Immune Checkpoint Inhibitor-Based Therapy in PD-L1-Negative Advanced NSCLC
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KEY MESSAGE First-line 10-based therapy was associated with a 42% lower adjusted hazard of progression or death versus chemotherapy alone (HR 0.58; p<0.001); median OS was numerically longer, without a statistically significant difference.

INTRODUCTION & OBJECTIVE

MULTIVARIABLE PFS ANALYSIS

RESULTS
Adjusted HR (95% CI)

Variable

PD-L1 negative tumors remain a common first-line challenge, while real-world evidence from Latin Ame-
rica remains limited.

n%

First line treatment

Chemotherapy + pembrolizumab 232 (53%) |O-based therapy vs chemotherapy 0.58 (0.46-0.73) <0.001
Objective: compare first-line 10-based therapy with chemotherapy alone in advanced, driver-negative -nAaint i _
NSJCLC_ b Py Py 9 Chemotherapy alone 132 (30.1%) ECOG, per 1-point increase 1.55 (1.31-1.84) <0.001
Chemotherapy + nivolumab + ipilimumab 39 (8.9%) Female vs male 0.79 (0.63-0.99) 0.043
METHODS Chemotherapy + atezolizumab + bevacizumab 20 (4.6%) Squamous vs adenocarcinoma 1.05 (0.75-1.47) 0.790
: =l 0 Undifferentiated vs adenocarcinoma 1.24 (0.69-2.22 0.469
Retrospective multicenter cohort-2017-2025-40 centers-6 countries Nivolumab + ipilimumab 15 (3.4%) _ ( )
No vs yes brain metastases 0.85 (0.65-1.11) 0.245
Inclusion criteria: Age =218 years, advanced or recurrent NSCLC; PD-L1 TPS <1%; receipt of first-line N : : :
: T : ’ ’ ECOG performance status remained independently prognostic.
treatment with 10-based therapy, with or without chemotherapy, or chemotherapy alone. BEST OVERALL RESPONSE P  ecoso e eoos p_ Ecogzp 9
Exclusion criteria: Known EGFR, ALK, or ROS1 driver alterations. w T cremetherapy alone (N=152) T [Obasedinerapy (N=509) 1001 el
69'3 Best response Chemotherapy alone 10-based therapy Total
Endpoints: objective response rate (ORR), disease control rate (DCR), progression-free survival (PFS), o Complete response (CR) ) 1) 1() 0.75
overall survival (OS) and safety. Kaplan-Meier and multivariable Cox analyses were performed. Median . . Partial response (PR) 34 (25.8%) 126 (41.2%) 160 (36.5%) '
follow-up was 24.47 months (95% CIl 22.47-30.32). - ' SiEie s (E) 2 () Tilgez)  WsE@sE)
£ 40 Progressive disease at first assessment (PD) 33 (25.0%) 63 (20.6%) 96 (21.9%) 0501 e R N
%30 Not evaluable (NE) 19 (14.4%) 31 (10.1%) 50 (11.4%) ‘LfL) . : |
LATIN AMERICAN MULTICENTER COHORT Objective response rate (ORR) 38 (28.8%) 141 (46.1%) 179 (40.9%)" o M — -
20 Disease control rate (DCR) 80 (60.6%) 212 (69.3%) 292 (66.7%)* 0.251 <0 00015 ' '
p < 0.0001:
0 * Composite percentages were calculated directly from counts and therefore differ by 0.1 percentage point from sums of individually rounded category percentages. ; |
Argentina n=248 | 56.6% Chile n=42|9.6% ORR 5eR 0007 : : : : : : : : :
N ORR= complete response + partial response | DCR= ORR + stable disease 0 3 6 ° 12 Tim1e5 (month158) 21 24 27
Per n=59 | 13.5% Brazil n=3016.8% *Tumor response was assessed locally according to routine clinical practice using RECIST v1.1; no central review was performed. Number at risk /month 0 3 6 o 12 15 18 o1 o4 o7
ECOG 0 154 134 97 77 55 42 34 31 24 22
s Colombia n=55 [ 12.6% :araguay n=410.9% PROGRESSION FREE SURVIVAL ECOG 1 221 175 121 78 59 37 30 26 19 17
ECOG 2 54 35 22 12 9 3 2 1 1 1
mmm= chemotherapy alone mmm= |O-based therapy
" © countries Map adapted from Wikimedia Commons (CC BY-SA 3.0) 100 - SAFETY SIGNALS
TABLE 1. COHORT CHARACTERISTICS 075 - 0-based herapy Among 306 patients treated with 10-based therapy, 27 (8.9%) experienced at least
A = Y N=132 . . .
L) — one documented grade =3 suspected immune-related adverse event (irAE), inclu-
Median PFS, months 982 6.41 . . . . . .
P 0507 e e ding grade =3 pneumonitis in 10 patients (3.4%). Because safety reporting was in-
Characteristic Chemotherapy alone |0-based therapy Total o 95% Cl 8.51-11.50 5.35-7.82 . C
(N=132) (N=306) (N=438) complete, these rates may underestimate the true incidence.
. . . | : Adjusted HR (95% ClI) 0.58 (0.46-0.73)
Age at first-line treatment, median [range], years 66.4 [32.3—-84.5] 67.0 [28.2-86.6] 66.8 [28.2—86.6] 0 b <0.0001 | :
Sex, n (%) | | a P valie =000 CONCLUSIONS
Male 71 (53.8%) 172 (56.2%) 243 (55.5%) 0.00- ‘ '
F I 61 (46.2% 134 (43.8% 195 (44.5% 0 3 6 9 12 15 18 21 24 27 . . : : C g
o G5 L (2 . ® First-line |0-based therapy was associated with significantly longer PFS than
Smoking status, n (%) Time (months)
Never smoker 23 (17.4%) 63(20.6%) 86 (19.6%) wmberstisimonts 0 3 6 o s w m a chemotherapy alone.
Current smoker 37 (28.0%) 97 (31.7%) 134 (30.6%) e 132 106 62 36 24 17 1 9 8 ;
Former smoker (>1 year) 65 (49.2%) 137 (44.8%) 202 (46.1%) Ot 1 o1 w05 23 182 1s e 6 s 40 3 33 e OS was numerically longer with 10-based therapy, without a statistically significant
Unknown 7 (5.3%) 9 (2.9%) 16 (3.7%) difference.

Histology, n (%)
Adenocarcinoma

107 (81.1%)

256 (83.7%)

363 (82.9%)

OVERALL SURVIVAL

® ECOG performance status was a major independent prognostic factor.

Squamous cell carcinoma 20 (15.2%) 37 (12.1%) 57 (13.0%) — chemotherapy alons —— 10-based therapy

Undifferentiated carcinoma 5 (3.8%) 13 (4.2%) 18 (4.1%) 1,004 . _ _ _ _
Brain metastases, yes, n (%) 19 (14.4%) 74 (24.2%) 93 (21.2%) These real-world data support |O-based first-line treatment in PD-L1 negative
Liver metastases, yes, n (%) 19 (14.4%) 37 (12.1%) 56 (12.8%) advanced NSCLC in Latin America.

ECOG Performance Status, n (%) it

0 43 (32.6%) 111 (36.3%) 154 (35.2%) - ' chemotherapy Regional relevance: the median biopsy-to-treatment interval was 64 days, highlighting
1 69 (52.3%) 152 (49.7%) 221 (50.5%) 0.50 — i opportunities to streamline diagnostic and treatment pathways across Latin America.
2 16 (12.1%) 36 (11.8%) 52 (11.9%) 8 Median OS, months 18.2 14.9

3 0 (0.0%) 2 (0.7%) 2 (0.5%) 0.25 95% Cl 15.2-23.9 12.2-21.3

Missing 4(3.0%) 5 (1.6%) 9 (21%) ] SUPPLEMENTARY DATA

TNM stage at diagnosis (8th edition), n (%) i1

IA—IB 3 (2.3%) 12 (3.9%) 15 (3.4%) sy |f| é T

sesw e bt e e i e
HIA-IIC 18 (13.7%) 36 (11.7%) 54 (12.3%) Artificial intélligence was usedgaé a complementary tool durin’g the preparation of thi'/s poster. |

VA 95 (41.7%) 91 (29.7%) 146 (33.3%) Number at risk / month 0 3 6 9 12 15 18 21 24 27

VB 53 (40.2%) 147 (48.0%) 200 (45.7%) CTalone oz e 98 8 % 4 9 o = @ *Corresponding author: dr.ricardoamorin@gmail.com

Missing 0 (0.0%) 5 (1.6%) 5 (1.1%) I0-based +/- CT 306 259 217 186 143 109 91 76 63 54
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