Tumor and nodal pathological response after neoadjuvant nivolumab plus chemotherapy
INn a cohort of 622 patients with resectable NSCLC: Results from a French multicenter study
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Figure 4. Probability of nodal clearance in patients with primary tumor clearance

Nntroauction Table 1. Patient characteristics. Pathological response Survival Downstaging (left) and probability of primary tumor clearance in patients with nodal clearance
Characteristic N=622* = The pCR rate in the overall population was 31.2% (95% CI 27.6, 35.0; Figure 1). Patients had a median follow-up of 10 months (range 1-39). = Tumor downstaging was observed in 78.2% (95% Cl 74.5, 84.6) of patients with (right; cN+ patients only).

* The randomized, phase 3 CheckMate 816 trial demonstrated that neoadjuvant Male sex 396 (63.7%) The MPR rate was 51.0% (95% CI 47.0, 55.0). evaluable pathological T stage after surgery (Figure 3A).
nivolumab plus platinum-based chemotherapy provides statistically significant ) ) : = The EFS rate at 12 months was 79.3% (95% CI 75.4, 83.4). 1007
and clinically meaningful improvements in pathological complete response Age at diagnosis . = With the exception of two patients who did not have surgery due to achieving ) ) o ) ) _ - Downstaging was observed across all baseline clinical T categories, including 90 79.3%
(pCR), event-free survival (EFS), and overall survival (OS) in patients with Zg?%leaegrs ggg ggi;{g complete response, patients who did not receive surgery (n=70) were = Patients without pCR had significantly higher risk of EFS events than those with transitions to ypTO in 40.7%, 32.5%, 36.4%, and 30.6% from cT1, cT2, ¢T3, and 50 Y
N . H - 0, . . H it .
resectable non-small cell lung cancer (NSCLC).1 o ve)z/ars 59 (9.5%) considered as non-responders. pC?R (hazard ratio [HR] 5.58; 95@ Cl 2.91, 10.69; p<0_.001, F_|gure 2). In addition, CT4, respectively. _—
: failure to undergo surgery was independently associated with shorter EFS 2 56.1%
- Based on the finding of this study, an early access program (EAP) was authorized Disease stage at diagnosis (TNM 8th Edition) ”=61;L = Multivariate analysis revealed that PD-L1 >50% was independently associated (adjusted HR 3.3; 95% Cl 2.1, 5.2; p<0.001). = Nodal downstaging was observed in 62.8% (95% Cl 58.6, 66.9) of patients with > 60 -
by the Haute Autorité de Santé in France in 2023 to provide access to nivolumab :It; 376((15-19/3/3) with achieving pCR (adjusted OR 2.13; 95% CI 1.47, 3.11; p<0.001). tivari | | o . ) b evaluable nodal status after surgery (Figure 3B). T 50
plus platinum-based chemotherapy as neoadjuvant therapy for adults with b 175 (Zé 6%) ; - = Mu _tlve_lrlate analyses revealed that PD-L1 250% was not associated wit o - - - . w 107
resectable NSCLC at high risk of recurrence, whose tumors expressed PD-L1 >1%, o e (47.5%) e pCR )was cons(lstent ac)ross node(ll stages, V\;Ith %CR rates( of 29.5% ()95% Cl 23.2, achieving EFS (HR 0.8; 95% Cl 0.54, 1.16; p=0.2). - Trapsmons_ fr:o_m_ cNI+ disease t_o y|,J\IN20ds_tatus We(rje7(80£mc;n,hlnclud_|n'? 667f of 30
: - : . : 36.5), 32.6% (26, 39.8), 28.7% (21.4, 36.8), and 35.5% (24.9, 47.3) across NO patients with initial monostation isease an .6% of those with initia
and without known sensitizing EGFR mutations or ALK translocations.* 9 ’ ’ ! ’ ’ ’ ’ .
9 '{I\IB‘ i 9121 ({115';210(? N1, monostation N2, and multistation N2, respectively. = The OS rate at 12 months was 94.0% (95% CI 91.8, 96.3). multistation N2 disease achieving ypNO status post-treatment. By convention, 20
« Given the limited real-world data available, the aim of this study was to o . - :*'U 7 patients with pCR were classified as having nodal downstaging. Ly
. . - - ECOG PS (at start date of nivolumab plus chemotherapy) n=586 0 T
evaluate the feasibility and effectiveness of neoadjuvant nivolumab plus 0 340 (58%) Nodal clearance Primary tumor
chemotherapy in patients with resectable NSCLC. 1 23791242;8\%) Flgurle :? TUFInOI’ and ngdal iownstaging. Tumor (AB] a:nd_ noldal (B) stage at the irt\u%izf Slfeg;iargggy clizr(?anlcz;r;rt;arl]s;of
>2 7-(1-2% initial clinical stage and at the post-treatment pathological stage. — "
< |Initial results of this study in the first 101 patients enrolled showed that ; n\-620} 3 1 20/ Of ati e ntS (n — 194) eX e r i e n Ced CR a,fte r rece iVi n 9 p P g 9 cN+, clinically node-positive NSCLC.
neoadjuvant nivolumab plus chemotherapy was associated with a pCR rate of N(l)\lxe status 13 22 1%) o 0 p - p p g A)
32% (95% confidence interval [CI] 23, 42) and a major pathological response NO 193 (3'1_1%) - - Adjuvant treatment
(MPR) rate of 50% (95% CI 39, 60).2 Patients were more likely to achieve pCR if \L 190 (30.6%) n eoadj uvant nivolumab P lus chemothe rapy TX = 0.6% _ _ _
they had >50% vs. <50% PD-L1 expression (odds ratio [OR] 3.32; 95% CI 1.31, N2 mono-site 143 (23.1%) ) ) ] ) ) = Among resected patients (n=550), 44 (8.0%) received adjuvant treatment.
8.74; p=0.011).2 N2 multi-sites 76 (12.3%) The pCR rate was higher in patients with a PD-L1 expression >50% (38.3%; 95% CI 32.7, 44.1) vs. <50% (23.8%; 19.2, 28.9). o ) _
N3 5(0.8% | T1=17.1% e The main indications for adjuvant treatment were nodal involvement (n=15;
o Thi - . . . ) ; ) i - 4.1%), R1 i =6; 13.6%), | =3; 6.8%), h
This _ar_1alys!s included data from a larger cohor_t of patients V\{Ith N_SCLC_ Histology at diagnosis n=617 Figure 1. pCR rate overall and according to PD-L1 expression level and disease stage. T0 = 35.2% 3 - o? ;esectlon (n=6; 13.6%), capsular rupture (n=3; 6.8%), or other reasons
receiving nivolumab plus chemotherapy, recruited from multiple sites in France. Squamous 211 (34.2%) (n=20; 45.5%).
- 406 (65.8Y - . . . .
Non squamou_s ( ") 100 T2 = 28.4% = Adjuvant therapy consisted of chemotherapy alone in 14 patients (31.8%),
PD-L1 expression assessed 606 (97.40% ) ' radiotherapy alone in 14 (31.8%), immunotherapy alone in 4 (9.1%), combined
Viethods Ilis 16 52 é%)O) PD-L1 status Disease stage chemotherapy plus immunotherapy in 3 (6.8%), radiotherapy plus chemotherapy
. . . . . PD-L1 expression level n= T1 = 32.3% i i i 0
= This was a retrospective, multicenter analysis of real-world data from patients <50t P 311 (51.3%) ’ and radiotherapy plus immunotherapy in 1 (2.3%).
aged =18 years with resectable stage Il-1ll NSCLC treated with neoadjuvant >50% 295 (48.7%) 3 60 - safety
nivolumab plus platinum-based chemotherapy between 2021 and 2025 in France. *Data were available for the total population (N=622) unless stated otherwise; **31 patients (5.1%) had a PD- o T3=33.1%
L1 expression <1%. ECOG PS, Eastern Cooperative Oncology Group performance status; PD-L1, programmed © . _ .
= Patients were followed up for >4 months until death, loss to follow up, or the death-ligand 1; TNM, tumor, node and metastasis. ‘; Gra_de 3-4 treatment_ relat_e(_i _a dverse events occurred in .14'5% of t_reated
d of th dv ob . iod (1 N b 202’5 ’ O 40- i patients. Hematologic toxicities were most common, while severe immune-
end of the study observation period (1 November )- Treat tch teristi o ' related events (hepatitis, pneumonitis) were reported in <1% of patients each.
) o ) reatment characteristics | I
= Patients were excluded from the analysis if th?y had_ any primary tumor other . . . . | 38.3% _ T3=8.8% = Two treatment-related deaths were reported. One patient died due to “septic
than NSCLC (on or before the date of NSCLC diagnosis) that required treatment = The mean (SD) time from NSCLC diagnosis to the start of neoadjuvant treatment 20 - 35.5% = 2 shock in the context of aplasia and multiorgan failure” and did not proceed to
ithi H i 1 0, 1 1 = v
within the 12 months before starting nivolumab plus chemotherapy. was 38.4 (25.2) days, and 560 patients (90.1%) received 23 cycles of nivolumab. 23.8% 28.5% 4=5.5% surgery. The second patient died due to “possible interstitial lung disease
A total of 62 patients (9.9%) received 1 or 2 cycles of nivolumab. lated vol b iod " Thi . ded d
- The primary study endpoints were pCR rate and EFS. 0 Cinical T bathotoaical T re ated to nivolumab or amiodarone”. This patient proceeded to surgery an
- Chemotherapies administered with nivolumab included pemetrexed-based overall PD-L1I<50‘7* PD-L1I S50% Stale " Sta 'e i 9 died 3.3 months later.
= Secondary endpoints included surgery and neoadjuvant treatment regimens (55.8%), paclitaxel-based regimens (39.7%), and other platinum 2 = g g (B)
characteristics, MPR rate, and subsequent treatments received. Exploratory doublets (4.5%). Carboplatin was the most frequently used platinum-based Conclusi ons
endpoints included the association between PD-L1 expression level and pCR, chemotherapy (90.9%) *pCR rate was 32.3% in patients with PD-L1 expression<1%. pCR, pathological complete response; PD-L1, programmed death-ligand 1. Nx = 2.1% Nx = 0.2%
between PD-L1 expression level and EFS, and between pCR and EFS. surgical dat < Neoadjuvant nivolumab plus chemotherapy resulted in pCR in
urgical data = D approximately one-third of patients and favorable early EFS in a large
= Subgroup analyses were conducted to evaluate pCR according to PD-L1 0 p p ) . L
expression level and disease stage. - Overall, 550 patients underwent surgery (88.4%; Table 2). The mean (SD) time Th e E FS rate at 12 mO nthS WaS 79 - 3 /0 I n th e OVE ral I O U Iatl O n NO = 30.7% C(_)hort of regl-worlq patients |r_1 Frfe\nc_e receiving trea_tmen'_c. _pCR was
from diagnosis to surgery was 4.0 (1.0) months and time to surgery from the 950/ CI 75 4 83 4 highly associated with EFS, which indicates that pCR is a clinically
« Safety evaluation included the frequencies and characteristics of adverse events. last dose of neoadjuvant therapy was 1.3 (0.6) months. ( 0 0 y 0 ) meaningful early outcome measure.
. . . . . = The high percentage of patients undergoing surgery demonstrates the
- 0 0,
EZSER"&?T; i’jjgztsl)on was performed in 94.7% of patients who underwent A total of 93.9% of patients who had pCR did not have any EFS events at 12 months. NO = 76.8% feasibility of this approach in a larger cohort in real-world settings in
B | : France.
Results ) _ Figure 2. EFS (A) overall and (B) according to achievement of pCR. N1 =31.5%
= Among the 72 patients who did not undergo surgery, the most frequent reasons < In patients with nodal disease, nodal clearance was observed in close to
Baseline demographic and clinical characteristics were disease progression (19.4%), major comorbidities contraindicating surgery (A) (B) 80% of those with primary tumor clearance, with a high correlation
(18.1%), impaired lung function (16.7%), and unresectability (15.3%). Other pCR patients: between nodal and tumor responses.
= Data from 622 patients were collected from 56 centers between 1 April 2022 and reasons patients did not proceed to surgery were an ECOG PS >1 (9.8%), patient 1.00 - . o 1.00 12-month EFS: 93.9% (95% Cl 89.9, 97.9)
. . 6-month EFS: 91.7% (95% Cl 89.5, 94.0) . . - . .
1 June 2025. refusal (8.3%), adverse events (4.2%), or death prior to surgery (4.2%). R — : * The effectiveness and tolerability of neoadjuvant nivolumab plus
12-month EFS: 79.3% (95% Cl 75.4, 83.4) non-pCR patients: N2 mono = 22.5% chemotherapy in this analysis were in line with the findings of the
= At the time of NSCLC diagnosis, patients had a mean (standard deviation [SD]) _0.751 __0.751 12-month EFS: 72.6% (95% Cl 67.3, 78.2) N1 =9.4% initial analysis;2 taken together, these analyses highlight the real-world
age of 64.3 (8.8) years, 62.6% had stage Il disease, 65.8% had non-squamous | . . . . H Z 2 p<0.001 N2 mono = 6.7% benefits of neoadjuvant chemoimmunotherapy in patients with
histology, and 97.3% were current or former smokers. PD-L1 expression was Table 2. Extent of resection and procedure type in patients who underwent = 8 N2 multi = 12.7% - resectable NSCLC.
assessed in 606 patients (97.4%; Table 1). surgery. 8 0.501 S 0.50+ | o
a a N3 = 0.6%
i R . = s %
- More than two-thirds of patients (69.2%; 430/621) had at least one comorbidity. Number of patients who underwent surgery n=550 (88.4%) " E N | Chmcal N aorogea References
. . . (w1} [} 1 — t — -
Among these, cardiovascular disease (60.2%), pulmonary disorders (28.6%), and Extent of resection n=548 0.25+ 0.25 1 ;6 ;:T;:lh& est ZI.FN Ednglpi/I Med IZO;ZESSFJ1372§ZZ g.agérz;flitzez aL- ELCCAPosyer iossP. J Th;rac Oncol
. . . " . ;20: -8; 3. Forde PM, et al. n e ;393:741-52; 4. Haute Autorité de Santé. Décision
endocrine disorders (26-5%) were the most frequent. Flfty'flve patients (12-8%) R unspecified 5 (0.9%) i . i . n°2023.0309/DC/SEM du 7 septembre 20923 du collége de la Haute Autorité de santé portant autorisation d’accés
had a history of other cancers without treatment in the 12 months prior to the RO 529 (96.5%) N2 mono: N2 monostation; N2 multi: N2 multistation précoce de la spécialité OPDIVO. Available at: https://www.has-sante.fr/jcms/p_3460527/fr/decision-n2023- 0309/dc/
initiation of nivolumab plus chemotherapy R1 13 (2 4%) 0.00 : . , ; i , 0.00 I : I I i I sem-du-7-septembre-2023-du-college-de-la-haute-autorite-de-sante-portant-autorisation-d-acces-precoce-
- - de-la-specialite-opdivo [Accessed 11 March 2026].
R2 1.(0.2%) 0 6 12 18 24 30 36 0 6 12 18 24 30 36 Association between tumoral and nodal responses
« Around half of patients (51.3%) had a PD-L1 expression level <50%. Four patients T ; - Time from start of neoadjuvant treatment (months) Time from start of neoadjuvant treatment (months)
' i ype of surgical procedure n=546 . ; s : . : Acknowledgments
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