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A) Enfermedad localizada




LBA47: Osimertinib as adjuvant therapy in patients with resected EGFR-mutated
stage IB-IlIA non-small cell lung cancer: updated results from ADAURA

* Study objective
— To evaluate the updated efficacy and safety of adjuvant osimertinib in patients with resected EGFR-mutated
NSCLC in the ADAURA study

Key patient inclusion criteria Osimertinib 80 mg/day PD/3 years/

(n=339) discontinuation

Completely resected stage IB-IIIA
th
NSCLC (AJCC/UICC 7"ed.) Stratification

With or without adjuvant R) + Stage (IB vs. Il vs. llIA)
1

chemotherapy « EGFRm (Ex19del vs. L858R)

1:
Confirmed EGFR mutation » Race (Asian vs. non-Asian)
(Ex19del/L858R)
WHO PS 0-1 Placebo PD/3 years/
(I'I=682) (n=343) discontinuation
Primary endpoint Secondary endpoints T .3
* DFS (in stage II/llIA) * DFS (overall population?), OS, HRQoL, safety Gec

lung cancer

aStage IB. Il and IlIA Tsuboi M, et al. Ann Oncol 2022;33(suppl):Abstr LBA47 research




Key results
Disease-free survival in stage Il/lIIIA patients

Osimertinib Placebo

(n=233) (n=237)
mDFS, mo (95%CIl) 658 (544, NC) 219(166 275)
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0.23 (0.18, 0.30)
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0 6 12 18 24 30 36 42 483 54 60 66 72
No. at risk Time, months

— Osimertinib 233 222 216 202 196 192 174 138 90 45 20 2 0
— Placebo 237 191 141 124 106 91 74 61 41 23 11 1 0

In the overall population, mDFS was 65.8 mo (95%CI 61.7, NC) and 28.1 mo (95%CI 22.1, 35.0) in the
osimertinib and placebo arms, respectively (HR 0.27 [95%CI1 0.21, 0.34])
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Owerall (n=682)

Sex

Age

Smoking history

Race

Stage

EGFR mutation

Adjuvant
chemotherapy

Stratified log-rank
Unadjusted Cox PH
Male (n=204)
Female (n=478)
<65 years (n=380)
265 years p=302)
Yes (n=194)

Mo (n=488)

Asian (n=434)
Mon-Asian (n=248)
IB (n=212)

Il (n=236)

A (n=234)
Ex19Del (n=378)
LB5ER (n=304)
Yes (n=410)

Mo (n=272)

0.1

HR for DFS (95%Cl)

il

DFS across subgroups in the overall population

HR

027
0.32
0.31
0.31
0.31
0.33
0.26
0.34
0.34
0.28
0.41
0.34
0.20
0.24
045
0.29
0.36

-

Favours osimertinib

P
>

Favours placebo

Tsuboi M, et al. Ann Oncol 2022:33(suppl):Abstr LBA47 -
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95%ClI

021,
0.25,
0.20,
023,
022,
023,
0.18,
0.28,
0.25,
0.18,
0.23,
023,
0.14,
0.17,
0.31,
0.21,
024,

0.24
0.40
0.48
042
042
0.48
0.40
045
0.45
043
0.69
052
0.29
033
0.64
0.29
0.55
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PL03.09: IMpower010: Overall Survival Interim Analysis of a Phase lll study of
Atezolizumab vs Best Supportive Care in resected NSCLC

* Study objective
— To evaluate the efficacy and safety of atezolizumab in patients with resected NSCLC in the IMpower010

study (an interim analysis) Hierarchical statistical testing
) of endpoints
Atezolizumab 1200 mg q3w OFS  POLA TO %
(16 cycles) stage II-IIIA population®
(n=495) If positive: ;
Key patient inclusion criteria : : Stratification DFS in alt-randomized
. Stage IB (24 cm)—IIIA NSCLC? Cisplatin + . Sex stage i-WA populstior’
« Completely resected pem'etre'xed, do_cetaxe_l’ R> - Stage (IB vs. Il vs. llIA) ol i "
 EEOE P gemcitabine or vinorelbine 1 . Histology DFS in ITT population (stage IB-HIA
(1-4 cycles) « PD-L1 status® —— '
(n=1280) I positive:
Best supportive care | OS in ITT population®

(n=495)

Endpoint was met at DFS 1A
Endpoint was not met at DFS |A and follow up is ongoing

Primary endpoint Secondary endpoints ] Endpoint was not formaly tested

e DFS * OS, safety
aPer American Joint Committee on Cancer (AJCC) cancer staging manual, 7t edition; Craanizado por
bTC2/3 and any IC vs. TCO/1 and IC2/3 vs. TCO0/1 and IC0/1 Felip E, etal. J Thorac Oncol 2022;17(suppl):Abstr PL03.09
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* Key results

Overall survival

PD-L1 TC 21% (stage II-llIA) PD-:;clT:diZ:;‘;/Eo cgit;/?Llr:"A)

100 A~ 100 -+
0,
80 76.8% 80 -
1 1
178.9% " 5 1 77.5% | 5
s 60 - : I67.5 %o ° 60 - : l67.5A)
- 1 - |
8 40 - Atezo (n=248) BSC (n=228) : 8 40 - Atezo (n=106) BSC (n=103) :
Events, n (%) 52 (21.0) 64 (28.1) 1 Events, n (%) 15 (14.2) 30 (29.1) |1
1 |
20 - |mOS, mo (95%Cl) NR NR 1 20 4 |mOS, mo (95%Cl) NR NR |
HR (95%Cl) 0.71(0.49, 1.03) : HR (95%Cl) 0.42(0.23,0.78) :
0 - ; ! 0 - | !
1 1 1 1 1 1 1 | 1 1 1 ] 1 ] ] 1 I 1 1 1 r 1 1 ] 1 1 ] 1 1 1 1 1 1 1 1 ] 1 ] 1 1 I 1 1 1 ] 1 I 1 1 1
0 6 12 18 24 30 36 42 48 54 60 66 72 0 6 12 18 24 30 36 42 48 5 60 66 72
Time, months Time, months
No. at risk No. at risk
= Atezolizumab 248 241 241 237 234 231 225 222 218 210 208 200 195 190 172 140116 83 56 37 23 12 5 3 NE Atezolizumab 106 104 104 104 103 103 101 100 99 96 96 93 90 87 83 69 58 41 32 20 13 6 2 1 NE
— BSC 228 220 214 210 205 201 198 192 185 180 172 167 166 158 140 110 95 72 49 27 15 8 7 4 NE BSC 103101 98 96 95 92 90 87 84 80 77 76 75 71 64 52 45 35 24 14 8 4 3 2 NE

Felip E, et al. J Thorac Oncol 2022;17(suppl):Abstr PL03.09

In patients with resected stage II-IlIA NSCLC with PD-L1 TC 21%, at an interim analysis, atezolizumab
demonstrated a trend for improved OS and there were no new safety signals observed

Organizado por:
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930MO: Pembrolizumab vs placebo in completely resected stage IB-IlIIA NSCLC:
subgroup analysis according to PD-L1 of PEARLS/KEYNOTEQ91

e Study objective

— To evaluate the efficacy and safety of adjuvant pembrolizumab in patients with completely resected early
stage NSCLC in the PEARLS/KEYNOTE-091 study

Pembrolizumab 200 mg q3w
for up to 1 year

Key patient inclusion criteria

(n=590)
« Stage IB (T 24cm HIIIANSCLC _
« Complete resection hAdJL{[\r/]ant
* Any PD-L1 expression chemotnerapy
(4 cycles)
« ECOG PS 0-1 P bo 03
(n=1177) acebo q3w
for up to 1 year
(n=587)
Primary endpoint Secondary endpoints
* DFS (overall population), DFS * DFS (PD-L1TPS 21% ),0S, safety S
(PD-L1 TPS >50% ) o

Peters S, et al. Ann Oncol 2022;33(suppl):Abstr 930MO
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* Key results DFS: Pembrolizumab vs. placebo by PD-L1 TPS

TPS 250% TPS 1-49% TPS <1%
Pembrolizumab Placebo Pembrolizumab Placebo Pembrolizumab Placebo
(n=168) (n=165) (n=189) (n=190) (n=233) (n=232)
mDFS, mo (95%Cl) NR (44.3, NR) NR (35.8, NR) mDFS, mo (95%Cl) 442 (34.9, NR) 31.3 (22.5, NR) mDFS, mo (95%Cl) 47.4 (35.0, NR) 34.9 (22.5, NR
HR (95%Cl); p-value 0.82(0.57,1.18); 0.14 HR (95%Cl) 0.67 (0.48,0.92) HR (95%Cl) 0.78 (0.58, 1.03)
100 - 100 - 100 -
79.5% J 80.5% - 76.6%
o)
80 - 74.5%i67.9% 65.9% 80 - 80 - 72.3% {68.5%
58.3%
54 6% . L\w 55.5%
¢ 601 < 60 N 44.8% < 604 ! 48.8%
(ufz & | 11l III I E 7
0 40 0 40- i 0 40-
20 20 - 20
0 L] LI I L] L] L] L) 1 0 T T T T T T T 1 0 T T T T T T 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 0 6 12 18 24 30 36 42 48 54 60 66
Time, months Time, months Time, months
No. at risk
F’embrglizatljrrrllzb 168 145 126 99 69 50 26 22 7 4 0 O 189 158 137 113 84 61 22 20 9 5 1 0 233 190 171 146 111 74 34 28 12 7 0 0O
Placebo 165 140 121 100 75 54 28 22 8 6 1 0 190 159 128 97 75 45 15 12 5 3 0 232 194 160 129 91 61 29 23 9 9 0 O

Peters S, et al. Ann Oncol 2022;33(suppl):Abstr 930MO

anizado por:

In patients with completely resected early stage NSCLC, pembrolizumab demonstrated benefit in DFS in m&réll -
population- but not in all PD-L1 expression subgroups. Safety profile was similar across the subgroups CP
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LBA49: CANOPY-A: Phase 3 study of canakimumab as adjuvant therapy in patients
with completly resected non-small cell lung cancer

* Study objective

— To evaluate the efficacy and safety of canakinumab in patients with completely resected NSCLC in the
CANOPY-A study

Canakinumab 200 mg q3w

e ] e (18 cycles)
Key patient inclusion criteria (n=693)

. — > . . .
ﬁt;gi(I:IA B (T'>5 em, N2) Stratification Radiological evaluation

+ Stage (AJCC/UICC) * Year 1. q12w
* Histology * Years 2-3: g26w
* Years 4-5: annually

* Prior cisplatin-based
chemotherapy and/or
radiotherapy

(n=1382)

* Region

Placebo

(n=689)

Primary endpoint Secondary endpoints
« DFS * OS, LCSS, safety Orgarizad por

Garon EB, et al. Ann Oncol 2022;33(suppl):Abstr LBA49 - Gec P
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* Key results

Disease-free survival

1.00
2 0751
5
(1]
el
[s)
S
o 0.50
@ |
= i
= E
o i
o 0.25- |
HR 0.939 (95%CI 0.776, 1.137)
One-sided p=0.258
0_ I
| | I | | | I | | |
0 5 10 15 20 25 30 35 40 45
No. at risk (censored) Time, months
— Canakinumab 693 (0) 566 (59) 414 (115) 270(157) 189(182) 102 (197) 45(203) 15(208) 1(207) 1(207)
— Placebo 689 (D) 565 (55) 405 (128) 263 (163) 176 (192) 95(208) 40 (217) 17(218) 1(208) 0(218)

Garon EB, et al. Ann Oncol 2022;33(suppl):Abstr LBA49
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PL 03.06: Lobar or sub-lobar resection for peripheral clinical stage IA=2cm in
NSCLC. CALGB 140503 [Alliance]

* Study objective

— To evaluate the efficacy of lobar or sub-lobar resection in patients with peripheral clinical stage IA <2 cm
NSCLC in the CALGB 140503 study

Lobectomy

(n=357)

Key patient inclusion criteria Stratification

* Peripheral NSCLC « Tumour size (<1. 1-1.5, 1.6-2)
e T1aN0 <2 cm? + Ever/never smokers
(n=697) » Squamous/adenocarcinoma

Segment or wedge resection®

(n=340)
Primary endpoint Secondary endpoints
* DFS * OS, PFS, recurrence Organizado por
aMediastinal nodal staging was mandatory to confirm lymph nodes status; é
bdepending on investigator’'s choice Altorki NK, et al. J Thorac Oncol 2022;17(suppl):Abstr PL03.06 G e C P
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* Key results

Disease-free survival Overall survival
Median follow-up: 7 years Median follow-up: 7 years
1.00 - Five-year survival 1.00 - Five-year survival
Sub-lobar: 63.6% Sub-lobar: 80.3%
Lobar: 64.1% Lobar: 78.9%
- 0.75 + 0.75 4
= =
§ —— Lobar % —— Lobar
© 0.50 | —— Sub-lobar (58% wedge resection) S 0.50 4 —— Sub-lobar
Q a
? 2
O 9254 |sublobar 137/340  1.01(0.83, 1.24) 025 < | Sub-lobar  95/340 0.95(0.75, 1.21)
Lobar 141/357 Ref Lobar 103/357 Ref
0 - One-sided p=0.0176 from non-inferiority test 0 - One-sided p=0.014 from non-inferiority test
1 || 1 || 1 1 1 1 1 || || || || || || 1 || 1
0 1 2 3 4 ) 6 7 8 0 1 2 3 4 5 6 7 8
No. at risk Time from randomization, years No. at risk Time from randomization, years
Lobar 357 310 276 246 209 175 132 80 5 Lobar 357 337 322 297 270 240 192 142 14

Sub-lobar 340 291 254 222 201 172 123 78 6 Sub-lobar 340 320 298 276 258 236 185 127 19

Altorki NK, et al. J Thorac Oncol 2022;17(suppl):Abstr PL03.06

Organizado por:

In patients with peripheral clinical stage IA <2 crn NSCLC, sub-lobar resection was not -
inferior to lobectomy in terms of survival (DFS and OS) and had similar rates of recurrence GeCP

research



B) Enfermedad localmente avanzada: potencialmente resecable e irresecable

Organizado por:
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8501: Phase 2 NADIM Il trial: Nivolumab + ChT vs ChT as neoadjuvant treatment for
resectable stage IIIA-B NSCLC: pathological complete response (pCR)

* Study objective

— To evaluate the efficacy and safety of neoadjuvant nivolumab + chemotherapy in patients with resectable
stage IlIA-IIIB NSCLC in the phase 2 NADIM Il trial

Nivolumab 360 mg +
paclitaxel 200 mg/m? +

NUCEEEIEN Nivolumab 480 mg g4w

Key patient inclusion criteria carboplatin AUC5 q3w . -
r6 mon
. Stage IIIA-IIIB NSCLC (3 cycles) Of O TTONLAS
« No EGFR/ALK mutations (n=57)
* No prior therapies .
. ECOG PS 0-1 Paclitaxel 200 mg/m? + | _
_ carboplatin AUC5 q3w RO resection Observation
(n=90)
(3 cycles) q12w
(n=29)
Primary endpoint Secondary endpoints
* pCR® * MPR®, OS, PFS, ORR, biomarkers, safety

Organizado por:

aDefined as 0% viable tumor cells in resected lung and lymph nodes;
bdefined as £10% residual viable tumor cells in resected lung and lymph nodes Provencio-Pulla M, et al. J Clin Oncol 2022;40(suppl):Abstr 8501 GeC P
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* Key results

pPCR rate MPR rate
60 1 OR7.88(95%CI 1.70, 36.51) 80 7 OR6.94 (95%Cl 2.14, 22.52)
50 - [ '
2 0 ) 36.8% p=0.0068 = 601 52.6% p=0.0012
2 2
S 30 - C 40 -
S 20 &
= . 6.9% = 20 - 13.8%
10
0 - 0 -
NIVO + Chemo Chemo NIVO + Chemo Chemo
n/N 21/57 2/29 n/N 30/57 4/29
Patients with a complete response, % NNT: 3.34 (2.2, 6.95) Patients with a complete response or a major response, % NNT: 2.57 (1.76, 4.81)
ORR
100 - OR 3.29 (95%CI 1.28, 8.47)
I
75.4%
o 507 p=0.0238
o 60 - 48.2%
© 40 -
20 A
0 -
NIVO + Chemo Chemo
n/N 43/57 14/29

Patients with a complete response or a partial response, %

pCR: pathological complete response
MPR: Major pathologic response Provencio-Pulla M, et al. J Clin Oncol 2022:40(suppl):Abstr 8501

GecCP

lung cancer
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i Progression-free survival (ITT)

Nivo + chemo Chemo
1.00 H (n=57) (n=29)
mPFS, mo NR 18.3
0.75 - HR (95%Cl); p-value 0.48 (0.25,0.91); 0.025
.. 0
3 - .
g 1 ™ T
o 0.50 1
o 1
P | |
1
& 0.25- : .
1 1
1 1
0 - :12 mo :24 mo Median follow-up: 26.1 months
| 1 1 : 1 1 L 1 I 1 1 1 | 1
0 5 10 15 20 25 30 35 40 45 50 55 60
No. at risk Months from randomization
Nivo + chemo 56 55 52 44 30 24 11 4 1 1 1 1
— Chemo 28 26 20 15 14 9 7 0 0 0 0 0 0

1.00 -

0.75

0.50

OS probability

0.25

04

Overall survival (ITT)

98.2%

112 mo

Nivo + chemo Chemo
(n=57) (n=29)
mOS, mo NR NR

HR (95%Cl); p-value 0.40 (0.17, 0.93); 0.034

Median follow-up: 26.1 months

No. at risk
Nivo + chemo 56

Chemo 28

56
27

1 1 1 1 1
10 15 20 25 30
Months from randomization

55 53 37 31 15
25 19 17 13 9

35 40 45 50 55 60

1 1 1 1 1 1

Organizado por:

lung cancer
research

5 1 1 1 1 1
0 0 0 0 0 0

Provencio M, et al. J Thorac Oncol 2022;17(suppl):Abstr PL03.12



Nivo + chemo Chemotherapy

Surgical outcomes (n=57) (1574:)]
RO, n (%) 49 (92.5) 13 (65.0)
OR (95%Cl); p-value 6.60 (1.67, 26.02); 0.007
Definitive surgery?, % 93.0 69.0
OR (95%Cl); p-value 5.96 (1.65, 21.56); 0.008
Downstaging, n (%)
Yes 37 (69.8) 8 (40.0)
No 16 (30.2) 12 (60.0)
Downstaging rate, % 69.8 40.0
OR (95%Cl); p-value 3.47 (1.19,10.1); 0.04

In patients with potentially resectable stage IlIA-B NSCLC, neoadjuvant nivolumab + ChT
provided promising antitumor activity, survival, and showed a manageable safety profile.

Organizado por:

lung cancer
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LBA8511: CheckMate 816: Neodajuvant nivolumab + platinum doublet chemo vs chemo for
resectable (IB-111A) NSCLC: Pathological response and event-free survival

* Study objective

— To evaluate the association between pathological regression and EFS for neoadjuvant nivolumab + platinum-
doublet chemotherapy in patients with resectable stage IB-IIIA NSCLC in the CheckMate 816 trial

Nivolumab 360 mg q3w +

chemotherapy q3w for 3 cycles

Key patient inclusion criteria (n=179) S
Stage IB (=4 cm)-IlIA NSCLC e U Obtional
(per AJCC 7t edition) Stratification R dp |0nat
No known sensitizing EGFR or + Stage (IB-llvs 1lIA) . G adjuvan
ALK alterations * PD-L1(21% vs <1%) £ chemotherapy
- S =+ radiother
ECOG PS 0-1 e = adiotherapy
(n=358) Chemotherapy q3w for 3 cycles Y
(n=179)
Primary endpoints Secondary endpoints
* pCR (0% viable tumor cells in lung * MPR, OS, time to death or distant
and lymph nodes), EFS (BICR) metastases, safety Organizado por .&
*Determined by the PD-L1 28-8 pharmDx assay Provencio-Pulla M, et al. J Clin Oncol 2022;40(suppl):Abstr LBA8511 G e C P

lung cancer
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* Key results Event-free survival by pCR status

Nivolumab + chemotherapy Chemotherapy
- 100% 100% PCR
100" 93% 93% 100 < . k . .
CR
80- ° 80
| 79% .
71%
° 604 @ 60
» A %) .
L L
" 404 " 40
j PCR (n=46) No pCR (n=95) | PCR (n=5) No pCR (n=121)
201 mEFS, mo (95%Cl)  NR (30.6, NR) 27.8(20.0, NR) 207 mEFS, mo (95%Cl) NR (NR, NR) 26.2 (18.0, NR)
1 |HR (95%cCI) 0.18 (0.07, 0.46) 1 [HR (95%cCI) Not computed*
O 1 1 1 I 1 1 1 I 1 1 1 1 1 1 O 1 1 1 I | 1 1 I 1 1 1 1 1 1
0 3 6 9 1215 18 21 24 27 30 33 36 39 42 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
No. at risk Time, months No. at risk Time, months
PCR 46 46 43 42 42 42 42 37 34 20 15 7 4 2 0 PCR 5 5 5 5 5 5 5 5 5 3 2 2 2 1 0
NopCR 95 92 84 74 68 57 52 45 35 18 16 6 2 1 0 NopCR 121 119 108 93 79 71 64 53 44 21 20 10 8 2 O
*Too few patients with pCR Provencio-Pulla M, et al. J Clin Oncol 2022;40(suppl):Abstr LBA8511 -

QUrganizado por:
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EFS by % residual viable tumor (RVT) categories

1007 L 94%
_ : RVT mEFS, mo (95% CI)
30- | L, — 0.5% NR (31.6, NR)
- —;_L_I S >5-30% NR (13.6, NR)
o 607 72% s> >30-80%  26.6 (11.6, NR)
;5 T 57% ey : >80% 18.9 (13.4, 27.8)
- 404 >30-80% RVT
m —
20-
D | | | I | | | I | | | | | 1
o 3 6 9 12 15 18 21 24 27 30 33 36 39 42
No. at risk Time, months
05%RVT 63 63 59 57 57 55 55 50 46 26 21 9 4 2 0
>30-80%RVT 25 24 21 18 15 15 13 11 9 5 5 2 1 1 0
RVT. Residual Viable Tumor Gec’;



NeoCOAST: Neoadjuvant durvalumab +/- novel agents in resectable,
early-stage (I [>2cm] to llIA) NSCLC

One 28-day treatment cycle

« Stage | (>2cm) to
IIIA NSCLC* Durva Q4W

Durva Durva+ Ole Durva+ Mona Durva+Danva
(n=27) (n=21) (n=20) (n=16)

327 (1%)  4/21(19%)  6/20 (30%)  5/16 (31%)

Overall MPR

Days 29-42 Day 105

(nN, %)
* Fully resectable D Q4W+ ol sz
- ECOG PS 0 or 1 bt € _»% PD-L1+ 0/6 (0%)  2/5(40%)  3/6(50%)  0/2(0%)
* No prior systemic
th . Durva Q4W + Mona Q2W
. adogunte organ [l [EZPP YD - - b PD-L1- 03(0%)  16(167%)  02(0%)  0/5(0%)
O e Mode Durva Q4W + Danva QW
function ahemen PD-LINE  318(17%) 110 (10%)  3/12(25%) 59 (56%)

N=84

* Primary endpoint: MPR rate (proportion of patients with <10% residual viable tumour cells in resected tumour specimen and
sampled nodes at surgery) per investigator assessment.

A single cycle of neoadjuvant durva combined with ole, mona, or danva produced numerically improved MPR rates (19-
31.3%) compared with durva alone (11.1%).”

» MPR was associated with baseline tumour PD-L1 expression in durva + ole and durva + mona arms.

*Per American Joint Committee on Cancer Staging, 8% edition. TDanvatirsen arm was stopped early as the program was discontinued.
ctDNA, circulating tumour DNA; ECOG, Eastern Cooperative Oncology Group; MPR, major pathological response; NE, not evaluable; NSCLC, non-small-cell lung cancer,
PD-L1, programmed cell death ligand-1; PS, performance status; Q4W, once every 4 weeks; Q2W, once every 2 weeks; QW, every week;

PARIS Congress RECIST v1.1, Response Evaluation Criteria in Solid Tumors version 1.1; TMB, tumour mutational burden.
2022 1. Cascone T, et al. AACR 2022 (presentation CT011).

Organizado por:
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Evaluation of gene expression between tumours pre-therapy and at
surgery reveals signatures of intratumoural immune activation

10.04

Durva

6 -
g 2
T 41 <
o =
] T
g 2
T 2- T

ﬂ - ‘ - miﬂ} -

-5 0 5
Log, fold change
Down-regulated on tfreatment Up-regulated on treatment

* Whole transcriptome RNA-sequencing was performed from tumour tissue collected pre-therapy and at surgery for all patients,

where both samples were available.

» Expression of genes and gene signatures associated with NK cells (KLRC1, GNLY), CD8 T cells (CD8A, GZMK), cytotoxicity
(IFNG, GZMK), tertiary lymphoid structures, and lymphocyte recruitment (CXCL13) demonstrated greater increases with durva +
ole and durva + mona, than with durva alone.

PARIS ongress
2022

254

0.0+

Durva + Ole

Log, fold change

-Log, adj. p value

Durva + Mona

]
Log, fold change

Patients with major pathological response out of total sample pairs: durva, 04; durva + ole, 1/5; durva + mona, 2/4.
MK, natural killer; TLS, tertiary lymphoid structures.

Organizado por:
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C) Biomarcadores




933MO: Longitudinal monitoring of circultaing tumor DNA from plasma in
patients with curative resected stage IA-IlIA EGFR mutant NSCLC

» Study objective

— To assess the role of longitudinal monitoring of ctDNA in patients with resected stage IA-IlIIA EGFR-
mutant NSCLC

* Methods

— Between August 2015 and October 2017, ctDNA samples (droplet digital PCR; BioRad) were collected
from eligible patients with stage IA—IIIA NSCLC and Del19 or L859R alternations

— ctDNA samples were analysed before surgery, 4 weeks after surgery, and at regular intervals for the next
5 years or until radiological recurrence (first year: every 3 months; second year: every 4 months; third year:
every 6 months; year 4 and 5: once a year)

Organizado por:

S

Ahn M-J, et al. Ann Oncol 2022:33(suppl):Abstr 933MO Gec

lung cancer
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* Key results
Baseline ctDNA detection rate

DFS by ctDNA status

120 = B ctDNA negative 1.0 Recurrence 78/278 (28.1%)
M ctDNA positive -
100 - 0.8
EE -
. EG - =
c = B
2 = 0.6-
£ 40 3 c
[i¥] o =
o o
P D 044
O 40- &5
O i 3-year DFS rate, % p-value
A Baseline ciDNA negative 83.3 0.02
20 - 0.2 B Baseline ctDNﬁ_l positive, 78.0
. but MRD negative
C Baseline ctDNA positive, 50.0
0 - . but MRD positive
Stage 1A B HA 1B A 0 T T T T T T
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Take-home messages

-En estadios IA <2cm periféricos, la reseccion sublobar/segmentectomia debe considerarse
como tratamiento quirurgico estandar

-Se confirma el beneficio en SLE a 4 anos para osimertinib adyuvante Ell-IlIA en EGFRm, a la
espera de los datos en OS

-Se confirma el beneficio en SLE para atezolizumab adyuvante en Ell-IlIA en PD-L1 > 1% —
aprobado para la EMA en los PD-L1 > 50%. Tendencia a mejorar la OS con atezolizumab
adyuvante, que incrementa con la expresion de PD-L1

-Se confirma el papel de |la combinacion de quimio-inmunoterapia neoadyuvante en
ensayos clinicos randomizados (NADIM Il, CheckMate 816). Nuevo estandar de tratamiento
para enfermedad potencialmente resecable

-El papel de la biopsia liquida en enfermedad localmente avanzada sigue siendo un reto™" S
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Gracias por vuestra atencion
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