@LQ Lung Cancer
UPDATES

ASCO HIGHLIGTHS
04-08 JUNIO 2021

nnnnnnnnnn

CPNCP estadio Ill irresecable.
Biopsia liquida en CPNM estadio precoz.

Dr. Ernest Nadal
ICO Hospitalet



An update from the PACIFIC trial: 5y OS & PFS outcomes

Benefit in survival outcomes is consistent at latter timepoints

No. of events/ Median PFS
total no. of patients (%) (95% Cl), months
Durvalumab 268/476 (56.3) 16.9 (13.0-23.9)
10 —f= Placebo 175/237 (73.8) 5.6 (4.8-7.7)
0.9 — Stratified HR (95% Cl): 0.55 (0.45-0.68)
0.8 — Stratified HR from the primary analysis (95% Cl):* 0.52 (0.42-0.65)
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Time from randomization (months)
No. at risk

Durvalumab 476 464 431 414 385 364 343 319 298 289 273 264 252 241 236 227 218 207 19 183 134 091 40 18 2 0

: Spigel et al. ASCO 2021



An update from the PACIFIC trial: 5y OS & PFS outcomes

Updated OS & PFS were consistent with the primary analysis results

oS
No. of events / No. of patients (°) No. of events / No. of patients (%)
Durvalumabd Placebo Unstratitied MR (95% C)) Durvalumab Placebo Unsiratified HR (95% CI

Al patiants 264476 (55.5%) 156237 (B5.4%) X X 0.72 (0.59-0.87) 268476 (563%) 175237 (73.6%) @ 0.5 (0.48-0.70)
Sex

Male 192334 (57.5%) 1127166 (67.5%) BN 075 (0590 85) 192334 (57 5%) 1221166 (73.5%) = 061 (0468-076)

Female 72142(50.7%) 4371 (60.6%) roe 064 (0440 94) 76/142(53.5%) 8371 (748%) —— 052 (036-0.74)
Age at randomization

<65 yoars 130261 (40.8%) 79/130 (60.8%) —— 066 {0 50-0.87) 140261 (53.6%) 100130 (76.9%) S 0.45 (0360 60)

65 yoars 134215 B2.3%) 76107 (T1L.0%) . S o 079 {0.60-1.05) 128215 (505%) 75107 (70.1%) — 0.76 057-101)
Smoking status

Senoker 2440433 (56.4%) 140216 {B4.8%) -@— 0.75{061-0.93) 246433 (568%) 158216 (73.1%) - 0.61 050-0.75)

Non-smokear 20043 (46.5%) 1521 (71.4%) F—e——rdi 042(021-082) 2243 (51.2%) 1721 (81.0%) —— 0.33 017063
Disease stage

1A 136262 (54.0%)  91/125(72.8%)| — 061 (0.47-0.80) 132252 (524%) 95125 (76.0%) [ 0.5 (040-0568)

me 121212 (57.1%) 61107 {57.0%) —1 086 (063-1.17) 1307212 61.3%) 77907 (T2.0%) —— 0.64 (048-0385)
Tumor histologic type

Squamous 1387224 (B81.6%) 62/102 (65.7%) ——t 082(061-1.09) 138224 (B1.8%) 74702 (72.5%) L 071 (054-094)

Al Ot hax 126252 (50.0%) B8/135 (65.2%) . . 062(047-081) 130252 (51 6%) 101135 (74.8%) . anl 048 (037-083)
Best response to prior reatment

Complete response 69 (66.7%) 7 (42.9%) Not calcutated” 59 (55.6%) 7 (57.1%) Nol calcudated*

Parlal rasponse 118237 49.8%) 68112 (60.7%) ——t 0.71 (0.52-0.95) 1267237 (532%) BYM2(T5.9%) - 0.5 (043-0.74)

Stable dsease 135223 (60.5%) B1/115(70.4%) - 070 (0.53-0.02) 133223 (50.6%) B4115(73.0%) R 0.57 (044-0.76)
Prior definitive CT

Ceplasn 1347266 (50 4%) B1/129 (62 8%) —— 065 (0.50-0 86) 146266 (54.9%) 94129 (T2 9%) [ 0.55 (D42-0.71)

Carbapiatin 121199 (60.8%) 69V102 {67.6%) . 081 (060-1.09) 114199 (573%) 761902 (74.5%) —— 062 D47-083)
EGFR mutation status

Positive 17129 (58.6%) B (57 1%) » 085(037-197) 21720 (72.4%) 1114 (78.6%) 0.82 (036-1.71)

Negatwvo 1667317 (52.4%) 109165 (66.1%) - 066 (0.52-0.84) 1697317 (533%) 124165 (75.2%) e 0.52 (041-065)

Urkncmn 81130 623%)  38/58 (65 5%) e 085 (0.57-1.24) 78130 (60.0%) 4058 (69.0%) B ] 0.74 (051~1.08)
PD-L1 expression level

225% SUT15(443%) 27744 (61.4%) —— 052{0.32-0.82) 61115(53.0%) 33044 (750%) s 0.44 (026-067)

«<25% 1117187 (50.4%) 64/105 {61.0%) — 090 (067-1.23) 108187 (56.1%)  77/105 (73.9%) L ] 0.64 (0.48-0.06)

Unknown 102174 (58.6%) 6488 (72 7%) iy 0458 {0 50-0.99) 102174 (560%) 0584 (739%) —— 0.60 (0.44-082)

1-24% (past-hoc analysis) 5297 (53.6%) 2947 (61.7%) ——— 073 {0.46-1.14) 5097 (51 5) 3647 (76.6%) ] 0.51 {033-0.78)

21% (posi-hoc analysis) 103212 488%) 5691 (61.5%) — 06! (0.44-085) 1MR2121524%) 699 (758%) —— 0.47 (035-064)

< 1% {post-hoc analysis) 5990 (65 6%) 3558 (60 3%) e —— 115(0.75-1.75) 5590 (681.1%) 4158 (70.7%) —_——t 0.80 (0.53-1.20)
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Keynote-799: Phase 2 trial of pembrolizumab plus platinum
chemoradiotherapy for unresectable locally advanced stage Il NSCLC

COHORT A (Squamous and Nonsquamous NSCLC)

Pembrolizumab Pembrolizumab 200 mg
200 mg Q3W Q3w
Study Population + + Pembrolizumab
- Age 18 years Paclitaxel Paclitaxel 45 mg/m? QW / 200 mg Q3WP
200 mg/m? Q3W / Carboplatin AUC2 QW /
Thoracic radiotherapy?

+ Stage IIIA-C, unresectable, locally Carboplatin AUC6 Q3W
advanced, pathologically confirmed,

previously untreated NSCLC
» Measurable disease per RECIST v1.1

* ECOGPS0or1 Pembrolizumab 200 mg Q3W
» Adequate pulmonary function Q3w .
» No prior systemic immunosuppressive 7 Pemetrexed! 500 ma/m?2 Pembrolizumab
=0 g/m
therapy within 7 days Pemetrexed Q3W / 200 mg Q3WP

500 mg/m? Q3W / - :
- : Cisplatin 75 mg/m2 Q3W /
2
Cisplatin 75 mg/m? Q3W Thoracic radiotherapy?

Cycles 2-3 Cycles 4-17

Pembrolizumab 200 mg

Primary Objectives COHORT B (Nonsquamous NSCLC Only)

« ORRper RECIST v1.1 by BICR e y "
« Patients who develop grade 23 pneumonitis Statistical Analysis Details
Secondary Objectives * Efficacy and safety assessed in all patients as-treated «

* PFS per RECIST v1.1 by BICR, OS, safety

Jabbour et al. ASCO 2021



Keynote-799: Phase 2 trial of pembrolizumab plus platinum
chemoradiotherapy for unresectable locally advanced stage Il NSCLC

Total Population Cohort A (Squamogs and Nonsquamous) Cohort B (Nonsquamous)
n=112 n =102
ORR, % (95% CI) 70.5 (61.2-78.8) 70.6 (60.7-79.2)
CR 4 (3.6) 5(4.9)
PR 75 (67.0) 67 (65.7)
SD 20 (17.9) 23 [22.5)
PD 1(0.9) 0
Not evaluable3/No assessment® 2(1.8)/10 (8.9) 0/7 (6.9
DOR, median (range),* mo NR (1.7+ to 19.7+) NR (1.8+ to 21.4+)
DOR 212 mo,* % 79.7 75.6
PFS,® median (95% CI), mo NR (16.6-NR) NR (NR-NR)
12-mo PFS rate, % 67.1 71.6
OS,¢ median (95% CI), mo NR (NR-NR) NR (21.9-NR)
12-mo OS rate, % 813 87.0
PD-L1 Status TPS <1% (n=21) TPS 21% (n = 66) TPS <1% (n = 28) TPS 21% (n = 40)
ORR, n (%) 14 (66.7) 50 (75.8) 20 (71.4) 29 (72.5)
y Nonsquamous Squamous Nonsquamous Squamous
Histology (nq= 39) (n=73) (n = 102) ekl
ORR, n (%) 27 (69.2) a2 (71.2) 72 (70.6) NA F L

Jabbour et al. ASCO 2021



Keynote-799: Phase 2 trial of pembrolizumab plus platinum
chemoradiotherapy for unresectable locally advanced stage Il NSCLC

Cohort A (Squamous and Nonsquamous) Cohort B (Nonsquamous)
n=112 n=102
Grade 23 pneumonitis (all cause),®? n (%) [95% Cl] 9 (8.0) [3.7-14.7] 7 (6.9) [2.8-13.6]°
Treatment-related AEs, n (%) 105 (93.8) 99 (97.1)
Grades 3-5 72 (64.3) 51 (50.0)
Led to deathP 4 (3.6) 1(1.0)
Led to discontinuation of any treatment component 38 (33.9) 19 (18.6)
Immune-mediated AEs and infusion reactions, n (%) 58 (51.8) 42 (41.2)
Grades 3-5 18 (16.1) 9 (8.8)
Led to deathP 4 (3.6) 1(1.0)
Led to discontinuation of any treatment component 21 (18.8) 11 (10.8)

N

Jabbour et al. ASCO 2021



AFT-16: Phase 2 trial of neoadjuvant and adjuvant atezolizumab and
chemoradiation for stage Ill NSCLC

Induction Immunotherapy Chemo/RT + Consolidation Adjuvant
Immunotherapy
Atezo- Non-Progressing Patients Receive:
NSCLC Stage IlIA % lizumab Alliance Standard Chemo/RT Atezolizumab
&8 C m) X2more mh 3 Alliance Standard Chemo w1200 mg 3w to
Atezolizumab - 0 cycles Consolidation complete 1 year
1200mgIVg3w = (total4)
X 2 cycles 0
N=64 x | Patients w/PD go immediately to

chemonRT if still eligible

* 64 pts with unresectable stage Ill NSCLC, PS 0-1, no active autoimmune disease or
significant organ dysfunction enrolled at 13 ALLIANCE sites from 11/2017 to 7/2019.
* 62 pts receiving at least 1 dose of atezolizumab are included in this analysis.

Ross et al. ASCO 2021




AFT-16: Phase 2 trial of neoadjuvant and adjuvant atezolizumab and
chemoradiation for stage Ill NSCLC

AFT-16 Patients Progression-free Survival Kaplan-Meier Curve

Pt characteristics:

« Median age 63.9y, 51.6% female, 77.4% white,
61.3% former and 11.3% never-smokers and

free Survival
° °

56.5% ECOG PS = 1 I 02 Event/Total Median (95% CI) 6 mon PFS 12 mon PFS 18 mon PFS
Outcomes: : . -

15
Months after randomization
AFT-16 Patients Overall Survival Kaplan-Meier Curve

« Median PFS = 23.7 mo " xﬁﬁ——
- PFS at 12 & 18 mo 66% and 57%

EOE
EOJ
« OSat18 mo = 84% (CI 75-94%) 1 e
* 1 eagr 3 pneumonitis/pneumonia/colitis ey ; = .
) 1 gr 4 Guillain—Barre syndrome AFT-16 Patients Progression-free Survival Kaplan-Meier Curve (patients who completed CRT)
« PFS was assessed from end of CRT in an g0
exploratory analysis
Los
« PFS 12 and 18 mo from end of CRT was 78% and i, o ety o e
72% respectively (55.9% and 44.2% PFS at 12 & -oo PACIFIC trial: 12 mo PFS 56.9%: 18 mo PFS 44.2%
18 mo reported for PACIFIC) N T — s -

Ross et al. ASCO 2021
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Indirect comparison of studies evaluating concurrent chemoradiotherapy
and ICl in unresectable stage Il NSCLC

PACIFIC! NICOLAS? | DETERRED KN7994 AFT-16°
(part 2)3

1y PES 56% 53.7% 57% 67-72% 78%(*)
1y OS 81% 75.7% 79% 81-87% 87%
G3-5 29.9% 9-18% 67% 50-64% NA

TRAES
G=3 3.4% 11.7% 3% 7-8% 3.1%

pneumonitis

G5 AEs 4.4% 6% NA 3.6% NA

(*) for patients who completed radiotherapy

1) Spiegel et al. ASCO 2021; 2) Peters et al. J Thorac Oncol 2021; 3) Lin et al. ASCO 2019; 4) Jabbour et al.
ASCO 2021



Residual ctDNA after treatment predicts early relapse in patients with
early stage NSCLC

ctDNA detection after curative treatment is associated with shorter DFS

N=88 pts (78% surgery; 22% chemorad)

Figure 1
—
-== == Relapse-free survival (RFS) Overall survival (OS)
Tumor resection/ Macrodissection of Whole exome Development of a y 004
biopsy tumor tissue & sequencing of tumour personalized ctDNA negative ctDNA negative
DNA extraction & buffy coat DNA ctDNA assay for at landmark at landmark
each patient > 5 0757
Patient-specific panel 5 =
design targeting 8 s;
up to 48 variants o =
2 2
Patient-specific [l 5 %
ctDNA assays e~
ctDNA positive ctDNA positive
6 at landmark at landmark
Figure 2 Tumor DNA ‘ . — " -
¥ F— ctDNA CtDNA ‘”" * me e 0 ° o W g e
g positive negative CIDNA _landmark HR: 14.8 P-value: 1.4e-08 OS GtDNA _landmark HR: 5.48 P-value: 0.00029
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45 37 16
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Time
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Blood
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DNA

Library preparation,
high-depth sequencing,
variant confirmation &

Assess prognostic value
of ctDNA detection
according to clinical
outcomes

CHIP filtering

Gale et al. ASCO 2021




Early detection of lung cancer using cell-free DNA fragmentation

cfDNA fragmentation is highly variable in lung cancer patients compared with non-cancer subjects
which have more consistent fragmentation patterns

Analyzed cohorts

LUCAS COHORT INDEPENDENT VALIDATION COHORT cfDNA fragmentation profiles are aberrant in patients with lung cancer

n=368 patients n=431 patients
(n=129 with cancer, (n=46 with cancer,
n=239 non-cancer) n=385 non-cancer)

P Non-cancer, no biopsy (n=91)

i
Whole-genome sequencing of cfDNA Whole-genome sequencing of cfDNA 00t AR vt WAy o o A e
n=368 patients n=431 patients 01
Samples not passing QC g
..................... n:3 n:O Gisvassnsansrsasacsves

S 00 Hve Nk v il ke sl 4 e 8 ) i 1 A 4 ot 0 g A I et i T

Genome-wide fragmentation profile Genome-wide fragmentation profile [p——)

and chromosomal changes in and chromosomal changes in 1R i, i | "v
.fmem5uﬁ*ﬁ'ﬁwiMik‘“ﬂ“f‘ﬂ"“i“'“”

n=365 patients n=431 patients

Cross validation of
machine-learning model

Cancer prediction Cancer prediction

DELFI model for lung cancer

Mathios et al. ASCO 2021




Early detection of lung cancer using cell-free DNA fragmentation

cfDNA fragmentation can distinguish lung cancer individuals across stages and histological subtypes
and DELFI score is associated with overall survival

DELFI provides high lung cancer detection across stages and histological subtypes

n= 91 109 58 67 74 28 15 8 7 7 AT 35 30 26 72 49 32 62 46 32 29 25 20 18 8 15 5 3 Specificity Sensitivity
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Squamous SCLC Lung metastasis
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Mathios et al. ASCO 2021



Muchas gracias por vuestra atencion




