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* Metastatic NSCLC
Dual world: non-oncogene & oncogene-
addicted
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Dual world of metastatic NSCLC
clinical & pathological rewiev

Mostly adenocarcinoma
Never/few smokers
More females

e All NSCLC histologies
* Heavy smokers
* More males

Good general conditions * Important comorbidity
Cold tumor microenvolvement (e.g. * Hot tumor microenvolvement
EGFR and ALK driven tumors) (especially squamous cell carcinoma)
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Pleural biopsy EGFRmut+ adenocarcinoma ] [ Bronchial biopsy squamous cell carcinoma




Dual world of metastatic NSCLC
pathological

Special Articles:

Non-oncogene-addicted metastatic non-small-cell
lung cancer: ESMO Clinical Practice Guideline for
diagnosis, treatment and follow-up

Oncogene-addicted metastatic non-small-cell lung
cancer: ESMO Clinical Practice Guideline for
diagnosis, treatment and follow-up

Hendriks etal,
Ann Oncol 34:358-376, 2023
Ann Oncol 34:339-357,2023



Dual world of metastatic NSCLC
non-oncogene addicted

Stage IV NSqNSCC, molecular tests negative (EGFR/ALK/ROS1/BRAF/RET/MET/EGFR ex20ins/KRAS G12C/NTRK/HER2)® without contraindication for immunotherapy
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Systemic 5 PS 0-1 andjany expression of PD-L1 PS 2 and PS 3-4
PD-L1 =50% PD-L1 <50% regardless

therapy & LRT
T 3z of PD-L1

) +
Pembrolizumab .
(I, A; MCBS 5¢] pembrolizumab—pemetrexed [I, A; MCBS 4¢] Platinum-doublet ChT

Atezolizumab Atezolizumab—carboplatin—nab-paclitaxel (4-6 cycles) followed by atezolizumab [I, A; MCBS 3¢] [carboplatin preferred:
(also for 1Cs =10%) Atezolizumab—-bevacizumab—carboplatin—paclitaxel (4-6 cycles) followed by I, Avfpemde'tlfFXAed
[I, A; MCBS 5°] atezolizumab—bevacizumab [I, A; MCBS 3°] le& ";”te LAl
Cemiplimab Nivolumab—ipilimumab + 2 cycles of platinum-doublet ChT followed by ain e"a"dC?f
[I, A; MCBS 4°] nivolumab—ipilimumab [I, A; MCBS 4¢] . pemetrexte PIS o
(for PS 2 for all drugs: Cemiplimab—platinum-doublet ChT (4 cycles) followed by 'mpfOVl:er(I:e;; A?c =
[11, B]) cemiplimab + pemetrexed maintenance' [|, A] e ]
Durvalumab-tremelimumab-platinum-doublet ChT (4 cycles) followed by Single-agent ChT
durvalumab-tremelimumab (tremelimumab one additional dose) + pemetrexed maintenance’ [pemetrgxed; I,
[I, A; MCBS 4°] B; gemcitabine,

Nivolumab—ipilimumab (only for PD-L1 =1%)' [I, A; MCBS 4¢1] (;’(')2:{:)'(2‘1"? %f]

Oligometastatic

Pembrolizumab-platinum—pemetrexed (4 cycles) followed by
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. NV Disease progression
Disease progression? T
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Platinum-doublet ChT [I, A] (pemetrexed preferred) g V

[Il, A; MCBS 4¢] followed by pemetrexed maintenance PS 0-2¢ PS 3-4 [ PS 0-2¢ ) [ PS 3-4 }

[I, A; MCBS 4¢] if pemetrexed switch
maintenance [, B]

If 4 cycles of gemcitabine—cisplatin: gemcitabine Nivolumab [I” A: MCBS 5]
Atezolizumab [I, A; MCBS 5°]
Pembrolizumab (PD-L1 =1%) [I, A; MCBS 5¢]
Other options are the same as for second-line
treatment for PS 0-2 after ChT—ICI®

Pemetrexed [, B]

Docetaxel [I, B]
Nintedanib—docetaxel [1, B]
Ramucirumab—docetaxel [, B; MCBS 1¢]
Re-challenge ICI [Ill, B]®

continuation maintenance [l, C]
Platinum-doublet ChT [I, A] (pemetrexed preferred)
[ll, A; MCBS 4°]
Carboplatin—paclitaxel-bevacizumab followed

by bevacizumab maintenance [l, A; MCBS 2°] Or
platinum-pemetrexed—bevacizumab followed by . .
pemetrexed—bevacizumab maintenance [I, A] @ BSC alone [11, A] <€ 34:358-376 (April 2023)

Re-challenge ICI [l1I, B] *

Hendriks et al. Ann Oncol




Dual world of metastatic NSCLC
oncogene addicted

Stage IV mNSCLC, molecular tests positive (EGFR/ALK/ROS1/BRAF/RET/NTRK/MET/HER2/EGFRex20ins/KRAS G12C)

l 30,3% i 4,4% i 1,9% l 5,5% ¢ 2,3% l 0,5% l 2,5% l 29,9%
NV NV NV N Y B NV
EGFR mutation ALK translocation ROS1 BRAFV600 RET translocation NTRK/HER2/ METex14 KRAS G12C
(refer to Figure 2) (refer to Figure 3) translocation mutation EGFR ex20ins skipping mutation mutation

(refer to Figure 4) (refer to Figure 5)
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Dabrafenib—
trametinib
[, A; MCBS 2;
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Platinum-doublet Platinum-doublet ChT +

Pralsetinib [lll, A;
MCBS 3; ESCAT I-C]>*
selke ik o, A;
MCBS 3; ESCAT I-CJ*°

Alectinib [l, A; MCBS 4; Crizotinib [lll, A;
ESCAT [-A]2b¢ MCBS 3; ESCAT I-B]*¢

Brigatinib [l, A; MCBS 4; Entrectinib [lll, A;
ESCAT |-A]*be MCBS 3; ESCAT I-BJ&%9

Lorlatinib [I, A; MCBS 4; Alternative:

Osimertinib Refer to ESMO
[, A; MCBS 4; ESCAT |-A]*bed
Gefitinib
[1, B; MCBS 4; ESCAT I-AJ>*
Erlotinib
[1, B; MCBS 4; ESCAT I-A]**
Erlotinib—bevacizumab
[1, B; MCBS 2; ESCAT I-A]*¢¢
Erlotinib-ramucirumab
[I, B; MCBS 3; ESCAT I-A]*¢
Afatinib
[1, B; MCBS 5; ESCAT |-AJ2¢
Dacomitinib
[1, B; MCBS 3; ESCAT |-AJ*¢
Gefitinib—carboplatin—
pemetrexed [I, B]'

ChT = ICI [1V, B] ICI [IV, B] 3
matinib [Ill, A; CPG on non
M mkﬁ EI"‘J oncogene-addicted
g mNSCLC™ [ill, A]

[, A; MCBS 3;

ESCAT I-BJee

ESCAT I-A]be Repotrectinib [Ill, B;
Crizotinib [I, B; MCBS 4; ESCAT I-B]'
ESCAT I-AJ>®
Ceritinib [1, B; MCBS 4;
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NTRK HER2 mutation EGFR ex20ins
translocation mutation

Entrectinib [lll, A; Trast A Amivantamab [lll, B; Capmatinib [lll, A; Sotorasib [l, B;
. . . " 7 -(lach rastuzuma eruxiecan ’a’c MCB! ;E AT |-BJ2¢ MCBS 3; ESCAT |-B]2¢
European guidelines initial 4 oncogenes [Rihiates [, B; ESCAT Il-B) MCBS 3; ESCAT 1-B]" Beren il |Lpnidacie
NW = M imib : potinib [Ill, A; 3 agrasib [Ill, B;
AT |-CJe! Mm&g“ ESCAT |-B]*¢ MCBS 2;

ENECTE,
S

Treatment algorithm for stage IV mNSCLC after positive findings on molecular tests



* Unresectable stage IlI NSCLC

How to build on the PACIFIC standard?



Unresectable stage Il NSCLC

the PACIFIC progress

Meta-Analysis of Concomitant Versus Sequential
Radiochemotherapy in Locally Advanced NSCLC

Time Since Random Assignment (years)

Deaths/Person-Years by Period

Oy—1y 1y—2y 2y—3y 3y—dy > dy
RT+ conc CT (n = 603) 240/498 147/276 67/171 30/116 37/186
RT+ seq CT (n = 602) 253/491 171/242 70/129 30/ 83 23/126

Auperin et al. J Clin Oncol 2010; 28(13):2181-90.
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J

g TN
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(Beware: early analysis of
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disease-free survival,
NOT overall survival

Time from randomization (months)

Paz-Ares et al. ESMO 2017.



Unresectable stage |II NSCLC
PACIFIC after 5 years

No. at risk:

0S (probability)

No. of Events/ Median 0S
Arm Total No. of Patients (%)  (95% Cl}, Months
Durvalumab 264/476 (55.5) 47.5(38.1t052.9)

Placebo 155/237 (65.4) 29.1(22.110 35.1)
Stratified HR {95% Cl): 0.72 {0.59 to 0.89)

Stratified HR from the primary analysis (95% CI): 0.68 (0.53 to 0.87)*

83.1%
(95% CI, 79.4 to 86.2)

66.3%
(61.8t0 70.4)
56.7%
(52.0 to 61.1) 49.7%
(45.0 to 54.2)
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0173 6 9 12 15 18 21 24 27 30 33 36 39 42 45 43 51 54 57 60 63 66 69 72 75

Time Since Random Assignment (months)

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

Placebo

237 220 199 179 171 156 143 133 123 116 107 99 97 93 91 8 78 77 74 72 5 33 16 7 2 0O

Spigel et al. J Clin Oncol 40: 1303-1311, 2022

No. of Events/ Median PFS
Arm Total No. of Patients (%) (95% Cl), Months
104 Durvalumab 268/476 (56.3) 16.9 (130 t0 239)
- Placebo 175/237 (73.8) 5.6 (4.8107.7)
58 Stratified HR (95% CI): 0.5 (0.45 to 0.68)
E ' 55.7% Stratified HR from the primary analysis (95% Cl): 0.52 (0.42 to 0.65)"
= 074 (95% CI, 51.0 0 60.2)
S 061 L T 45.0%
a " (40.1t0 49.8) 39.7% i
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Time Since Random Assignment (months)
No. at risk:

Durvalumab 476 377 301 267 215 190 165 147 137 128 119 110 103 97 92

Placebo

g5 81 78 67 5/ 4 2 11 5 0

237 164 105 87 68 56 48 41 37 36 30 27 26 25 24 24 2 21 19 19 14 6 4 1 0



Unresectable stage |II NSCLC

lessons from PACIFIC after 5 years

1.0 1
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No. at isk: No. a risk cure rate"
Durvalumab 478 464 431 414 385 364 343 319 208 289 273 264 252 241 236 227 218 207 196 183 134 91 &0 18 2 0 Durvalumab 476 377 301 267 215 150 165 147 137 128 113 110 103 97 %2 & 81 78 67 5 34 22 1 5 0

Placebo 237 220 199 179 171 155 143 133 123 116 107 99 97 93 91 83 78 77 74 72 5 33 16 7 2 0 Placebo 237 164 105 87 68 56 48 41 37 36 30 27 26 256 24 24 2 21 19 19 4 6 4 1 0

Spigel et al. J Clin Oncol 40: 1303-1311, 2022



Unresectable stage [l NSCLC jnrunctherapy in unresectable stage |

how to build on the PACIFIC standard? novel therapeutic approaches

PACIFIC

CONCURRENT ICI

NEOADJUVANT ICI Immunotherapy

Combined ICI

anti-CTLA4, anti-CD73
anti-NKG2A, anti-TIGIT

De-escalation

Cortiula et al, Ann Oncol 33: 893-908,2022.

Doublet chemotherapy

Durvalumab 1 year
Radiotherapy 60 — 66 Gy

Doublet chemotherapy
Radiotherapy 60 — 66 Gy Immunotherapy 1 year

Immunotherapy

Doublet chemotherapy
Radiotherapy 60 — 66 Gy

Immunotherapy 1 year

Doublet chemotherapy Immunotherapy 1 year

Radiotherapy 60 — 66 Gy Immunotherapy 1 year

Less/No chemotherapy

: Immunother horter duration
Radiotherapy lower dose unotherapy shorter duratio



e Resectable NSCLC

Novel perioperative therapies in the clinic



Resectable NSCLC

the next wave of progress: (neo)adjuvant therapies

Immuno and target
therapy in surgical
NSCLC

Immuno and target
therapy in advanced
NSCLC




Resectable NSCLC
perioperative therapy

Optimal aim of (neo)adjuvant therapy

* Eliminate (distant) minimal residual disease
* Toimprove cure rates (=5 Y OS)

* Along with acceptable safety profile

» Chemotherapy: eliminates MRD

Nucleus

SN

IALT investigators,N Engl J Med 350:351-360, 2004
Pignon e tal, Ann Oncol 17 Suppl 9:213, 2006
Pignonet al, J Clin Oncol 26:3552-3559, 2008

Cisplatin-Based Adjuvant

Chemotherapy in Patients with
Completely Resected Non-Small-

Cell Lung Cancer

Overall Survival (%)

100

80

40-

20

-

P<0.03

Years

Chemotherapy (469 deaths)

Survival (%)

100 |-

H
o

20

249

stage Il
+15%

[ » improved curerates }

1 2 3 4

5
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ReS e Cta b ‘ e N SC LC Early and locally advanced NSCLC:

ESMO clinical practice guidelines for

state Of the art diagnosis, treatment and follow up

Stage according to TNM 8

Adapted from ESMO guideline on non-metastatic NSCLC, Ann Oncoll 28 Suppl 4: Ivl-Iv21, 2017 and Update https://www.esmo.org/guidelines/lung-and-chest-tumors/early-stage-and-
locally-advaced-non-metastatic-non-small-cell-lung-cancer/eupdate-early-and-locally-advanced-non-smal-cell-ling-cancer-nsclc-treatment-reccomendations2, September 2021



https://www.esmo.org/guidelines/lung-and-chest-tumors/early-stage-and-locally-advaced-non-metastatic-non-small-cell-lung-cancer/eupdate-early-and-locally-advanced-non-smal-cell-ling-cancer-nsclc-treatment-reccomendations2
https://www.esmo.org/guidelines/lung-and-chest-tumors/early-stage-and-locally-advaced-non-metastatic-non-small-cell-lung-cancer/eupdate-early-and-locally-advanced-non-smal-cell-ling-cancer-nsclc-treatment-reccomendations2

Resectable NSCLC

RCTs on novel perioperative therapies

Chemo th

vs. observation

Chemo th

Chemo th Osimertinibup to 3y

recommended

placebo controlled

placebo controlled



Resectable NSCLC

RCTs on adjuvant Atezolizumab

Subgroup (including EGFR/ALK+) n HR (95% Cl)°¢
100+ Atezolizumab: median 42:3 months (95% €1 36.0 to NE) PD-L1 Status by SP263 ‘
Best i - median 353 months (95% CI 30-4to 46-4) \
Stz o079 05401 064-036) 0020 TC <1% 383 s e 097(0.72,1.31)
801 TC21% 476 =4 0.66 (0.50,0.88)
: T1C 1-49% 247 —4— 0.87 (0.60, 1.26
! o TC 250% 229 —— ] 043(0.27.0.68)
L S Al patients® 882 = 0.79(0.64, 0.
y 407 , S — S——
- 01 10 100
20 ¢ . HR »
Atezolizumab better ~ BSC better
0 T T T T T T T | T T T T T T T T T T
0 3 6 9 v 15 B A AU ¥ 30 33 3% 39 £ 45 48 & 54
Number at risk
(number censored)
Mezolizomab 442 418 384 367 3|2 337 319 305 269 225 185 120 84 48 34 16 11 5 3
0 (1) @ @4 @5 (6 @7 9 @6 (79 1) (60) (192) (222) (236) (253) (258) (264) (266)
Bestsupportivecare 440 412 366 331 314 292 277 263 230 182 146 102 71 35 22 10 8 4 3
© @7 (9 @ @4 @ @) (28 () (86 (116) (150) (@77) (209) (22) (233) (234) (238) (239)

2022 — EMA approved atezolizumab as adjuvant treatment, following complete
resection and platinum-based chemotherapy, for NSCLC with PD-L1 >50%

Wakelee et al, ASCO 2021, abstract8500 and Felip et al, Lancet 398:1344-1357, 2021



Resectable NSCLC
RCTs on adjuvant Atezolizumab: 5y OS* report

*follow-up 45 mo [25% maturity]

Stage II-1lIA & PD-L1 250%
HR 0.42 [0.23-0.78]

100 -~ i
¢ 0 3
— T _89.1% 84.8%
80 - ‘ o~ i
= 67.5%
2 6o
&
=
w
©
b 40 -
g
3
20 -
04 |
........................

0 3 & 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 €66 69 72

Months
No. at nsk
Atezclizumab 106 104 104 104 103 103 107 100 86 95 96 83 S0 B? B 69 & 41 2 .20 % 6 4 1 N
BSO 103 101 28 O 95 02 S0 87 84 80 77 76 756 71 4 52 45 35 24 14 8 i 3 a2 NE

Felip et al, WCLC 2022



%

DFS,

73.4%

Resectable NSCLC

RCTs on adjuvant Pembrolizumab

All patients ]

[ HR 0.76[0.63-0.91]-P= 0.0014

%

5 &

241

RS &3

DFS,

*follow-up 36 mo

(

PD-L1250% }

HR 0.82[0.57-1.18]-P= 0.14

—1

No. at risk

168 145 126

165 140 121

18

100

30

T
36

Months

54

28

Paz-Ares et al, ESMO virtual 2022 and O‘Brienet al, Lancet Oncol 23:1274-1286, 2022



Resectable NSCLC

RCTs on adjuvant Osimertinib in EGFRmut+ resected NSCLC

1.0+
0.9 —
0.8 -
0.7 <
0.6 -
0.5
0.4 —
0.3 -
02
0.1+

DFS probability

HR 0.23[0.18-0.30]
MedianDFS:65.8 vs.21.9mo

o 70%

osimertin

0.0
0

No. at risk
Osimertinib 233
Placebo 237

T T T T T T T T T

6 12 18 24 30 36 42 48 54 60
Time from randomisation (months)

222 216 202 196 192 174 138 90 45 20

191 141 124 106 91 74 61 41 23 1

|
66

2
1

2022 — EMA approved osimertinib as an adjuvant treatment after complete resection

with stage IB-IIIA NSCLC with EGFR exon 19 deletion or exon 21 (L858R) mutation

Wu et al, N EnglJ Med 383:1711-1723, 2020



Resectable NSCLC

RCTs on adjuvant Osimertinib: OS analysis

1.0 ————H+ —
0.9 — i
1 I
3. 0.8 — 86% I | I
il I I 1
o) _— ! 80% Y
(3 . — | I I
'g 1 1 73°/° ]
S 0.6 — ! | |
- I I I
| I 1
% 0.5 — i !
= : : HR 0.49 [0.33-0.73] — P=0004
»n ol I I =
= O | | Maturity 21%
= | I -
g 3= , , : median FU 61.7/60 mo
0.2 — ' ' '
1 1 I
1 I 1
0.1 — [ [ [
I I I
1 1 1
00 T T T T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Time from randomization (months)
No. atrisk
Osimertinib 233 229 224 224 221 214 208 205 200 170 TS 69 33 ) 0
Placebo 237 232 226 221 210 202 190 182 171 138 94 53 25 8 2

Herbst et al, ASCO 2023, abstr LBA3



Resectable NSCLC

RCTs on adjuvant Osimertinib: OS analysis

b StagelB . is Stage I i _ Stage IIIA
= j N
2 (.84 0.8+ o
g ' 88t% : 08 :
5 0.64 ' 0.6 I 0.6 ;
= | . | A |67°/0
2> | | |
g 04- l 0.4+ ' 0.4+ '
) | | [
| | | |
E 0-2- | 0.2' | 0'2- |
6 | | |
0.0 T T T T T T T T T % T T T T 1 0.0 1 1 1 J Y 1 1 1 ! : J ) 1 J 0.0 T T T T T T T T T 2 T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 0 6 12 18 24 30 36 42 48 54 60 66 72 78 8¢ 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
s Time from randomization (months) Time from randomization (months) Time from randomization (months)
D:r:em:b 106 103 101 100 68 97 9 96 94 82 61 39 17 6 0 118 116 112 112 112 108 104 104 100 8 61 36 12 4 0 115 113 112 112 109 105 104 101 100 87 54 33 14 5 0
Placebo 106 106 106 105 104 102 100 99 9% 8 70 4 19 ¢ 1 0 118 118 117 114 110 107 104 103 94 79 6 32 6 7 2 199 114 100 107 100 95 8 79 77 59 38 21 9 1 0
[ HR 0.44 [0.17-1.02] ] [ HR 0.63 [0.34-1.12] ] [ HR 0.37 [0.20-0.64] J

TNMS8: T3-4cmNO = stagelB |
TNM7:stage IB=T 3-5cm NO
TNMS8: T4-5cm NO = stage llA ‘

Herbst et al, ASCO 2023, abstr LBA3



Early stage NSCLC

RCTs on novel perioperative therapies

|

neoadjuvant

|

Checkmate-816

i ChT ][ Nivo ][ ChT ][ Nivo ][ ChT ][ Nivo w

vs. ChT only

AEGEAN (ont [ourea) (‘on |urva] (v [purea) ((cnT ourea

placebo controlled

KEYNOTE-671

[ ChT ][Pembro][ ChT ][Pembro][ ChT ][Pembroj

placebo controlled

[-ls'O (s ‘<—|¢D(Q—|=(DJ

( ChT optional ]

[

Durvafor 12 months

[

Pembro for 12 months




Resectable NSCLC
RCTs on neoadjuvant ChT + Nivolumab

|

100
HR 0.63 [0.43-0.91]
P = 0.0052
80
60 —
. NIVO + chemo
4 i e it et B e ~ S
D 20 - 15 _ mmew
w C
20 |
median20.8 mg median{31.6 mo
0 T | | | | T T i l | | | T I
0 3 6 9 12 15 18 21 24 27 30 33 36 39

Months from randomization

42

[ PD-L1<1%: HR 0.85 [0.54-1.32] ] [ PD-L11-49%: HR 0.58 [0.30-1.12] ] [ PD-L1250%: HR 0.24 [0.10-0.61 ]

Girard et al, AACR 2022, abstr CT012 and Forde et al, N Engl J Med 386:1973-1985, 2022



Resectab

RCTs on neoadjuvant ChT + Nivolumab

le NSCLC

100
stage IB-lI
HR 0.87 [0.48-1.56]
80 -
66%
60 — _ NIVO + chemo
60% ‘ e e
Chemo
40 -
20 -
0 I I T 1 l 1

% & &
0 3 6 9 12 15 1

1 !
8 21 24 27 30 33 36 39 42

Months from randomization

stage il
HR 0.54 [0.37-0.80]

. 63%

" ®_ NIVO + chemo

~ 1 -
onemo

T T i ; T T I

T 1 : TR
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42

Months from randomization

Girard et al, AACR 2022, abstr CT012 and Forde et al, N Engl J Med 386:1973-1985, 2022



Resectable NSCLC

RCTs on neoadjuvant ChT + Nivolumab

NIVO + chemo  Chemo
(n=179) (n= 179)

100 Median EFS, mo AR 1.1
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» May 26, 2023 — CHMP positive advice for Nivolumab in combination with platinum-
based chemotherapy for neoadjuvant treatment of resectable NSCLC at high risk of
recurrence and with PD-L1 21%

Forde et al, ELCC 2023, abstr 840



Resectable NSCLC
RCTs on perioperative ChT + Durvalumab
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Durva+CT 366 336 271 194 140 90 78 50 49 31 30 14 1 3 1 1 0
Plac+CT 374 339 257 184 136 82 74 53 50 30 25 16 13 1 1 0 0
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EFS, %

Resectable NSCLC
RCTs on perioperative ChT + Pembrolizumab
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Take-Home Message No 1 .

* In unresectable stage Ill NSCLC treated with CRT, consolidation immunoth_. _
with Durvalumab was proven to improve cure rates,

— 17

* In resectable stage Il-llIA NSCLC with complete resection + adjuvant ChT
- Adjuvant immunotherapy improved DFS (Atezolizumab EMA approved in PD-L1 >50%)

* In resectable stage Il-llIA NSCLC with complete resection + adjuvant ChT

- Adjuvant osimertinib improved OS in EGFR mutated NSCLC (EMA approved)
- First trial showing clear OS benefit with targeted therapy in resected NSCLC

* |n resectable stage Il-11IB(N2) NSCLC

- Neoadjuvant chemo-immunotherapy improved EFS compared to ChT alone (Nivolumab
now has CHMP recommendation)
- Similar results are for perioperative chemo-immunotherapy with Durvalumab and
Pembrolizumab



ake-Home Message No 2

[ -> benefit of ICI for all ]

 Three types of medically fit patients

— Resectable: most patients with stage | (NO) and stage Il (N1)

- Preferred strateqy: direct resection. For N1: adjuvant ChT. Adjuvant ICI if PD-L1 250% *
* adjuvant therapy my be considered in case of N0 and T >4 cm

— Potentially resectable: some patients with stage Il (N1), some with stage IlIA-B (N2)
+ Preferred strategy: neoadjuvant chemo-immuno therapy -> surgery -> consolidation IC| to be considered

— Unresectable: many patients with stage IlIA-B and all with stage IlIC (N3)
+ Preferred strateqgy: chemoradiotherapy -> Durvalumab 1 year

* This judgment REMAINS the unique privilege of your multidisciplinary tumor board

— Patients considered for neo-adjuvant chemo+ICl should be considered operable upfront by the MDTB
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