P2.149: A TPX2 High Tumor Program Defines Resistance to Neoadjuvant Chemoimmunotherapy
iIn Resectable Stage lll NSCLC

TFirst Hospital of Jilin University, Changchun/CN Conference on Lung Cancer

Correspondence: makw@jlu.edu.cn SEPTEMBER 12 - 15, 2026
SEOUL, REPUBLIC OF KOREA

_ _ _ ACthnable Take Away Message Clustering of Epithelial cells L e
Neoadjuvant chemoimmunotherapy (NCIT) is « TPX2-high tumor cells define an NCIT-resistant = = vege |
an established treatment strategy for tumor state. ' n =EI§+F<R 0.5
resectable stage Il NSCLC, but many patients * TPX2-high regions spatially colocalize with 5 - - P
do not achieve major pathologic response MARCO+ mye_'%'d cells, consistent with a | - msTar
- : - suppressive niche. TGFb -
MPR) and remain at high risk of recurrence. . . . . -
( ) J  High TPX2 is associated with non-MPR and 0 I .. ';ytpox'a I‘1-5
. . . . . o strogen
_ | inferior survival, with prognostic value beyond : : T
Biomarkers that capture resistance and MPR. > \Fg
improve risk stratification are needed. . %E TNFa
. P53
. . TPX2 remained independently associated with DFS Trail
We investigated whether TPX2 marks a PeEnasnty e 10- R A @R
resistant tumor cell state associated with beyond MPR (P=0.032), with lower DFS5 event risk in LG
adverse outcomes after NCIT TPX2-negative patients (HR=0.20, 95% Cl: 0.05—0.87). 10 0 10umap 1 10 0 10 &S0
Future Direction for Research Figure 1. UMAP visualization of epithelial cell subclusters Figure 2. Pathway activity heatmap showing
« Validate TPX2 as a biomarker for risk stratification and their distribution across MPR and NMPR groups activation of cancer-related signaling pathways
METHODS beyond pathologic response in larger multicenter Tissue distribution R e
cohorts. |
» Investigate the TPX2-high tumor—-MARCO+ Rl g I i T e e — B
Design' myeloid niche as a potential therapeutic target for SERPINBY_Epi [ 2 b > L A
L2 . . NCIT resistance. Zorsy e | L B T
Public single-cell RNA sequencing and spatial SFTPA1_Epi 5 2 e & 7 __________________
transcriptomic datasets from NCIT-treated o1 o 1 %0 ! m | -
- 3 = 0.00¢ 3 =0.045
NSCLC tumors were integrated to identify | REFERENCES & ACKNOWLEDGEMENTS 3 p = 0.0064 : p = 0.045
response-associated tumor programs and their TPPP3_Epi 2 o251
spatial iIimmune contexture. oo o -
1. Wu J, Sun W, Liu X, Yang X, Mao L, Wang C, Diao X, Huang X, Lin D. Baseline —=P! 0004 0.00-
Tumor Proliferation and Ki-67 Are Associated With Pathological Response to ™ ™ | . - e - | ; = p =
o . Neoadjuvant Chemoimmunotherapy in Non—Small Cell Lung Cancer. Modern @2 %§2 Time (months) Time (months)
Val |dat|0n o Pathology (2026) 39:101028. doi: 10.1016/j.modpat.2026.101028
Key findings were validated by multiplex 2. Ma, Lin D, Sun W, Xiao T, Yuan J, Han N, Guo S, Feng X, Su K, Mao Y, et al. Figure 3.Ro/e heatmap showing enrichment  Figure 5.Exploratory Kaplan-Meier curves for overall survival
. . . E ' ft ti tein f kip2 lated with both li tt f ti ; " 1 - - o . .
immunofluorescence. TPX2 protein expression o raemiatony Solthelim and proaression of suamous el lng cancer. oin Cancor | | OF depletion of epithelial subclusters and disease-free survival stratified by TPX2 IHC score in surgical
Wwas assessed by immunOhiStOChemiStry in an Res (2006) 12:1121-1127. doi: 10.1158/1078-0432.CCR-05-1766 | .I reseCtiOn SpECimenS.
" " " 3. HuJ, Zhang L, XiaH, Yan Y, Zhu X, Sun F, Sun L, Li S, Li D, Wang J, et al. Tumor “ ) _ _
Independent cohort of 46 patlents with microenvironment remodeling after neoadjuvant immunotherapy in non-small cell lung NMPR patient MPR patient
resectable Stage Il NSCLC treated with NCIT cancer revealed by single-cell RNA sequencing. Genome Med (2023) 15:14. doi: U m—— e B _ e B
10.1186/s13073-023-01164-9 ¥ _ | e Comeeer T e | e
followed by surgery. T -
4. YanY, Sun D, Hu J, ChenY, Sun L, Yu H, Xiong Y, Huang Z, Xia H, Zhu X, et al. & “." B v
Multi-omic profiling highlights factors associated with resistance to immuno- E 2] [=] nvPR
chemotherapy in non-small-cell lung cancer. Nat Genet (2025) 57:126—-139. doi:
Outcome analysis 10.1038/s41588-024-01998-y ) 1‘.
Associations with pathologic response, Acknowledgements: L
. . The authors thank the patients and the investigators who generated and curated the *
disease-free survival (DFS), and overall sublic datasets used in this study. o .
survival (OS) were evaluated. Multivariable Artificial Intelligence (Al) Use Disclaimer: pa po
COX mode|s inC|uding MPR status and TP X2 During preparation of this manuscript, the authors used OpenAl Codex to support N &

] ] _ English-language editing, manuscript organization, and reference-record verification. : : : : : : : : : _ : :
expression were constructed in the 46-patient The authors reviewed and edited the output and take ful responsibilty for he Figure 4. anntltatlve. co.mparlson of Flgurg 6. §pat|al tran.scrlp’Fomlcs ar.maly5|s shows co-localization
validation cohort content of the manuscript TPX2 protein expressionin MPR and of epithelial and proliferating cells in the NMPR group, whereas

NMPR tumors no co-localization is observed in the MPR group.




