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Abstract
The chemotherapy resistance is an awkward challenge in management of bladder cancer (BC). Cancer 
organoid model is an effective preclinical tumor model that could faithfully represent clinical manifestations 
and simulate the biological processes of chemoresistance. Recent studies have revealed that cancer stem 
cells (CSCs) play a significant role in the development of chemoresistance in cancer. Exosomes act as essential 
intercellular messengers and participate in controlling the conversion of distinct cell characteristics, including 
chemoresistance. However, the role of exosome-transmitted lncRNAs in bladder cancer chemoresistance has rarely 
been reported. In this study, cancer organoid models were developed from urothelial carcinomas to explore the 
pathophysiology mechanism of BC chemoresistance, and RNA-seq was performed to screen for lncRNAs involved 
in chemoresistance of BC. We found chemotherapy enriches stem-like cells in BC, and significant upregulation of 
Lung Cancer Associated Transcript 1 (LUCAT1) occurs in chemotherapy-resistant organoids and correlated with 
chemotherapy response. Further experimental results demonstrated that LUCAT1 promotes chemoresistance 
in bladder cancer by enhancing the stemness phenotype of BC cells in vivo and in vitro. Moreover, exosomes 
derived from bladder cancer stem cells can enhance the stemness phenotype and chemoresistance of BC cells by 
delivering LUCAT1. Mechanistically, LUCAT1 could significantly enhance the mRNA stability of HMGA1 via binding 
to IGF2BP2 in an m6A-dependent manner. The study demonstrates an important role for exosome-transmitted 
LUCAT1 in chemoresistance and LUCAT1 has the potential to function as both a diagnostic biomarker and 
therapeutic target for BC.

Exosome-transmitted LUCAT1 
promotes stemness transformation 
and chemoresistance in bladder cancer 
by binding to IGF2BP2
Yonghao Zhan1*†, Zhenzhen Zhou1†, Zhaowei Zhu1†, Lianghao Zhang1, Shuanbao Yu1, Yuchen Liu2* and 
Xuepei Zhang1*

http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/publicdomain/zero/1.0/
http://crossmark.crossref.org/dialog/?doi=10.1186/s13046-025-03330-w&domain=pdf&date_stamp=2025-2-28


Page 2 of 15Zhan et al. Journal of Experimental & Clinical Cancer Research           (2025) 44:80 

Introduction
Bladder cancer (BC) has increased significantly in inci-
dence and mortality over the past decade [1–3], among 
the most common malignancies in the world and the 
most common genitourinary malignancy in men [4, 5]. 
For the past decade, Gemcitabine (GEM)-based che-
motherapy has been employed as the first-line chemo-
therapy regimen for advanced UC, yet its effectiveness 
is suboptimal because the emergence of resistance after 
a prolonged period of utilization [6–8]. There are several 
factors that can contribute to the development of resis-
tance to chemotherapy drugs in bladder cancer cells, 
including accumulation of genetic, epigenetic changes, 
activation of drug efflux transporters, alterations in drug 
metabolism, DNA damage repair, activation of cellular 
survival pathways, and the tumor microenvironment 
[9–13]. Additionally, the presence of cancer stem cells, 
which possess self-renewal and differentiation capa-
bilities, has been implicated in chemotherapy resistance 
[14–17]. Therefore, exploring the molecular mechanism 
of chemotherapy resistance (CR) and identifying effective 
prognostic markers capable of predicting bladder cancer 
outcomes has become increasingly important in order to 
improve clinical strategies.

Exosomes have a diameter of 30–120 nm and a lipoid 
bilayer that are released by different types of cells and 
are absorbed by neighboring or distant cells, creating 
advantageous positive feedback circuits in cellular com-
munication [18–20]. The main operation of exosomes is 
to mediate cell-cell interaction through the exchange of 
proteins, genetic material, miRNAs and lncRNAs [21–
24]. Recent research has suggested that exosomes are 
believed to influence biological functions of both healthy 
and cancerous cells, as well as influencing tumor immu-
noregulation, angiogenesis, invasion and metastasis [25–
28]. These findings hold important implications for the 
field of cancer therapy, indicating that these vesicles may 
be utilized to facilitate targeted drug delivery and per-
sonalized treatment options for patients [29–31]. Recent 
studies have provided evidence that exosome-mediated 
transfer of lncRNAs from cancer stem cell (CSC) can 
modify the biology of chemotherapy sensitive (CS) can-
cer cells, thus potentially facilitating drug resistance [32–
34]. Thus, we postulated that exosomes could possibly 
be implicated in chemoresistance of bladder cancer by 
mediating the transfer of lncRNAs.

Long non-coding RNAs (lncRNAs) have emerged as 
crucial regulators of cellular processes and have been 
implicated in various aspects of cancer biology, includ-
ing chemotherapy resistance [35–37]. In the context of 
cancer treatment, substantial evidence has demonstrated 

the critical involvement of lncRNAs in the regulation of 
cellular pathways that promote tumor cell survival and 
confer chemotherapy resistance [38]. These pathways 
encompass crucial cellular processes such as apoptosis, 
DNA damage response, and drug efflux [39–41]. More-
over, lncRNAs have been established as key regulators 
of cancer stem cells, which significantly contribute to 
the development of chemotherapy resistance [42–44]. 
Furthermore, the influence of lncRNAs extends to the 
modulation of the tumor microenvironment, thereby 
affecting drug resistance. One such lncRNA is LUCAT1 
(Lung Cancer Associated Transcript 1, chromosome 
5q14.3), originally identified as Smoke and Cancer Asso-
ciated lncRNA-1 (SCAL1), which has been shown to be 
involved in the post-transcriptional regulation of mul-
tiple key oncogenes [45, 46]. Recently, accumulating 
research indicates that LUCAT1 plays a favorable role in 
post-transcriptional regulation of multiple key oncogenes 
[47], and dysregulated expression of LUCAT1 has been 
connected to cancer stem cells (CSCs) [48, 49]. Despite 
this, the underlying mechanism of LUCAT1 contributing 
to cancer the occurrence and progression, particularly in 
chemoresistance of BC, remains elusive.

Cancer organoid model is an effective preclinical can-
cer model constructed from tumor tissues, which could 
faithfully represent clinical manifestations and validate 
the efficacy of candidate therapeutic regimens [50–52]. 
Given their ability to accurately mimic the in vivo tumor 
microenvironment, organoid-based models serve as an 
indispensable tool for identifying key molecular mecha-
nisms of chemoresistance and developing targeted strate-
gies to overcome therapy resistance in bladder cancer. In 
the present study, cancer organoid models were devel-
oped from urothelial carcinomas to explore the patho-
physiology mechanism of chemoresistance of UC and 
validate the efficacy of candidate therapeutic regimens, 
and RNA-seq was performed to screen for lncRNAs 
involved in chemoresistance of BC. Moreover, to inves-
tigate the underlying mechanism of chemoresistance in 
BC, GEM-resistant (GR) cell lines were established by 
in vivo GEM chemotherapy induction simulating the 
biological processes of chemoresistance. Therefore, we 
performed an unbiased analysis of the GR-organoids 
and found that LUCAT1 expression was significantly 
up-regulated in BC. Furthermore, LUCAT1 was also 
highly expressed in GR-BC cells and urinary exosomes 
of patients after chemotherapy. Moreover, GR-BC cells 
enhanced the stemness phenotype and chemoresistance 
of BC cells by delivering LUCAT1 through exosome. 
Mechanistically, LUCAT1 could significantly up-regulate 
HMGA1 expression, a key regulatory genes of cancer 
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stem cell, and inhibition of malignant phenotypes in BC 
cells by silencing LUCAT1 was reversed by overexpres-
sion of HMGA1. Moreover, further experimental results 
demonstrated that LUCAT1 could bind to IGF2BP2 (the 
mRNA binding protein of HMGA1) and up-regulated 
stability of HMGA1 mRNA in an m6A-dependent man-
ner. Collectively, our findings highlight that LUCAT1 
an effective tumour biomarker, with promising clinical 
implications as a therapeutic and diagnostic target of BC.

Materials and methods
Clinical sample collection, cell and organoid culture
Fresh bladder cancer tissue samples and pair-matched 
normal tissue samples were obtained from patients who 
underwent radical cystectomy. Following previously 
reported protocols, clinical samples were collected, and 
organoids were cultivated [53, 54]. Supplementary Table 
1 highlights the characteristics of the patients. Cells were 
cultured according to previously standard protocols. The 
normal urothelial cell line and bladder cancer (BC) cell 
lines used in this study were obtained from the Institute 
of Cell Research, Chinese Academy of Sciences, located 
in Shanghai, China.

Cell transfection, RNA extraction and quantitative real-
time PCR
The plasmid vectors used in this investigation were 
acquired from BioVector NTCC, Inc., Guangzhou, China. 
The establishment of the stable cell line was carried out 
by lentivirus infection following established protocols. 
Cell transfection, RNA extraction, and qRT-PCR were 
conducted according to previously standard protocols. 
Supplementary Table 2 provides details on the primer 
sequences used in this investigation.

Cell self-renewal assays
The cell self-renewal ability was assessed using estab-
lished methodologies. Specifically, the tumour sphere 
formation assays were utilized to evaluate the ability of 
BC cells to proliferate and form tumour spheres, while 
the single-cell tumour sphere formation assays were 
employed to assess the ability of these cells to form 
three-dimensional spheroid structures. These assays 
were performed in accordance with previously standard 
protocols.

Chemosensitivity assay
Flow cytometry analysis and TdT-mediated dUTP Nick-
End Labeling (TUNEL) assay were utilized to assess the 
chemosensitivity of BC cells through determining cell 
apoptosis induced by GEM. Briefly, the correspond-
ing cells were cultured in normal medium with GEM or 
PBS, and collected after incubation for 48 h. Cell apop-
tosis was detected using was determined by PE Annexin 

V apoptosis detection kits (BD Pharmingen, San Diego, 
CA, USA) in accordance with the manufacturer’s instruc-
tions. Finally, cell apoptosis was determined using flow 
cytometry (EPICS, XL-4, Beckman, CA, USA) according 
to standard protocols. Cell apoptosis induced by GEM 
was also determined using a TUNEL in vitro kit (Ribo-
Bio, Guangzhou, China) in accordance with the manufac-
turer’s instructions. Finally, the fluorescence of cells was 
observed using fluorescence microscopy.

Mouse model experiments
All animal experiments adhered to ethical guidelines and 
recommendations set forth by the Institutional Animal 
Care and Use Committee (IACUC) of The First Affili-
ated Hospital of Zhengzhou University, which provided 
approval. Male BALB/c nude mice aged five weeks were 
sourced from Vital River (Beijing, China) and housed 
in a facility with a specific pathogen-free (SPF) barrier. 
Supplementary Materials and Methods section contains 
detailed methods and procedures employed in both the 
tumor-initiating capacity assay and in vivo chemotherapy 
assay.

Statistical analyses
Statistical significance was determined using Student’s 
t-test or chi-squared test for quantitative data from three 
independent experiments, with results expressed as the 
mean ± standard deviation. To evaluate cumulative sur-
vival probability, Kaplan-Meier survival analysis was 
employed, and a p value of < 0.05 were considered sta-
tistically significant. All statistical tests were performed 
using SPSS 19.0 software (SPSS Inc. Chicago, IL, USA).

Results
Establishment of UC organoids to screen LncRNAs involved 
in chemoresistance of BC
For the evaluation of candidate therapeutic regimens, 
cancer organoids have been developed from a variety of 
tumors, including urothelial carcinomas [53]. To explore 
the pathophysiology mechanism of chemoresistance of 
BC, we collected clinical samples to establish patient-
derived UC organoids (Fig. 1A) and performed hematox-
ylin-eosin (H&E) and immunofluorescence (IF) analyses 
on organoid pairs to assess the expression levels of uro-
thelial carcinoma and the stemness markers (Fig. 1B). In 
Fig. 1C, there are dose-response curves of UC organoids 
treated with GEM in vitro and in vivo. We conducted 
comprehensive lncRNAs expression profile analyses to 
identify lncRNAs involved in chemoresistance of blad-
der cancer and found LUCAT1 expression is significantly 
up-regulated in chemotherapy-resistant BC (BC-CR) 
cells compared to chemotherapy-sensitive BC (BC-CS) 
cells (Fig.  1D). Consistently, FISH analyses showed that 
LUCAT1 expression was markedly up-regulated in the 
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BC-CR xenografts (Fig. 1E). To investigate the clinical rel-
evance of LUCAT1 in BC, we determined the expression 
level of LUCAT1 in a total of 106 patients with urothelial 
carcinoma. Remarkably, LUCAT1 was significantly up-
regulated in bladder cancer tissues comparing to paired 
nonneoplastic tissues (Fig. S1A), and a positive correla-
tion was observed between higher LUCAT1 expression 
and advanced T stage as well as higher histological grade 

(Fig. 1F and S1B) and poor prognosis (Fig.  1J). Further-
more, we collected and identified urinary exosomes of 
BC patients to explored the clinical relevance of LUCAT1 
in the efficacy of chemotherapy (Fig.  1G and H), and 
found LUCAT1 was significantly upregulated in urinary 
exosomes of BC patients after chemotherapy (Fig. 1I). As 
shown in Supplementary Table 1, LUCAT1 expression 
is associated with clinical pathological characteristics of 

Fig. 1  Establishment of UC organoids to screen lncRNAs involved in chemoresistance of BC. A: Establishment of patient-derived UC organoids to explore 
the pathophysiology mechanism of chemoresistance and validate the efficacy of candidate therapeutic regimens. B: Representative H&E staining im-
ages, immunofluorescence images (CK7, UPII, SOX2, CD44) and bright-field images of organoids. C: Dose-response curves of UC organoids treated with 
GEM in vitro and in vivo. D: The lncRNA candidates in expression profile analyses were showed in the thermograph included LUCAT1. E: FISH analyses 
showed that LUCAT1 expression is highly expressed in the GEM-resisitant xenografts. F: LUCAT1 expression was correlated with clinical characteristics of 
BC. G: Urinary exosomes of BC patients were identified using Nanoparticle Tracking Analysis (NTA). H: Urinary exosomes of BC patients were identified 
using electronic speculum. I: LUCAT1 is significantly upregulated in urinary exosomes of BC patients after chemotherapy. J: Higher LUCAT1 expression is 
related to BC patients’ shorter OS in TCGA-BLCA dataset (​h​t​t​p​:​​​/​​/​g​e​p​i​a​​​2​.​c​​a​n​c​e​​​r​-​p​​​k​​u​.​​​c​n​/​#​i​n​d​e​x). The data are shown as the mean ± SD. *p < 0.05; **p < 0.01
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bladder urothelial carcinoma patients. In summary, we 
identified that LUCAT1 was up-regulated in the BC-CR 
organoids and LUCAT1 has the potential to serve as a 
prognostic marker for BC patients.

Gemcitabine chemotherapy enriches stem-like cells in BC
To mimic the biological process of chemotherapy resis-
tance in bladder cancer (Fig. 2A), GEM-resistant BC cell 
model was established by recreating clinical regimens 
comprising of multiple GEM treatment cycles and gap 
periods (Fig. 2B). Then cancer cells were separated from 
xenografts and the efficiency of tumour sphere formation 

Fig. 2  Gemcitabine chemotherapy enriches stem-like cells in bladder cancer. A and B: GEM-resisitant BC cell models were established via mimicking 
the clinical regimen with multiple treatment cycles of GEM (40 mg/kg) and gap periods. C: RT-qPCR analyses demonstrated high expression of stem-
ness markers and LUCAT1 in the GEM-resisitant (GR) xenografts compared to GEM-sensitive (GS) xenografts. D: The stemness of BC cells isolated from 
xenografts were evaluated using tumour sphere formation assay. E: The isolation of BCSCs from BC cells was carried out through flow cytometry, utilizing 
the stem cell markers ALDH1. F: Highly expressed stemness markers were detected in the GEM-resistant xenografts through IHC analyses. G: FISH and 
immunofluorescence analyses showed that LUCAT1 and stemness markers were elevated in the GEM-resistant xenografts. H and I: TUNEL assay (H) and 
flow cytometry analyses (I) showed that chemosensitivity of GR-BC cells were decreased compared to the GS-BC cells group. The results are shown as the 
mean ± SD. *p < 0.05; **p < 0.01
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of GEM-resistant BC (BC-GR) cells was increased com-
pared to GEM-sensitive BC (BC-GS) cells (Fig. 2D). Uti-
lizing flow cytometry, bladder cancer stem cells (BCSCs) 
were separated from BC cells using the stemness marker 
ALDH1, and the proportion of BCSCs in GR-BC cells 
was higher compared to the vehicle group (Fig. 2E). Con-
sistently, RT-qPCR and IHC analyses demonstrated that 
the stemness markers CD44 and SOX2 were expressed at 
elevated levels in the GEM-resistant xenografts (Fig. 2C 
and F), and FISH and immunofluorescence analyses also 
showed that elevated LUCAT1 expression and stemness 
markers were detected in the GEM-resistant xenografts 
(Fig. 2G). Furthermore, TUNEL assay and flow cytometry 

analyses showed that chemosensitivity of GEM-resis-
tant BC cells were decreased compared to vehicle group 
(Fig. 2H and I). Collectively, these data suggest that GEM 
therapy may increase the number of CSCs in BC.

LUCAT1 promotes the stemness phenotype and 
chemoresistance of BC cells
To determine whether LUCAT1 is involved in regu-
lation of stemness phenotype in BC cells, we used 
LUCAT1-specific shRNAs (Fig.  3A) and LUCAT1-spe-
cific expression vector (Fig. 3B) to up- and down-regulate 
LUCAT1 expression in BC cells, respectively. A tumour 
sphere formation assay was performed to determine 

Fig. 3  LUCAT1 promotes the stemness phenotype and chemoresistance of BC cells. A: LUCAT1-specific shRNA downregulated LUCAT1 expression in BC 
cells. B: LUCAT1 expression vector upregulated LUCAT1 expression in BC cells. C: The spheroid-formation ability of BC cells were determined using tumour 
sphere formation assay. D: The tumourigenicity capacity of BC cells were determined using in vivo tumour initiation assay. D and E: Knockdown of LUCAT1 
using sh-LUCAT1 (sh-LUCAT1-1) decreased the size and weight of xenografts. F and G: The extreme limiting dilution analysis (ELDA) was performed to de-
termine tumourigenicity capacity of BC cells. Knockdown of LUCAT1 decreased the incidence of xenografts. H: TUNEL assay was conducted to investigate 
the impact of GEM on cell apoptosis. I: Flow cytometry analysis was conducted to investigate the effects of GEM on cell apoptosis. J: The cell fluorescence 
trace system was utilized to measure the chemosensitivity of BC cells in diverse treatment groups. K: The proportion of LUCAT1 down-regulated cells was 
decreased in GEM-treatment group. The data are shown as the mean ± SD. *p < 0.05; **p < 0.01
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the spheroid-formation ability of BC cells. Knockdown 
(Fig.  3C) and overexpression (Fig. S1C) of LUCAT1 
decreased and increased the number and size of tumor 
spheres, respectively. Furthermore, a tumour initiation 
assay was performed to further evaluate the tumori-
genicity capacity of BC cells in vivo, and knockdown of 
LUCAT1 in BC cells decreased the size (Fig. 3D), weight 
(Fig.  3E) and incidence (Fig.  3F and G) of xenografts. 
Moreover, IHC analyses showed that knockdown of 
LUCAT1 decreased the expression of stemness marker 
CD44 and the proliferation marker Ki67 in BC cells in the 
xenografts (Fig. S1D). Due to previous evidence showing 
that a stemness phenotype can induce GEM chemoresis-
tance and that LUCAT1 can promote the stemness of BC 
cells, further experiments were performed to determine 
whether LUCAT1 regulates the chemoresistance of BC 
cells. The effect of GEM treatment on cell apoptosis was 
evaluated via TUNEL assay and flow cytometry analysis. 
Moreover, knockdown (Fig. 3H and I) and overexpression 
(Fig. S1E and S1F) of LUCAT1 increased and decreased 
the proportion of apoptotic cells, respectively. Further-
more, a cell fluorescence tracing system was utilized to 
evaluate the chemosensitivity of BC cells in various treat-
ment groups (Fig. 3J). As shown in Fig. 3K, the propor-
tion of LUCAT1-downregulated cells was decreased in 
the GEM-treated group in vitro. Taken together, these 
findings indicate that LUCAT1 promotes chemoresis-
tance in bladder cancer cells by enhancing their stemness.

Exosome-transmitted LUCAT1 promotes the stemness and 
chemoresistance of BC cells
Remarkably, we found that cocultures consisting of GEM-
resistant BC cells and non-resistant BC cells (Fig.  4A) 
enhanced the chemoresistance of the BC cells (Fig.  4B 
and C). As exosomes are essential messengers in cell-to-
cell communication and recent studies suggested that 
exosomes originating from CSCs facilitate drug resis-
tance by transferring miRNAs [32], we hypothesized that 
exosomes derived from BCSCs may transfer LUCAT1 
and thus facilitate the horizontal transfer of drug-resis-
tant factors. Moreover, exosomes were isolated from the 
medium of BC-GS and BC-GR cell cultures (Fig.  4D), 
and LUCAT1 was significantly upregulated in the pres-
ence of exosomes from GEM-resistant BC cells (Fig. 4E). 
To investigate whether exosome-transmitted LUCAT1 
mediates GEM chemoresistance in BC cells, we isolated 
exosomes from the medium of BC cell cultures, identified 
the exosomes via nanoparticle tracking analysis (NTA) 
(Fig. 4F and S2B) and electron microscopy (Fig. 4G and 
S2C). We found that LUCAT1 was decreased in exo-
somes derived from the LUCAT1 knockdown group 
(Fig.  4H) and enriched in exosomes derived from the 
LUCAT1 overexpression group (Fig. S2D). We observed 
that exosomes fluorescently labelled with PKH67 were 

endocytosed by BC cells (Fig. 4I and S2E). The success-
ful uptake of exosomes derived from the LUCAT1 over-
expression group increased LUCAT1 expression in BC 
cells (Fig. S2F), while the successful uptake of exosomes 
derived from the LUCAT knockdown group did not 
lead to an increase in LUCAT1 expression in BC cells 
(Fig. 4J). We further determined the changes in the stem-
ness phenotypes of BC cells via single-cell tumour sphere 
formation assays and found that the uptake of LUCAT1-
decreased exosomes did not enhanced spheroid for-
mation (Fig.  4K) by BC cells. Conversely, the uptake of 
LUCAT1-enriched exosomes enhanced spheroid for-
mation (Fig. S2H) by BC cells. Furthermore, changes in 
GEM chemosensitivity of BC cells in different exosome 
uptake groups were determined by TUNEL assay and 
flow cytometry analysis. The results depicted in Fig.  4L 
and S2A indicated that the uptake of LUCAT1-depleted 
exosomes failed to reduce cell apoptosis induced by 
GEM compared to that in the vehicle group. Moreover, 
the uptake of LUCAT1-enriched exosomes decreased 
cell apoptosis induced by GEM in BC cells (Fig. S2G and 
S2I). These findings indicate that exosomes derived from 
stem-like (chemotherapy-resistant) BC cells enhance the 
stemness and chemoresistance of BC cells by delivering 
LUCAT1.

LUCAT1 promotes the stemness phenotype of BC cells by 
modulating HMGA1
To explore the potential mechanisms of LUCAT1-medi-
ated biological processes, extensive transcriptional analy-
sis was conducted using TCGA and CCLE datasets. Our 
analysis showed that LUCAT1 expression was positively 
associated with CSC markers in BC (Fig. S3A), and the 
LUCAT1-correlated genes enriched in key tumor signal-
ing pathways (Fig. S2B-E). To identify potential down-
stream target genes regulated by LUCAT1, we performed 
RNA-seq analysis (Fig.  5A). The results demonstrated 
that knockdown of LUCAT1 led to the downregulation of 
multiple key tumor regulatory genes, including HMGA1 
(Fig.  5A and C). Furthermore, pathway enrichment 
analysis revealed that these downregulated genes were 
significantly enriched in essential cancer-related signal-
ing pathways (Fig.  5B). These assays revealed a positive 
correlation between LUCAT1 and HMGA1 in BC, and 
this correlation was verified in clinical BC tumour sam-
ples (Fig.  5D). FISH and immunofluorescence analyses 
showed that LUCAT1 and HMGA1 expression was sig-
nificantly elevated in xenografts treated with GEM, and 
co-expression of LUCAT1 and HMGA1 was detected in 
GEM-resistant BC cells (Fig.  5E and S4A). Accordingly, 
the biological function and potential molecular roles of 
lncRNAs are closely linked to their subcellular localiza-
tion. Both RNA-FISH (Fig.  5F) and qRT-PCR (Fig.  5G) 
analyses demonstrated that LUCAT1 was predominantly 
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located in cytoplasm of BC cells, which suggested that 
LUCAT1 is a candidate post-transcriptional regulator of 
gene expression. Bioinformatics analyses revealed com-
mon putative binding sites in LUCAT1 and HMGA1 
mRNA, and the minimal energy of LUCAT1-HMGA1 
mRNA binding was showed in the thermograph (Fig. 5H). 
The interaction between LUCAT1 and HMGA1 mRNA 
was verified by further experimental results (Fig. 5I and 

S4B). Notably, LUCAT1 may decrease HMGA1 mRNA 
degradation in BC cells (Fig. 5J and S4C). We conducted 
further research to determine whether LUCAT1 modu-
lates the stemness of BC cells via an HMGA1-dependent 
mechanism. The results of our study indicated that the 
inhibition chemoresistance and stemness (Fig. 5K-L and 
S4D-G) induced by silencing LUCAT1 in BC cells were 
significantly reversed by HMGA1 overexpression. Our 

Fig. 4  Exosome-transmitted LUCAT1 promotes stemness and chemoresistance of BC cells. A: Schematic diagram of co-culture with GEM-resistant BC 
cells. B: Flow cytometry analysis was conducted to assess the impact of GEM on cell apoptosis. C: Cell apoptosis induced by GEM were evaluated using 
TUNEL assay in various treatment groups. D: Exosomes isolated from the culture medium of BC-GS and BC-GR cells were identified using Nanoparticle 
Tracking Analysis. E: LUCAT1 is significantly up-regulated in exosomes isolated from the culture medium of GEM-resistant BC cells. F and G: Exosomes 
separated from BC cell culture medium were identified using Nanoparticle Tracking Analysis (F) and electron microscope (G). H: LUCAT1 is significantly 
down-regulated in exosomes separated from the culture medium of LUCAT1 knockdown group compared to control group. I: The confocal laser-scan-
ning microscope was employed to observe internalization of exosomes labeled with PKH67. J: The successful uptake of exosomes derived from LUCAT1 
knockdown group did not increased LUCAT1 expression in BC cells. K: The changes in stemnesss of BC cells were assessed using single-cell tumour sphere 
formation assays. L: The changes in GEM chemosensitivity of BC cells in different exosome uptake groups were determined using TUNEL assay. The results 
are shown as the mean ± SD. *p < 0.05; **p < 0.01
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findings suggest that LUCAT1 enhances the stemness of 
BC cells through an HMGA1-dependent mechanism.

LUCAT1 positively regulates HMGA1 expression by 
interacting with IGF2BP2
To explore the regulatory mechanisms underlying the 
effect of LUCAT1 on HMGA1, RNA pull-down assays 
were utilized to investigate RNA binding proteins of 
LUCAT1. In Fig.  6A, the sequence analysis of LUCAT1 

using POSTAR2 revealed a sequence motif and struc-
tural preference in the RNA binding protein (RBP) bind-
ing site for IGF2BP2 (Fig.  6A). In vitro RNA pull-down 
assays with biotinylated LUCAT1 and antisense control 
showed an obvious 60–70 kDa band (Fig. S5A), and sub-
sequent experiments confirmed that LUCAT1 interacts 
with the RNA-binding protein IGF2BP2. Furthermore, 
IGF2BP2 expression positively correlated with LUCAT1, 
HMGA1 and cancer stem cell markers expression in 

Fig. 5  LUCAT1 promotes the stemness phenotype of BC cells by modulating HMGA1. A: The differentially expressed candidates in expression profile 
analyses were displayed in the thermograph. B: LUCAT1-upregulated genes were enriched in key cancer signaling pathways analyzed by cancer hallmark. 
C: Knockdown of LUCAT1 decreased HMGA1 and CSC markers expression in BC cells. D: LUCAT1 expression positively correlated with HMGA1 in BC. E: 
FISH and immunofluorescence analyses were used to determine LUCAT1 and HMGA1 expression in xenografts. F and G: RNA FISH (F) and qRT-PCR (G) 
were employed to assess the subcellular localization of lncRNAs. H: Bioinformatics analysis revealed the presence of common putative binding sites 
between LUCAT1 and HMGA1 mRNA, and minimal energy of LUCAT1-HMGA1 was showed in the thermograph. I: RNA pulldown and PCR showed the 
interaction between LUCAT1 and HMGA1 mRNA. J: Knockdown of LUCAT1 increased HMGA1 mRNA degradation in BC cells treated with actinomycin D 
(5 µg/ml). K and L: The inhibition of chemoresistance induced by silencing LUCAT1 was reversed by overexpression of HMGA1. The results are shown as 
the mean ± SD. *p < 0.05; **p < 0.01
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BC cells (Fig.  6B and S5B). FISH and immunofluores-
cence analyses showed that LUCAT1 and IGF2BP2 were 
colocalized in BC cells, but knockdown of LUCAT1 
unreduced the expression level of IGF2BP2 in vivo 
(Fig.  6C). RNA immunoprecipitation (RIP) assays using 
IGF2BP2 revealed an obvious 60–70 kDa band (Fig. 6D) 
and demonstrated significant enrichment of LUCAT1 
and HMGA1 mRNA (Fig.  6E), confirming the interac-
tion between LUCAT1 and IGF2BP2. Furthermore, 
RIP-seq analysis confirmed the interaction between 
IGF2BP2 and HMGA1 mRNA (Fig. 6F), and knockdown 
of IGF2BP2 increased HMGA1 mRNA degradation in 
BC cells treated with actinomycin D (Fig. 6G and S5C). 

Subsequent experiments confirmed that knockdown of 
LUCAT1 led to a decrease in the enrichment of HMGA1 
mRNA by IGF2BP2 (Fig.  6H). Moreover, knockdown of 
IGF2BP2 decreased the up-regulation of LUCAT1 on 
HMGA1 in BC cells (Fig. 6I). As IGF2BP2 was reported 
to functions as a m6A reader, we measured m6A levels 
of HMGA1 mRNA by MeRIP-qPCR in BC cells to fur-
ther explore the link between IGF2BP2 and HMGA1 (Fig. 
S5D). Methyltransferase-like 3 (METTL3) is a key RNA 
N6-adenosine methyltransferase in BC, and we found 
knockdown of METTL3 decreased m6A levels of total 
mRNA in BC cells (Fig.  6J). Further experiments found 
knockdown of METTL3 decreased the enrichment of 

Fig. 6  LUCAT1 positively regulates HMGA1 expression by interacting with IGF2BP2. A: Sequence analysis of LUCAT1 by POSTAR2 identified a sequence 
motif and structural preference in the RNA binding protein (RBP) binding site for IGF2BP2. B: IGF2BP2 expression positively correlated with LUCAT1, 
HMGA1, CD44 and MYC expression in BC dataset. C: FISH and immunofluorescence analyses showed that LUCAT1 and IGF2BP2 were colocalized in BC 
cells, but knockdown of LUCAT1 unreduced the expression level of IGF2BP2 in vivo. D: RNA immunoprecipitation (RIP) was performed using IGF2BP2 and 
showed an obvious 60–70 kDa band. E: RNA immunoprecipitation (RIP) showed enrichment of LUCAT1 and HMGA1 by IGF2BP2. F: RIP-seq showed the 
interaction between IGF2BP2 and HMGA1 mRNA. G: Knockdown of IGF2BP2 increased HMGA1 mRNA degradation in BC cells treated with actinomycin D 
(5 µg/ml). H: Knockdown of LUCAT1 decreased the enrichment of HMGA1 by IGF2BP2. I: Knockdown of IGF2BP2 decreased the up-regulation of LUCAT1 
on HMGA1 in BC cells. J: Knockdown of METTL3 decreased m6A levels of total mRNA in BC cells. K: Knockdown of METTL3 decreased the enrichment of 
HMGA1 mRNA by IGF2BP2. The results are shown as the mean ± SD. *p < 0.05; **p < 0.01

 



Page 11 of 15Zhan et al. Journal of Experimental & Clinical Cancer Research           (2025) 44:80 

HMGA1 mRNA by IGF2BP2 (Fig.  6K), and decreased 
the up-regulation of IGF2BP2 on HMGA1 (Fig. S5E). The 
findings suggest that LUCAT1 interacts with IGF2BP2 in 
a m6A-dependent manner to positively regulate HMGA1 
expression.

Exosome-transmitted LUCAT1 promotes GEM 
chemoresistance of BC cells in vivo
To explore potential biological functions and mecha-
nisms of LUCAT1-mediated in vivo, we established a 
mouse chemotherapy model. A cell fluorescence trace 
system was utilized to evaluate the chemosensitivity of 
BC cells in different treatment groups in vivo (Fig.  7A). 
We found the proportion of LUCAT1 down-regulated 
cells was decreased in tumor xenografts of GEM-treat-
ment group (Fig. 7B and C). Furthermore, we determined 
the effects of exosome-transmitted LUCAT1 on che-
mosensitivity of BC cells by establishing xenografts in 
BALB/c nude mice models. As shown in Fig.  7D, xeno-
grafts collected from mice were exhibited and measured 
(Fig. 7D). The tumour weight of LUCAT1-enriched exo-
somes treatment group was greater than which of control 
groups (Fig.  7E). Tumour growth in LUCAT1-enriched 
exosomes treatment group was faster than that of con-
trol groups, and chemoresistance in LUCAT1-enriched 
exosomes treatment group was enhanced compared 
with control groups (Fig.  7F). We found that exosome-
transmitted LUCAT1 upregulated stemness markers and 
proliferation marker in BC cells (Fig. 7G and H). More-
over, FISH and immunofluorescence analyses showed 
that LUCAT1 and HMGA1 were co-expressed in BC cells 
(Fig. 7I and J) in vivo. The results indicated that LUCAT1 
promotes GEM chemoresistance of BC cells in vivo. As 
shown in Fig.  8, exosome-transmitted LUCAT1 pro-
motes the stemness phenotype and chemoresistance of 
BC cells via upregulating HMGA1 expression via binding 
to IGF2BP2, thus contributing to its oncogenic activity in 
bladder cancer pathogenesis.

Discussion
The development of chemotherapy resistance poses a 
major therapeutic challenge in the management of blad-
der cancer, necessitating the exploration of novel thera-
peutic strategies to overcome this barrier [55]. Research 
on chemotherapy resistance in bladder cancer is an active 
area of investigation. Chemotherapy resistance in blad-
der cancer is an area of intensive research, with mul-
tiple mechanisms proposed to explain its development, 
including alterations in drug transporters, DNA repair 
mechanisms, and signaling pathways involved in cell sur-
vival and proliferation [56–58]. However, despite these 
insights, the precise molecular and cellular processes 
governing chemoresistance and tumor relapse remain 
incompletely understood. There is growing evidence 

supports the notion that cancer stem cells (CSCs), which 
represent a minor fraction of the heterogeneous tumor 
mass, play a significant role in tumor recurrence and che-
motherapy resistance [58, 59]. More importantly, che-
motherapy itself can selectively enrich CSCs, leading to 
the expansion of this resistant cell population and sub-
sequent tumor relapse. Investigating the significance of 
cancer stem cells in chemotherapy resistance offers valu-
able insights into the underlying mechanisms driving this 
resistance and helps researchers identify specific molecu-
lar pathways and signaling networks that contribute to 
the survival and drug resistance of these cells. By under-
standing these mechanisms, novel therapeutic targets 
can be identified and targeted therapies can be developed 
to overcome resistance.

Cancer organoid models originating from multiple 
types of tumors, including urothelial carcinoma, have 
been generated to validate the effectiveness of candi-
date therapeutic treatments [60, 61]. These three-dimen-
sional, patient-derived cultures faithfully recapitulate 
the genetic, molecular, and histopathological charac-
teristics of primary tumors, making them an ideal plat-
form for investigating tumor heterogeneity, treatment 
response, and resistance mechanisms. In this study, we 
established patient-derived urothelial carcinoma (UC) 
organoids to gain deeper insights into the pathophysi-
ology of chemotherapy resistance in bladder cancer. 
Notably, our findings revealed that the proportion of 
cancer stem cells (CSCs) was significantly elevated in 
chemotherapy-resistant UC organoids. Moreover, che-
motherapy itself further reinforced the stemness phe-
notype, as evidenced by the elevated expression of key 
stemness markers, including CD44, ALDH1, and SOX2. 
These results strongly reinforce the pivotal role of CSCs 
in sustaining tumor persistence, driving disease recur-
rence, and conferring resistance to therapy, highlighting 
CSCs as a crucial therapeutic target in overcoming che-
moresistance in bladder cancer. Long non-coding RNAs 
(lncRNAs) are critical epigenetic regulators involved in a 
wide range of cellular processes, including stem cell plu-
ripotency, tumor progression, and chemotherapy resis-
tance. Emerging evidence suggests that lncRNAs play a 
pivotal role in modulating the molecular networks that 
drive drug resistance, making them promising thera-
peutic targets for overcoming treatment failure in blad-
der cancer. In this study, we employed RNA sequencing 
(RNA-seq) to systematically screen for key regulatory 
genes associated with chemoresistance, providing a com-
prehensive molecular landscape of resistant tumor cells. 
Our analysis revealed a marked upregulation of multiple 
tumor-associated lncRNAs, including LUCAT1, in GEM-
resistant bladder cancer organoids, highlighting their 
potential role in chemoresistance mechanisms. Notably, 
emerging evidence has demonstrated that LUCAT1 plays 



Page 12 of 15Zhan et al. Journal of Experimental & Clinical Cancer Research           (2025) 44:80 

crucial roles in both embryonic stem cell differentiation 
and tumor progression. Consistently, our findings dem-
onstrated that LUCAT1 expression was significantly ele-
vated in GEM-resistant BC cells, and LUCAT1 promotes 
chemoresistance in bladder cancer cells by enhancing 
their stemness.

Interestingly, co-culture with GEM-resistant BC cells 
enhances both the stemness phenotype and chemore-
sistance of BC cells. Given that exosomes are essential 
messengers in cell-to-cell communication and recent 
studies have suggested that exosomes originating from 
CSCs facilitate drug resistance by transferring miRNAs, 

Fig. 7  Exosome-transmitted LUCAT1 promotes GEM chemoresistance of BC cells in vivo. A: Schematic diagram of cell fluorescence trace system in vivo. 
The chemosensitivity of BC cells in different treatment groups was also determined using a cell fluorescence trace system in vivo. B and C: The propor-
tion of LUCAT1 down-regulated cells was decreased in tumor xenografts of GEM-treatment group. D: The effects of exosome-transmitted LUCAT1 on 
chemosensitivity of BC cells was determined by establishing xenografts in BALB/c nude mice models. Xenografts collected from mice were exhibited and 
measured. E: The tumour weight of LUCAT1-enriched exosomes treatment group was greater than that of control groups. F: Tumour growth of LUCAT1-
enriched exosomes treatment group was faster than that of control groups, and chemoresistance in LUCAT1-enriched exosomes treatment group was 
enhanced compared with control groups. G and H: Immunohistochemistry analyses showed that exosome-transmitted LUCAT1 upregulated stemness 
markers and proliferation marker Ki67 expression in BC cells. I and J: FISH and immunofluorescence analyses showed that LUCAT1 and HMGA1 were co-
expressed in BC cells in vivo. The data are shown as the mean ± SD. *p < 0.05; **p < 0.01
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we hypothesized that exosomes derived from BCSCs 
may transfer LUCAT1, thereby facilitating the horizon-
tal transfer of drug-resistant factors. Exosomes, recently 
identified as key communicators in intercellular sig-
naling, play a crucial role in regulating tumor immune 
responses, chemoresistance, angiogenesis, and metas-
tasis. For example, exosomes derived from BC cells can 
be internalized by human lymphatic endothelial cells 
(HLECs) and epigenetically regulated genes expression, 
ultimately resulting in lymphangiogenesis and lymphatic 
metastasis. Recent studies have also provided evidence 
that CSC-derived exosomes can transfer drug-resistant 
traits horizontally by transmitting proteins, DNA, miR-
NAs and lncRNAs. Furthermore, this study revealed that 
LUCAT1 was up-regulated in urinary exosomes from 
GEM-resistant patients, and exosomal LUCAT1 levels 
were negatively correlated with chemotherapy response 
in these patients. Moreover, exosomes originating from 
GEM-resistant BC cells were capable of delivering 
LUCAT1, facilitating the transfer of drug-resistant char-
acteristics from GEM-sensitive to GEM-resistant cells. In 
vivo, exosome-mediated transmission of LUCAT1 pro-
moted GEM chemoresistance, underscoring its critical 

role in enhancing both the stemness phenotype and che-
moresistance. Further investigation into LUCAT1-medi-
ated regulatory networks could pave the way for novel 
therapeutic strategies aimed at targeting resistant tumor 
cell populations and improving treatment efficacy in 
bladder cancer.

Mechanistically, our comprehensive transcriptional 
analysis revealed that LUCAT1 significantly upregulates 
HMGA1 expression, a key regulatory gene associated 
with cancer stem cell properties. Moreover, the sup-
pression of the malignant phenotype in bladder cancer 
(BC) cells induced by LUCAT1 silencing was reversed 
upon HMGA1 overexpression, highlighting its func-
tional relevance. LncRNAs regulate various biological 
processes through multiple mechanisms, including epi-
genetic modifications, transcriptional regulation, and 
acting as competitive endogenous RNAs. Fluorescence 
in situ hybridization analysis demonstrated that LUCAT1 
is predominantly localized in the cytoplasm, suggest-
ing a potential role in post-transcriptional gene regula-
tion. In support of this hypothesis, our comprehensive 
sequence analysis and subsequent experimental valida-
tion demonstrated that LUCAT1 interacts with IGF2BP2, 

Fig. 8  Schematic diagram of the oncogenic role of exosome-transmitted LUCAT1 in bladder cancer. Exosome-transmitted LUCAT1 promotes the stem-
ness phenotype and chemoresistance of BC cells via upregulating HMGA1 expression via binding to IGF2BP2, thus contributing to its oncogenic activity 
in bladder cancer pathogenesis
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an mRNA-binding protein that stabilizes HMGA1, and 
enhances HMGA1 mRNA stability through an m6A-
dependent mechanism. However, the precise molecular 
interactions between LUCAT1 and IGF2BP2, along with 
the exact binding site locations, remain to be elucidated. 
Further in-depth investigations are required to fully 
decipher the complexities of this regulatory network. 
Additionally, developing safe and effective interventions 
targeting the LUCAT1/IGF2BP2/HMGA1 signaling axis 
to effectively inhibit the stemness transformation of blad-
der cancer cells and suppress chemotherapy resistance 
warrants further investigation.

Conclusions
Our investigation has revealed that cancer stem cell-
derived exosomal LUCAT1 enhances the stemness phe-
notype and chemoresistance of bladder cancer cells by 
upregulating HMGA1 expression through its interaction 
with IGF2BP2, thereby contributing to the oncogenicity 
of bladder cancer. These findings provide new insights 
into the mechanisms underlying chemoresistance in 
bladder cancer. Collectively, our study highlights the 
clinical relevance of LUCAT1 as a potential tumor bio-
marker and underscores its promise as both a diagnostic 
and therapeutic target for bladder cancer.

Supplementary Information
The online version contains supplementary material available at ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​
g​/​​1​0​.​​1​1​8​6​​/​s​​1​3​0​4​6​-​0​2​5​-​0​3​3​3​0​-​w.

Supplementary Material 1

Supplementary Material 2

Supplementary Material 3

Supplementary Material 4

Acknowledgements
The authors are indebted to all the donors whose names were not included in 
the author list, but who participated in our study.

Author contributions
ZY, LY and ZX contributed to the experiment design, manuscript draft, and 
data analysis. ZY, ZZ and ZZ contributed to the experiment implementation, 
manuscript draft and data analysis. ZL and YS collected clinical samples. All 
authors have read and approved the final manuscript.

Funding
This work was supported by National Key R&D Program of China 
(2021YFA0911600), National Natural Science Foundation of China (82203862, 
82473309), China Postdoctoral Science Foundation (2019M662544), 
Natural Science Foundation of Henan (222300420344) and Medical Science 
Technology Program of Henan (SBGJ202102140, LHGJ20200273).

Data availability
The data generated and analyzed during this study are included in the article 
or can be accessed upon request from the corresponding authors.

Declarations

Ethics approval and consent to participate
This study was approved by the ethics committee of The First Affiliated 
Hospital of Zhengzhou University and The First Affiliated Hospital of Shenzhen 
University, and written informed consents were obtained before any operation 
to patients.

Consent for publication
The authors confirm that we obtained written consent from the patients to 
publish this manuscript.

Competing interests
The authors declare no competing interests.

Author details
1Department of Urology, The First Affiliated Hospital of Zhengzhou 
University, Zhengzhou 450003, China
2Shenzhen Institute of Translational Medicine, Health Science Center, 
Shenzhen Second People’s Hospital, The First Affiliated Hospital of 
Shenzhen University, Shenzhen, Guangdong, China

Received: 3 December 2024 / Accepted: 17 February 2025

References
1.	 Siegel RL, et al. Cancer statistics, 2025. CA Cancer J Clin. 2025;75(1):10–45.
2.	 Zi H, et al. Global burden of benign prostatic hyperplasia, urinary tract infec-

tions, urolithiasis, bladder cancer, kidney cancer, and prostate cancer from 
1990 to 2021. Mil Med Res. 2024;11(1):64.

3.	 Witjes JA, et al. European association of urology guidelines on Muscle-
invasive and metastatic bladder cancer: summary of the 2020 guidelines. Eur 
Urol. 2021;79(1):82–104.

4.	 Scilipoti P et al. The Financial Burden of Localized and Metastatic Bladder Cancer. 
Eur Urol, 2024.

5.	 Zheng RS, et al. [Cancer incidence and mortality in China, 2022]. Zhonghua 
Zhong Liu Za Zhi. 2024;46(3):221–31.

6.	 Powles T, et al. Perioperative durvalumab with neoadjuvant chemotherapy in 
operable bladder Cancer. N Engl J Med. 2024;391(19):1773–86.

7.	 Patel VG, Oh WK, Galsky MD. Treatment of muscle-invasive and advanced 
bladder cancer in 2020. CA Cancer J Clin. 2020;70(5):404–23.

8.	 St-Laurent MP, et al. Increasing life expectancy in patients with genitourinary 
malignancies: impact of treatment burden on disease management and 
quality of life. Eur Urol; 2024.

9.	 Guo J, et al. A distinct subset of urothelial cells with enhanced EMT features 
promotes chemotherapy resistance and cancer recurrence by increasing 
COL4A1-ITGB1 mediated angiogenesis. Drug Resist Updat. 2024;76:101116.

10.	 Zhuang J, et al. Cancer-Associated Fibroblast-Derived miR-146a-5p gener-
ates a niche that promotes bladder Cancer stemness and chemoresistance. 
Cancer Res. 2023;83(10):1611–27.

11.	 Crabb SJ, et al. Phase I trial of DNA methyltransferase inhibitor guadecitabine 
combined with cisplatin and gemcitabine for solid malignancies including 
urothelial carcinoma (SPIRE). Clin Cancer Res. 2021;27(7):1882–92.

12.	 Zheng L, et al. The KLF16/MYC feedback loop is a therapeutic target in blad-
der cancer. J Exp Clin Cancer Res. 2024;43(1):303.

13.	 Wu X, Sheng X. Molecular subtyping in urothelial carcinoma treatment. 
Cancer Cell. 2024;42(12):1993–6.

14.	 Slavin S. Cell-mediated immunotherapy: A new frontier in preventing disease 
progression and treating drug-resistant cancer. Med. 2025;6(1):100552.

15.	 Zhao H, et al. Potential targets and therapeutics for cancer stem cell-based 
therapy against drug resistance in hepatocellular carcinoma. Drug Resist 
Updat. 2024;74:101084.

16.	 Saw PE, et al. Cancer stem cell mimicry for immune evasion and therapeutic 
resistance. Cell Stem Cell. 2024;31(8):1101–12.

17.	 Cui J, et al. Targeting ABCA12-controlled ceramide homeostasis inhib-
its breast cancer stem cell function and chemoresistance. Sci Adv. 
2023;9(48):eadh1891.

18.	 Kowal J, et al. Proteomic comparison defines novel markers to characterize 
heterogeneous populations of extracellular vesicle subtypes. Proc Natl Acad 
Sci U S A. 2016;113(8):E968–77.

https://doi.org/10.1186/s13046-025-03330-w
https://doi.org/10.1186/s13046-025-03330-w


Page 15 of 15Zhan et al. Journal of Experimental & Clinical Cancer Research           (2025) 44:80 

19.	 Wang G, et al. Tumour extracellular vesicles and particles induce liver meta-
bolic dysfunction. Nature. 2023;618(7964):374–82.

20.	 Puno MR, Lima CD. Structural basis for RNA surveillance by 
the human nuclear exosome targeting (NEXT) complex. Cell. 
2022;185(12):2132–e214726.

21.	 Kalluri R, McAndrews KM. The role of extracellular vesicles in cancer. Cell. 
2023;186(8):1610–26.

22.	 Bi Y, et al. Exosomal miR-302b rejuvenates aging mice by reversing the prolif-
erative arrest of senescent cells. Cell Metab. 2025;37(2):527–41. e6.

23.	 Liang Y, et al. Exosomal miR-106a-5p from highly metastatic colorectal cancer 
cells drives liver metastasis by inducing macrophage M2 polarization in the 
tumor microenvironment. J Exp Clin Cancer Res. 2024;43(1):281.

24.	 Cai ZR et al. Construction of exosome non-coding RNA feature for non-
invasive, early detection of gastric cancer patients by machine learning: a 
multi-cohort study. Gut, 2025.

25.	 Teng Y, et al. Plant-nanoparticles enhance anti-PD-L1 efficacy by shaping 
human commensal microbiota metabolites. Nat Commun. 2025;16(1):1295.

26.	 He Z, et al. Exosomal long non-coding RNA TRPM2-AS promotes angio-
genesis in gallbladder cancer through interacting with PABPC1 to activate 
NOTCH1 signaling pathway. Mol Cancer. 2024;23(1):65.

27.	 Xu C et al. An exosome-based liquid biopsy predicts depth of response and 
survival outcomes to cetuximab and panitumumab in metastatic colorectal 
cancer: the EXONERATE study. Clin Cancer Res, 2025.

28.	 Shen Y, et al. GC-derived Exosomal circMAN1A2 promotes cancer progression 
and suppresses T-cell antitumour immunity by inhibiting FBXW11-mediated 
SFPQ degradation. J Exp Clin Cancer Res. 2025;44(1):24.

29.	 Yang H, et al. ROS-responsive injectable hydrogels loaded with exosomes 
carrying miR-4500 reverse liver fibrosis. Biomaterials. 2025;314:122887.

30.	 Zhang H, et al. Iron oxide nanoparticles engineered Macrophage-Derived 
exosomes for targeted pathological angiogenesis therapy. ACS Nano. 
2024;18(10):7644–55.

31.	 Jiang X, et al. Highly bioactive MXene-M2-Exosome nanocomposites 
promote angiogenic diabetic wound repair through reconstructing high 
Glucose-Derived immune Inhibition. ACS Nano. 2024;18(5):4269–86.

32.	 Yang Z, et al. Exosomes derived from cancer stem cells of gemcitabine-resis-
tant pancreatic cancer cells enhance drug resistance by delivering miR-210. 
Cell Oncol (Dordr). 2020;43(1):123–36.

33.	 Wang H, et al. AGD1/USP10/METTL13 complexes enhance cancer stem cells 
proliferation and diminish the therapeutic effect of docetaxel via CD44 m6A 
modification in castration resistant prostate cancer. J Exp Clin Cancer Res. 
2025;44(1):12.

34.	 Cheng F, et al. Osteocyte-derived exosomes confer multiple myeloma resis-
tance to chemotherapy through acquisition of cancer stem cell-like features. 
Leukemia. 2023;37(6):1392–6.

35.	 Yang C, et al. LncRNA-Mediated TPI1 and PKM2 promote Self-Renewal and 
chemoresistance in GBM. Adv Sci (Weinh). 2024;11(44):e2402600.

36.	 Lin Z, et al. m(6)A-mediated lnc-OXAR promotes oxaliplatin resistance by 
enhancing Ku70 stability in non-alcoholic steatohepatitis-related hepatocel-
lular carcinoma. J Exp Clin Cancer Res. 2024;43(1):p206.

37.	 Chen KL, et al. LncRNA DYNLRB2-AS1 promotes gemcitabine resistance of 
nasopharyngeal carcinoma by inhibiting the ubiquitination degradation of 
DHX9 protein. Drug Resist Updat. 2024;76:101111.

38.	 To KKW, et al. Utilizing non-coding RNA-mediated regulation of ATP binding 
cassette (ABC) transporters to overcome multidrug resistance to cancer 
chemotherapy. Drug Resist Updat. 2024;73:101058.

39.	 Yuan J, et al. LncRNA FIRRE drives gastric cancer progression via ZFP64-medi-
ated TUBB3 promoter activation. Cancer Lett. 2024;611:217398.

40.	 Zhong Y, et al. LOC730101 improves ovarian cancer drug sensitivity by 
inhibiting autophagy-mediated DNA damage repair via BECN1. Cell Death 
Dis. 2024;15(12):893.

41.	 Song H, et al. Epitranscriptomics and epiproteomics in cancer drug resis-
tance: therapeutic implications. Signal Transduct Target Ther. 2020;5(1):193.

42.	 Hou YR et al. The conserved LncRNA DIO3OS restricts hepatocellular carci-
noma stemness by interfering with NONO-Mediated nuclear export of ZEB1 
mRNA. Adv Sci (Weinh), 2023: p. e2301983.

43.	 Jin T, et al. HnRNPA2B1 isgylation regulates m6A-Tagged mRNA selective 
export via ALYREF/NXF1 complex to foster breast Cancer development. Adv 
Sci (Weinh). 2024;11(24):e2307639.

44.	 Xiang L, et al. MAFG-AS1/MAFG positive feedback loop contributes to 
cisplatin resistance in bladder urothelial carcinoma through antagonistic 
ferroptosis. Sci Bull (Beijing). 2021;66(17):1773–88.

45.	 Agarwal S, et al. The long non-coding RNA LUCAT1 is a negative feedback 
regulator of interferon responses in humans. Nat Commun. 2020;11(1):6348.

46.	 Huang H, et al. Long non-coding RNA lung cancer-associated transcript-1 
promotes glioblastoma progression by enhancing Hypoxia-inducible factor 1 
alpha activity. Neuro Oncol. 2024;26(8):1388–401.

47.	 Wu R, et al. The long noncoding RNA LUCAT1 promotes colorectal cancer 
cell proliferation by antagonizing nucleolin to regulate MYC expression. Cell 
Death Dis. 2020;11(10):908.

48.	 Huan L, et al. Hypoxia induced LUCAT1/PTBP1 axis modulates cancer cell 
viability and chemotherapy response. Mol Cancer. 2020;19(1):11.

49.	 Zheng A, et al. Long non-coding RNA LUCAT1/miR-5582-3p/TCF7L2 axis 
regulates breast cancer stemness via Wnt/beta-catenin pathway. J Exp Clin 
Cancer Res. 2019;38(1):305.

50.	 Polak R, Zhang ET, Kuo CJ. Cancer organoids 2.0: modelling the complexity of 
the tumour immune microenvironment. Nat Rev Cancer. 2024;24(8):523–39.

51.	 LeSavage BL, et al. Next-generation cancer organoids. Nat Mater. 
2022;21(2):143–59.

52.	 Veninga V, Voest EE. Tumor organoids: opportunities and challenges to guide 
precision medicine. Cancer Cell. 2021;39(9):1190–201.

53.	 Lee SH, et al. Tumor evolution and drug response in Patient-Derived organoid 
models of bladder Cancer. Cell. 2018;173(2):515–e52817.

54.	 Li Z, et al. Patient-Derived upper tract urothelial carcinoma organoids as a 
platform for drug screening. Adv Sci (Weinh). 2022;9(4):e2103999.

55.	 Cathomas R, et al. The 2021 updated European association of urology guide-
lines on metastatic urothelial carcinoma. Eur Urol. 2022;81(1):95–103.

56.	 Necchi A, et al. Molecular characterization of residual bladder Cancer after 
neoadjuvant pembrolizumab. Eur Urol. 2021;80(2):149–59.

57.	 Zengin ZB, et al. Chemoimmunotherapy in urothelial cancer: concurrent or 
sequential? Lancet Oncol. 2021;22(7):894–6.

58.	 Deng M, et al. Enhanced oxidative phosphorylation driven by TACO1 
mitochondrial translocation promotes stemness and cisplatin resistance in 
bladder Cancer. Adv Sci (Weinh). 2025;12(5):e2408599.

59.	 Hu W, et al. CYP3A5 promotes glioblastoma stemness and chemoresistance 
through fine-tuning NAD(+)/NADH ratio. J Exp Clin Cancer Res. 2025;44(1):3.

60.	 Merrill NM, et al. Integrative drug screening and multiomic characterization 
of Patient-derived bladder Cancer organoids reveal novel molecular cor-
relates of gemcitabine response. Eur Urol. 2024;86(5):434–44.

61.	 Tan P, et al. SRT1720 inhibits the growth of bladder cancer in organoids and 
murine models through the SIRT1-HIF axis. Oncogene. 2021;40(42):6081–92.

Publisher’s note
Springer Nature remains neutral with regard to jurisdictional claims in 
published maps and institutional affiliations.


	﻿Exosome-transmitted LUCAT1 promotes stemness transformation and chemoresistance in bladder cancer by binding to IGF2BP2
	﻿Abstract
	﻿Introduction
	﻿Materials and methods
	﻿Clinical sample collection, cell and organoid culture
	﻿Cell transfection, RNA extraction and quantitative real-time PCR
	﻿Cell self-renewal assays
	﻿Chemosensitivity assay
	﻿Mouse model experiments
	﻿Statistical analyses

	﻿Results
	﻿Establishment of UC organoids to screen LncRNAs involved in chemoresistance of BC
	﻿Gemcitabine chemotherapy enriches stem-like cells in BC
	﻿LUCAT1 promotes the stemness phenotype and chemoresistance of BC cells
	﻿Exosome-transmitted LUCAT1 promotes the stemness and chemoresistance of BC cells
	﻿LUCAT1 promotes the stemness phenotype of BC cells by modulating HMGA1
	﻿LUCAT1 positively regulates HMGA1 expression by interacting with IGF2BP2
	﻿Exosome-transmitted LUCAT1 promotes GEM chemoresistance of BC cells in vivo

	﻿Discussion
	﻿Conclusions
	﻿References


