179 n/N 26/81 2/86

(95% Cl: 19,0-40.7) (95% CI: 0,3-8.1)

EEEEEEEEEE EEEE EEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEE EEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEER
EEEEEEEEEE EEEE EEEEEEEEEEEEEEEEEEEEEEEEEEEE EEEE EEEEEEEEEEEEEEEEEEEEEEEEEEEEEER
Forde PM, et al. N Engl J Med 2022;386:1973-85.
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Neoadjuvant ICB increases pCR and prolongs EFS

AEGEAN: Perioperative Durvalumab

1.0 7
094
0.8 -
0.7
0.6 1
0.5 1
0.4 4
0.3 1
0.2 1
019 + censored

0.0 T T
036912151321242?30333639424543

Probability of EFS

KEYNOTE 671: Pembrolizumab + CT

100+ 12.mo rate 24-mo rate 36-mo rate 48-mo rate

90

30‘ 738

704 B15%

508% 543%

i‘ﬁg- M"—-Ln oo 484%
£ 507 B, 414% -1
w0 e T F

0 L 22%

204 L

104

Also reported benefit in OS
0 6 12 18 24 3 36 42 48 54 6

CheckMate 816: Nivolumab + CT

(95%0) (L6NR)  (148421)
HR (95% C) 0.68 (0.45-0.9)

57%
NIYO + chemo

EFS (%)

|
|
|
| |
| | |
| |
| |
| | |
| | |
| | |
| | |
| I |
| | |
| | |
"
f f T

S I N S O N B O
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54

RATIONALE 315: Tislelizumab + C'@

EFS (%)
=

1510%

u I I I 1 1 1 1 1 : 1 1 1
2

REEEEREEEEEEEREE

NEOTORCH: Toripalimab+CT ()

100

80

w
I
5
B
s
R 60
g
5
3 40
@
o
§ 207 Toripalimab
w
Placebo HR, 0.40 (95% CI, 0.28-0.57)
0 T T T )
0 6 12 18 24

CheckMate 77T: Perioperative Nivolumdb

NIVO + chemo/NIVD  Chema/PBO

(n=129) (n=132)
A PedanFSm IR 4
(95%01) (18.4-49) (13.6-28.1)
80— HR (97.36% CIp 0.58 (0.42-0.81)
Pralue 0.00025

HIVO + chemo/NIVD

.......

EFS (%)
i

Heymach NEJM 2023 ; Wakelee NEJM 2023; Spicer ESMO 2023; Forde ‘NEJM 2022
Yue ESMO Virtual 2024; Yue ELCC 2024; Lu JAMA 2024; Cascone NEJM 2024



EFS (%)

CheckMate 816
3 cycles chemo-nivolumab

pCR: 24%

MPR: 37%

EFS is driven by pCR

KEYNOTE 671
4 cycles chemo-pembrolizumab

pCR: 18%

MPR: 30%

CheckMate 77T
4 cycles chemo-nivolumab

pCR: 25.3%

MPR: 35.4%

o (oCR] il 100-1ape 4
100 -T'_‘ - ’Cher-‘o el 'I. UL Pembrolizumab group, with pa 504 ""B'
iy I b 18 | LILE ) complets response v — Nivolumab with pCR
Wy Lo |
W
80+ ~h"“‘ NIVO + chemo (pCR) Placebo group, with pathological :L 70+ Y e w
By complete response E by a :
s |" ED" n,“' - ;
60 eeno Perbieckamab grovp i = -, . TP + Chemotherapy with pCR
T Sy y 50+ elina, =5 =
e NIVO + chemo (no pCR)® iricmy i s oho#o— @ —ce —oo Nivolumab without pCR

e 0 W— 404 b s su Chemotherapy without pCR

40- I "C“;-"‘"“'“e B Placebo group, without E 10
i i s emo (no pCR) pathological complete 3 i
20- e n:: N;,p:l! ch: m;upga — i g : R % Hazard ratio with pCR, 0.32 (95% CI, 0.08-1.35)
n EFS, mo - - azard ratio among those with pathological complete response, 0. % Cl, 0.08-1. 1 Hazard ratio without pCR, 0.73 (35% CI, 0.49-1.09)
5% C1 8.9-MR 10-34.3 : 0. , 0.49-1,
5 H{OR |95£CI} 0.1‘ac0.0:0.3h . Nt'j‘ 2 Hazard ratio among those without pathelogical complete response, 0.69 (95% CI, 0.55-0.85) 6 . | : : : : : : : : : : : ]
T T T T T T T T 1 T T T T T T T T 1
T E Ae e s % 3% 4 A o4 m B 2 0 % & & u 0 3 6 9 1z 15 18 21 M W W B ¥ ¥ &
Ll - Ll Ll
PCR not increased with additional pre-op cycle IO
EE EEEEEEEEEEEEEEEEEEEEEEEEEEEEEEENEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEERN Era/slm“SMc

Forde NEJM 2022, Wakelee NEJM 2023
Cascone NEJM 2024
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CheckMate 77T: perioperative NIVO in resectable NSCLC

Neo-adjuvant of peri-operatief 10?

Surgery
1

1 | Neoadjuvant NIVO + chemo
CheckMate 816 Bioslic

Adjuvant NIVO

f ™
CheckMate 7772 |Neoadjuvant NIVO + chemo

(up to 4 cycles)

\, P (up to 13 cycles)

Which patients benefit from adjuvant NIVO following
neoadjuvant NIVO + chemo and surgery?

Forde, WCLC 2024
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CheckMate 77T: perioperative NIVO in resectable NSCLC

Neo-adjuvant of peri-operatief 10?

Surgery
1
._ | Analysis patient populations
( . \ 1
CheckMate 816 | Neoad]uv.?;\(t:yﬂ:s? + ERempy : Patients who had surgery
- _f 1
1
, |Neoadjuvant NIVO + chemo ' :
CheckMate 77T [ i w Pgtlents who had surgery and
A received > 1 dose of adjuvant NIVO

Endpoint
EFS (BICR) landmarked from time of surgery

Forde, WCLC 2024
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CheckMate 77T: perioperative NIVO in resectable NSCLC

Neo-adjuvant of peri-operatief 10?

100-4—

Periop NIVO2
(CheckMate 77T)

ey
80 T
R~
sy
e
¢

i N o i Weighted (ATE)®

EFS (%)

40~ Neoadj NIVO + chemo Periop Neoad]j
(CheckMate 816) NIVO?2 NIVO 10
(n =139.4) (n = 147.5°)
HR (95% CI) 0.61 (0.39-0.97)

20+

G I I [ [ I | | |
0 6 12 18 24 30 36 42 48

Months from surgery

Mo. at risk
Periop NIVO 139.4 128.0 118.1 112.9 79.7 42.5 13.0 3.1 0

FEEEEEE EEEEEEE N EEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEENEHN Eras-mUSMc

Forde, WCLC 2024



ate 77T: perioperative NIVO in resectable NSCLC
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CheckMate 816: 4-y survival update

ctDNA clearance rate and OS by ctDNA clearance

» Among concurrently randomized patients, 89 (25%) had evaluable ctDNA levels, and 86 (24%) had detectable ctDNA

levels at baseline':2
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Minimum/median follow-up, 49.1/57.6 months.
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iThe main reasons for sample attrition were lack of tissue for WES and lack of quality control pass for tissue and plasma. "ctDNA clearance was defined as pre-surgical change from detectable ctDNA levels before cycle 1 to
undetectable ctDNA levels before cycle 3. Analysis was performed using a WES tumor-guided personalized ctDNA panel (ArcherDX Personalized Cancer Momtoring). ©495% Cl: <40-71; 421-51. 1. Forde PM, et al. N Engl J Med

2022;386:1973-1985.
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PCR and PD-L1 level influence the survival benefit from neoadj/periop chemoimmunotherapy

EFS/PFS by PCR DFS/PFS by PD-L1 TPS
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Need to answer: Which one would be a better prognostic marker for both treatment approaches?
Nuccio A, et al. EurJ Cancer 2023; 195: 113404
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Conclusie

Definitie resectabel longkanker schuift op.

Niet resectabel longkanker: chemoradiotherapie gevolgd door 10, danwel TKI
Volledige moleculaire diagnostiek dient dus ook ingezet te worden in vroeg stadium NSCLC.

- PD-L1
- EGFR, MET, BRAF
- ALK, ROS1, RET, NTRK

Resectabel longkanker:

- Adjuvante doelgerichte behandeling geeft evidente verbetering van EFS; echter mogelijke
vroege stadium IV behandeling.

- Immuuntherapie heeft een rol neo-adjuvant, ook adjuvant? Selectie mogelijk obv PDL1, pCR,
ctDNA?
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Dank voor de aandacht

d.dumoulin@erasmusmc.nl
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0 European Medicines Agency

% U.S. Food and Drug Administration

I:l Chemotherapy
D Targeted therapy + chemotherapy

D Tmmunotherapy + chemotherapy

ADJUVANT

NEOADJUVANT
AND
PERIOPERATIVE

Advances in the adjuvant and neoadjuvant systemic treatment in resectable NSCLC

‘ PEARLS/KEYNOTE-0913° ‘
‘ CALGB 9633% ‘ E®
IMpower010%®

Adjuvant chemotherapy ADAURA® ALINA22

ANITAS? broadly established B %O

‘ BLT"¢ ‘ ‘ LACE Meta-analysis*

 Co—

‘ JBR-10*? ‘

Neoadjuvant chemotherapy CheckMate 1639“
accepted as alternative

NATCH®®
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KEYNOTE-67148" Neotorch?6*
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Neoadjuvant ICB increases pCR and prolongs EFS

AEGEAN: Perioperative Durvalumab KEYNOTE 671: Pembrolizumab + CT CheckMate 816: Nivolumab + CT
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PCR in N2 disease comparable to non-N2

AEGEAN: subgroep N2
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EFS in N2

AEGEAN: subgroep N2 CM 77T: subgroep N2
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CheckMate 77T: clinical outcomes with perioperative NIVO by nodal status

Baseline and post-surgical N stage in stage Ill

NIVO (n = 115)°

Any downstaging: 52%
Downstaging to ypNO: 46%

ypN3
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2 13 (11%)
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27 (24%)

PBO (n =111)

Any downstaging: 45%
Downstaging to ypNO: 36%

ypN2
26 (23%)

cN2

cN1
21 (19%)

62 (56%)

| cNOo
125 (22%)

Percentages located inside of each individual ribbon are based on baseline N stage. #1 (1%) patient in the NIVO arm and 1 (1%) patient in the PBO arm with not reported or cNX stage at baseline were excluded.

Post-surgical M stage was missing for 3 (3%) patients in the NIVO arm and 4 {4%) patients in the PBO arm.

Cascone, ASCO 2024
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RVT vs. pCR/MPR
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: Event-Free Survival in the KEYNOTE-671 Study of
Perioperative Pembrolizumab for Early-Stage NSCLC

David R Jones ' Heather Wakelee 2 Jonathan D. Spicer.? Moishe Liberman 4 Terufumi Kato 5
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=> Post-operatieve therapie
switch noodzakelijk?
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