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Objective: Telomere maintenance mechanism significantly impacts the metastasis, progression, and survival of breast cancer (BC) 
patients. This study aimed to investigate the role of telomere maintenance-related genes (TMRGs) in BC prognosis and to construct 
a related prognostic model.
Methods: Differentially expressed genes were identified from the TCGA-BC cohort, and functional enrichment analysis was 
conducted. TMRGs were sourced from the literature and intersected with DEGs. Candidate genes were selected using machine 
learning algorithms, including Lasso Cox, Random Forest, and XGBoost. Multivariate Cox regression analysis was conducted to 
construct a prognostic model and identify hub genes. Subsequent analyses included survival analysis, gene set enrichment analysis 
(GSEA), immune infiltration analysis, and drug sensitivity analysis of the hub genes. Finally, in vitro experiments were conducted to 
validate the expression of the hub genes.
Results: A total of 1329 differentially expressed TMRGs were analyzed, with 128 significantly associated with overall survival. 
Machine learning identified 7 prognosis-related TMRGs: MECP2, PCMT1, PFKL, PTMA, TAGLN2, TRMT5, and XRCC4. These 
genes were used to construct a prognostic model, with MECP2, PCMT1, PFKL, TAGLN2, and XRCC4 as harmful factors, while 
PTMA and TRMT5 were protective. The model demonstrated a significant prognostic value (AUC: 0.81, 0.72, 0.69 for 1-, 3-, and 
5-year, respectively). Survival analysis confirmed the prognostic relevance of these genes, and GSEA highlighted their roles in 
oxidative phosphorylation, glycolysis, and PI3K/AKT/mTOR signaling.
Conclusion: The study identified 7 key TMRGs with significant prognostic value in BC. The constructed model effectively stratifies 
patient risk, providing a foundation for targeted therapies and personalized treatment strategies.
Keywords: breast cancer, telomere, risk score, machine learning, immune infiltration, seven hub genes

Introduction
Breast cancer (BC) is a malignant tumor originating from mammary epithelial cells and remains the most prevalent and 
deadly malignancy among women worldwide.1 From 2010 to 2019, the incidence of BC increased by 0.5% annually.2 In 
2020, approximately 2.3 million cases of BC were diagnosed globally; this number is expected to exceed 3 million cases 
annually by 2040.3 In China, BC patients are becoming younger, with most patients being diagnosed between the ages of 
45 and 55.4 Depending on the stage and type of BC, current treatments include surgery, radiotherapy, chemotherapy, 
hormone therapy, and targeted therapy.5 Despite advancements in early detection and treatment, the prognosis of BC 
patients varies significantly. In personalized medicine, traditional prognostic markers, such as tumor size, histological 
grade, and lymph node status, may not provide sufficient guidance for tailoring treatment strategies in early-diagnosed 
BC patients.6,7 This highlights the need for reliable prognostic biomarkers to optimize treatment.

Telomeres are protective caps at the ends of chromosomes, playing a crucial role in maintaining genomic stability. 
With each cell division, telomeres shorten, and when critically shortened, they ultimately lead to cellular senescence or 
apoptosis.8 However, in cancer cells, mechanisms that maintain telomere length are often activated, allowing these cells 
to evade senescence and continue proliferating. This process is primarily mediated by two key mechanisms: telomerase 
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and the alternative lengthening of telomeres (ALT) pathway. Telomerase, a ribonucleoprotein reverse transcriptase, adds 
telomeric repeats to chromosome ends, counteracting telomere shortening.9 It is reported that approximately 90% of 
cancers exhibit telomerase activity.10 In the 10% of cancers lacking telomerase expression, telomere length is maintained 
through the ALT pathway. Although the ALT pathway is less common, it remains significant, involving homologous 
recombination-based telomere elongation mechanisms.11 A review by Ricardo Leão detailed various genetic and 
epigenetic mechanisms leading to telomerase reverse transcriptase promoter (hTERT) upregulation in tumors and 
highlighted its strong potential as a biomarker.12 Another study found that hypermethylation in specific regions of the 
hTERT promoter is a significant epigenetic marker in the development of BC.13 Yang et al further highlighted that 
therapies targeting hTERT and its regulatory molecules hold promise as viable strategies for BC treatment.14 Elsharawy 
et al demonstrated that NOP10, a factor essential for ribosome biogenesis and telomere maintenance, is significantly 
associated with aggressive BC characteristics, and its high expression is strongly correlated with shorter survival in BC 
patients.15

Telomere maintenance-related genes (TMRGs) are closely associated with tumorigenesis and progression, including 
in BC.16 In-depth bioinformatics research into the role of TMRGs in BC holds promise for identifying new prognostic 
markers, providing clinicians with more references for diagnosis and treatment planning, and ultimately improving 
patient outcomes. In this study, we utilized bioinformatics techniques and machine learning algorithms to identify key 
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TMRGs related to BC prognosis and constructed a prognostic model to predict the survival rate of BC patients. Our 
research offers new insights into personalized treatment for BC patients.

Methods
Data Collection
The transcriptome expression data and clinical information of BC were downloaded from The Cancer Genome Atlas 
(TCGA, https://portal.gdc.cancer.gov) database. The TMRGs were acquired from the TelNet database (https://malone2. 
bioquant.uni-heidelberg.de/fmi/webd/TelNet) according to previous literature.17 As this study involves a secondary 
analysis of anonymized data from public databases, no ethical approval or consent was required.

Functional Enrichment Analysis of Differentially Expressed Genes (DEGs) in BC
Using the R package “Limma”,18 DEGs between normal and tumor samples were screened out, with p < 0.05 and |fold 
change| ≥  1.5. DEGs were shown in a volcano plot using the “ggVolcano”.

Gene ontology (GO) and Kyoto Encyclopedia of Genes and Genomes (KEGG) enrichment analyses were further 
performed to reveal the functions of these DEGs. GO terms included biological progress (BP), cellular component (CC), 
and molecular function (MF). Functional enrichment analysis was conducted using R packages “clusterProfiler”19 and 
“org.Hs.eg.db”, and results were visualized using “Goplot” package.20

Identification of Differentially Expressed TMRGs
The overlapping genes between DEGs and TMRGs were defined as differentially expressed TMRGs, and results were 
visualized through a Venn diagram drawn using “VennDiagram” package.21

Identification of Prognostic TMRGs Using Machine Learning Analysis
Firstly, univariate Cox regression analysis was performed on the differentially expressed TMRGs to identify prognosis-related 
genes. Then, machine learning analyses (Lasso Cox, Random forest (RF), and XGBoost) were conducted using “glmnet”, 
“randomForestSRC”, and “xgboost”. Using a Venn diagram, genes in Lasso Cox and the top 20 genes in RF or XGBoost were 
intersected to find candidate genes. Finally, these candidate genes were subjected to multivariate Cox regression analysis to 
identify hub prognostic genes. Univariate and multivariate Cox regression analyses were performed using SPSS.

Construction and Evaluation of Prognostic Model
A prognostic model was established using the hub prognostic genes, and the risk score of each TCGA-BC patient was 
calculated using the expression levels of hub genes and their regression coefficients in the multivariate Cox regression analysis:

Then, the TCGA-BARC patients were divided into high-risk or low-risk groups based on their risk scores’ optimal 
truncation value. The predictions of the risk model were assessed through a receiver operating characteristic (ROC) curve 
using “timeROC” package.

Tumor Microenvironment (TME) Analysis
Immune cell infiltration between low-risk and high-risk groups was determined using the EPIC algorithm in “IOBR” 
package.22 Tumor immune dysfunction and exclusion (TIDE) score was measured on the TIDE website (http://tide.dfci. 
harvard.edu/).

Drug Sensitivity Analysis
The IC50 of potential drugs for BC were downloaded from the CellMiner database (https://discover.nci.gov/cellminer/ 
home.do). The correlation between prognostic gene expression levels and drug sensitivity was analyzed, with |correlation| 
> 0.3 and p < 0.05 as statistically significant.
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Cell Lines and Cell Culture
Human mammary epithelial cell line MCF 10A and human breast cancer cell line MDA-MB-231 were purchased from 
Pricella Biotechnology Co., Ltd (Wuhan, China). Both cell lines were maintained in DMEM/F12 and Leibovitz’s L-15 
medium (Pricella Biotechnology Co., Ltd) with 10% FBS under standard conditions of 37°C and 5% CO2.

Quantitative Real-Time (qRT)-PCR
Total RNA was extracted from cells. Under the manufacturer’s instruction, cDNA was synthesized through the 
QuantiText Rev.Transcription Kit (QIAGEN, German). The qRT-PCR reaction was conducted using Hieff UNICON 
Universal Blue qPCR SYBR Green Master Mix (Yeasen, Shanghai, China). The cycling conditions were 30s at 95°C, 
followed by 40 cycles of 3s at 95°C and 20s at 60°C. The 2−ΔΔCt method was applied to calculate genes’ relative mRNA 
expression levels normalized to GAPDH.

Statistical Analysis
Statistical analyses were conducted using R software version 4.1.2,23 SPSS 25, and GraphPad Prism version 10.1.2. The 
Kaplan Meier (KM) method was employed to compare the overall survival (OS) between different risk groups. For 
quantitative data, the comparison between the two groups was evaluated via t-test. Correlation analysis was performed 
using the Pearson method. p < 0.05 was considered statistically significant.

Results
Functions of DEGs and Identification of Differentially Expressed TMRGs in BC
From the TCGA-BC cohort, 9390 DEGs were acquired, including 5718 up-regulated genes and 3672 down-regulated 
genes (Figure 1A). Functions of the DEGs were further explored through functional enrichment analysis. These DEGs 
were mainly associated with BPs, such as cellular protein metabolic process, macromolecule biosynthetic process, 
establishment of localization, cellular nitrogen compound biosynthetic process, and transport (Figure 1B). The top 5 
CCs associated with DEGs were cytosol, nuclear part, protein-containing complex, nuclear lumen, and endomembrane 
system (Figure 1C). As for MFs, DEGs were mainly enriched in catalytic activity, metal ion binding, nucleic acid 
binding, anion binding, and enzyme binding (Figure 1D). KEGG enrichment analysis revealed that pathways correlated 
with DEGs included the PI3K-Akt signaling pathway, MAPK signaling pathway, focal adhesion, cellular senescence, and 
oxidative phosphorylation (Figure 1E).

In addition, 2086 TMRGs were obtained from previous literature. As shown in Figure 1F, there were 1379 over-
lapping genes between DEGs and TMRGs. These overlapping genes named differentially expressed TMRGs were used 
for further analysis.

Selection of Candidate TMRGs Related to BC Prognosis
To identify candidate genes related to the prognosis of BC, univariate Cox regression analysis of 1329 differentially 
expressed TMRGs first identified 128 genes significantly associated with OS of TCGA-BC patients (Table S1). Then, 
three machine learning algorithms, including Lasso Cox, RF, and XGBoost, were conducted on these 128 genes. Lasso 
Cox analysis identified 52 genes with non-coefficients (Figure 2A and B), and these genes are presented in Table S2. 
According to the importance, the top 20 genes identified by RF or XGBoost were shown in Figure 2C and D, 
respectively. After intersecting genes identified by three machine learning analyses, 7 prognosis-related candidate 
TMRGs (MECP2, PCMT1, PFKL, PTMA, TAGLN2, TRMT5, and XRCC4) were finally acquired (Figure 2E).

Construction of Prognostic Model Using Candidate TMRGs
Furthermore, the seven candidate TMRGs were subjected to the multivariate Cox regression analysis to construct 
a prognostic model. As shown in Figure 3A, the seven TMRGs were all significantly related to the prognosis of BC 
patients (P < 0.05), thus were all enrolled in the prognostic model, with MECP2, PCMT1, PFKL, TAGLN2, and XRCC4 
being identified as harmful features (hazard ratio (HR) > 1), while PTMA and TRMT5 as protective features in BC (HR 
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< 1) (all P <0.05). Then, the risk score of each sample in the TCGA-BC cohort was calculated based on these genes’ 
expression levels and correlation coefficients: risk score = 0.181*MECP2 + 0.024*PCMT1 + 0.02*PFKL – 0.003*PTMA 
+ 0.001*TAGLN2 – 0.223*TRMT5 + 0.348*XRCC4. According to the optimal truncation value of risk score, the 
TCGA-BC samples were divided into low-risk and high-risk groups. The prognostic risk model revealed that with the 
increase in risk score, the number of dead people increased (Figure 3B), and patients in the high-risk group had poor 
prognosis compared to those in the low-risk group (p < 0.0001, Figure 3C). ROC curves indicated a good prognostic 
value of this model, with AUCs at 1-, 3-, and 5-year of 0.81, 0.72, and 0.69, respectively (Figure 3D). An external dataset 
GSE7390 was then used to assess the robustness of this model. As shown in Figure S1A-B, the high-risk group exhibited 
significantly lower survival probability than the low-risk group (p < 0.05), and ROC revealed an AUC value of 0.72. In 
addition, we compared the differences in risk scores among groups with different clinical characteristics. As shown in 

Figure 1 (A) Volcano plot of differentially expressed genes (DEGs) in breast cancer (BC). (B) Top 5 biological processes associated with DEGs. (C) Top 5 cellular 
components associated with DEGs. (D) Top 5 molecular functions associated with DEGs. (E) Top 5 KEGG pathways associated with DEGs. (F) Differentially expressed 
telomere maintenance-related genes (TMRGs) in BC were identified using a Venn diagram.
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Figure 3E, patients >60 years old had significantly higher risk scores compared to those aged ≤60 years (p < 0.0001). 
Patients with distant metastasis (M1) had significantly higher risk scores than those without distant metastasis (M0, p < 
0.001). The primary tumor stage (pathologic_T) showed a gradual increase in risk scores from T1 to T4, with T4 patients 
having significantly higher risk scores compared to other stages (p < 0.05). Regarding clinical stages, the risk scores 
increased progressively from stage I to stage IV, with late-stage patients (III–IV) showing significantly higher risk scores 
than early-stage patients (I–II, p < 0.01). These results indicate that the risk score distinguishes patients with different 
ages, pathological features, and clinical stages.

The heatmap illustrated the results of the KEGG pathway enrichment analysis comparing high-risk and low-risk 
groups. Key pathways, including KEGG_RIBOSOME, KEGG_PROTEASOME, and 
KEGG_STEROID_BIOSYNTHESIS, show distinct expression patterns between the two groups (Figure S2). High-risk 
patients exhibited upregulation in pathways such as KEGG_DNA_REPLICATION, KEGG_MISMATCH_REPAIR, and 
KEGG_CELL_CYCLE, indicating enhanced DNA replication and repair processes, as well as cell cycle activity in high- 
risk patients.

Expression and Survival Analysis of Seven Hub Prognostic TMRGs
The expression levels of seven hub prognostic TMRGs were compared between the high-risk and low-risk groups. As 
shown in Figure 4A, except for TRMT5 and PTMA, the other 5 TRMGs’ expression levels were increased in the high- 
risk group (p < 0.01). Survival analysis was performed to further analyze the prognostic values of the identified seven 
hub TMRGs in BC. Based on the TCGA-BC cohort, our data showed that expression levels of PCMT1, PFKL, XRCC4, 
PTMA, and TAGLN2 were up-regulated while MECP2 and TRMT5 were down-regulated in the tumor samples 

Figure 2 Selection of candidate genes related to BC prognosis using machine learning algorithms (A-B) Lasso Cox analysis. (C) Random forest (RF) analysis. (D) XGBoost 
analysis. (E) Venn diagram showed the overlapping genes identified by Lasso Cox, RF, and XGBoost.
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compared to the normal samples (p < 0.0001, Figure 4B). KM curves further revealed that high expression levels of 
MECP2, PCMT1, PFKL, TAGLN2, and XRCC4 while low expression levels of PTMA and TRMT5 indicated lower 
survival probability (Figure 4C).

Functions of Seven Hub Prognostic TMRGs
Additionally, the biological functions of seven prognostic hub TMRGs were explored using GSEA. These genes were 
mainly enriched in metabolic signaling pathways, such as oxidative phosphorylation (OXPHOS), glycolysis, mTORC1 
signaling, and PI3K/AKT/mTOR signaling (Figure 5A–G).

Figure 3 Construction of prognostic model using candidate TMRGs. (A) Multivariate Cox regression analysis. (B) Risk score distribution, overall survival (OS) time of each 
sample in the TCGA-BC cohort, and correlation heatmap of 7 prognostic TMRGs expression in each BC sample with high-risk or low-risk groups. (C) Kaplan Meier curve 
for patients in the high-risk and low-risk groups. (D) Receiver operator characteristic curve at 1-, 3-, and 5-year. (E) Risk score differences between different clinical groups. 
*P < 0.05, **P < 0.01, ***P < 0.001, ****P < 0.0001.
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Role of Seven Hub Prognostic TMRGs in Tumor Microenvironment
To further characterize the performance of the prognostic model and the role of hub TMRGs in TME, immune infiltration 
analysis was performed. Four types of cells (B cells, CD8 T cells, endothelial, and macrophages) showing significantly 
different fractions in high and low-risk groups were identified (p < 0.05, Figure 6A). T cells are strongly associated with 
anti-tumor effects. Given the significantly different CD8 T cells, we further compared TIDE scores between high and 
low-risk groups. However, no significant difference in the TIDE score was observed (Figure 6B). Figure 6C shows the 
correlation between these 4 cell types and 7 prognostic TMRGs. Specifically, PFKL, PTMA, and TRMT5 were 
significantly associated with B cells; PFKL, TAGLN2, and TRMT5 were associated with macrophages; and only 
PCMT1 was associated with CD8 T cells (Figure 6C).

Figure 4 Survival analysis of seven hub prognostic TMRGs. (A) Expression levels of MECP2, PCTM1, PFKL, PTMA, TAGL2, TRMT5, and XRCC4 in the high-risk and low- 
risk groups. (B) Expression of seven prognostic TMRGs in normal and tumor samples. (C) Kaplan Meier curve revealed the association of seven prognostic TMRGs’ 
expression levels with TCGA-BC patients’ survival probability; d: day. **P < 0.01, ****P < 0.0001.
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Drug Sensitivity Analysis of Seven Hub Prognostic TMRGs
The potential relationship between the expression of seven hub TMRGs and drug sensitivity was further explored using the 
CellMiner database. Our data showed that MECP2, PCMT1, PFKL, PTMA4, TAGLN2, TRMT5, and XRCC4 expression levels 
were correlated with sensitivity of 6, 5, 3, 32, 12, 8, and 5 drugs, respectively (Table S3). The results with the highest correlation 
were visualized in Figure 7. MECP2, PFKL, and XRCC4 levels were positively correlated with the sensitivity of Vemurafenib, 
Indibulin, and Ribavirin, respectively (Figure 7A–C), and expression levels of PCMT1, PTMA, and TRMTS were positively 
related to Chelerythrine sensitivity (Figure 7E–G). In contrast, TAGLN2 expression was negatively related to BP-1-102 
sensitivity (Figure 7D).

Expression of Seven Prognostic TMRGs in Cells
Finally, the expression of seven prognostic TMRGs was validated in vitro. As shown in Figure 8, expression levels of 
MECP2 and TRMT5 were reduced in the MDA-MB-231 cells compared with MCF-10A cells, while expression levels of 
the other five TMRGs were elevated in the MDA-MB-231 cells compared with MCF-10A cells (p < 0.05).

Figure 5 Functions of seven hub prognostic TMRGs. Gene set enrichment analysis revealed the functions of MECP2 (A), PCTM1 (B), PFKL (C), PTMA (D), TAGLN2 (E), 
TRMT5 (F), and XRCC4 (G).
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Discussion
Given the limitations of existing BC prognosis models, which rely heavily on clinical parameters and the anatomically 
focused AJCC TNM staging system that fails to accurately predict recurrence,24 more reliable models are needed to 
predict BC patient prognosis and enhance personalized treatment. A thorough analysis of clinical and biological 
characteristics is crucial for determining appropriate treatment options during clinical decision-making.25 Studies have 
shown that a composite measure combining clinicopathologic data with biomarkers can more accurately predict the 
benefit of different treatment regimens in BC patients.26 Telomere maintenance is crucial for tumorigenesis and cancer 
progression. In this study, a telomere maintenance-related seven-gene risk prognostic model was established using three 
machine learning algorithms. This model may assist clinicians in more accurately stratifying patient management and 
optimizing treatment strategies to improve long-term survival rates. Additionally, survival analysis revealed that MECP2, 
PCMT1, PFKL, PTMA, TAGLN2, TRMT5, and XRCC4 were identified as independent prognostic factors, and some 
drugs related to these seven TMRGs were acquired.

Telomere maintenance plays a crucial role in predicting cancer prognosis. Prognostic models based on telomere- 
related genes have been developed for various cancers, including head and neck squamous cell carcinoma,27 renal 
cancer,28 and colorectal cancer.29 Previous studies have highlighted that telomere maintenance mechanisms influence 
metastasis and treatment response in BC.30 In this study, we constructed a seven-gene prognostic model associated with 
telomere maintenance. The model effectively stratified BC patients into high- and low-risk groups and demonstrated 
excellent prognostic value. The risk score calculated by the model successfully differentiated patients across various 
ages, pathological features, and clinical stages.

Among the seven identified hub TMRGs, MECP2, PCMT1, PFKL, TAGLN2, and XRCC4 have been previously 
reported to be associated with BC. MECP2 is an important epigenetic regulator that has been linked to prognosis in various 
cancers. A pan-cancer analysis found that low expression of MECP2 is associated with better OS in BC.31 This study also 

Figure 6 Role of seven hub prognostic TMRGs in tumor microenvironment. (A) Immune cell infiltration analysis. (B) TIDE score in normal and tumor samples; ns: no 
significant. (C) Correlation heatmap between immune cells and prognostic genes; coe: coefficient. *P < 0.05, **P < 0.01, ***P < 0.001, ****P < 0.0001, ns: not significant.

https://doi.org/10.2147/BCTT.S506783                                                                                                                                                                                                                                                                                                                                                                                                                                                 Breast Cancer: Targets and Therapy 2025:17 234

Huang et al                                                                                                                                                                          

Powered by TCPDF (www.tcpdf.org)Powered by TCPDF (www.tcpdf.org)



found that high expression of MECP2 is associated with a worse prognosis in BC patients. However, when comparing tumor 
tissues with normal tissues, we observed a significant decrease in MECP2 expression in tumor tissues. Similarly, compared to 
the normal breast cell line MCF-10A, MECP2 expression was significantly downregulated in the triple-negative breast 
cancer (TNBC) cell line MDA-MB-231. This result is consistent with the study by Jiang et al, which found that compared to 
Luminal BC, MECP2 protein expression was almost undetectable in TNBC, and overexpression of MECP2 reduced the 
migratory ability of MDA-MB-231 cells.32 We speculate that MECP2 expression may differ among different BC subtypes. 
Specifically, in TNBC, the low expression of MECP2 may reflect the high heterogeneity and invasive characteristics. The 
expression pattern of MECP2 may depend on the stage of tumor progression and microenvironmental factors, such as tumor 
malignancy, local immune response, and intercellular interactions in TNBC. Therefore, although high expression of MECP2 
is associated with poor prognosis in some BC patients, its biological role may differ significantly across subtypes. Further 

Figure 7 Drug sensitivity analysis of seven prognostic TMRGs. Correlation of drug sensitivity with expression levels of MECP2 (A), PFKL (B), XRCC4 (C), TAGLN2 (D), 
PCMT1 (E), PTMA (F), and TRMT5 (G). *P < 0.05, **P < 0.01, ns: not significant.
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experiments and data analysis are needed to uncover the complex regulatory mechanisms of MECP2. PCMT1 is 
a methyltransferase that regulates cancer-related processes such as apoptosis by modulating proteins.33 High expression of 
PCMT1 in BC has been noted, and Guo et al identified it as a prognostic biomarker related to BC immune infiltration.34 We 
also observed high expression of PCMT1 in BC cells and tissues. PFKL, a subtype of PFK, plays a crucial role in glycolysis. 
Previous studies have shown that PFKL can predict the prognosis of BC patients.35,36 TAGLN2 is an actin-binding protein 
significantly overexpressed in BC tissues.37 Additionally, Liu et al found that overexpression of TAGLN2 enhances 
migration and invasion of human BC cells by activating the PI3K/AKT signaling pathway.38 XRCC4 is a DNA repair 
gene, and its high expression is significantly associated with poor progression-free survival in BC patients’ post- 
radiotherapy.39 It can also effectively predict the risk of BC metastasis.40 We observed high expression of PFKL, 
TAGLN2, and XRCC4 in BC tissues and cell lines.

Currently, there is limited research on PTMA and TRMT5 in BC, although their roles in other cancers have 
been studied. PTMA is a nuclear oncogene involved in cell cycle regulation, with overexpression associated with 
tumor aggressiveness and poor prognosis in glioma,41 colorectal cancer,42 and esophageal cancer.43 TRMT5 has 
been reported to be upregulated in liver cancer tissues, and knocking down TRMT5 inhibits liver cancer 
progression by enhancing cellular oxygen levels and inactivating the HIF-1 signaling pathway.44 In our study, 
PTMA was significantly overexpressed while TRMT5 was downregulated in BC tissues and cells. The specific 
roles of PTMA and TRMT5 in BC remain to be further investigated.

Telomere dysfunction in cells has been reported to result in enhanced glucose metabolism both in glycolysis and in the 
tricarboxylic acid cycle at the organismal level.45 We investigated the potential mechanisms of these hub TMRGs in BC, 
metabolic pathways such as OXPHOS, glycolysis, and PI3K/AKT/mTOR signaling were enriched. Aerobic glycolysis is the 

Figure 8 Expression of seven prognostic TMRGs in cells. *P < 0.05.
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most common form of abnormal metabolism in cancers, but cancer cells also utilize OXPHOS to produce ATP. BC exhibits 
extensive metabolic heterogeneity.46 Previous studies have observed upregulation of OXPHOS in BC tumor tissues, with 
proteins related to mitochondrial OXPHOS being overexpressed in BC cells.47,48 The PI3K/AKT/mTOR signaling pathway 
is important in cancer progression by regulating metabolism.49 The production of ROS during OXPHOS enhances the PI3K/ 
AKT pathway, thereby promoting tumor progression.50 Targeting PI3K/AKT/mTOR is a potential pathway to treat BC.51 

A previous study reported that the telomere maintenance-associated protein dyskerin triggers functional autophagy through 
inhibition of the PI3K/AKT/mTOR pathway.52 Another study demonstrated that PI3K/AKT signaling participated in 
telomere maintenance.53 In our study, GSEA showed that MECP2, PCMT1, PTMA, TAGLN2, and XRCC4 are associated 
with OXPHOS, glycolysis, or the PI3K/AKT/mTOR signaling pathway. These findings revealed that hub TMRGs may 
influence the development of BC by regulating metabolic pathways.

In this study, we preliminarily explored the prognostic value of TMRGs in BC patients. However, there were some 
limitations in the study. Our results were primarily based on public databases, with potential biases inherent, and future 
studies need to further verify the role of TMRGs through cell and animal experiments. Additionally, more research is 
needed to validate the potential molecular mechanisms of hub TMRGs in BC. Addressing these aspects was expected to 
enhance the understanding of telomere maintenance in BC, with the ultimate goal of improving personalized prognosis 
and developing targeted therapies.

Conclusion
Overall, this study emphasized the importance of TMRGs in BC prognosis and therapy. By identifying seven hub 
TMRGs and establishing a robust prognostic model, we demonstrated their utility as potential biomarkers for 
stratifying BC patients and optimizing treatment strategies. The findings not only deepen our understanding of the 
molecular mechanisms underlying BC, particularly the role of telomere maintenance but also pave the way for 
exploring targeted therapeutic approaches. Our results underscore the potential of TMRG-based interventions to 
improve personalized treatment, enhance prognostic accuracy, and ultimately contribute to better clinical outcomes 
for BC patients. This study provides a valuable framework for future research to further validate and expand the 
clinical applications of TMRGs in oncology.

Data Sharing Statement
Any additional data, not shared with this article, is available from the corresponding author on reasonable request.

Ethics Approval and Consent to Participate
The Ethics Committee of The First People’s Hospital of Jiande deemed that this research is based on open-source data, so 
the need for ethics approval was waived.

Funding
There is no funding to report.

Disclosure
The authors declare no competing interests in this work.

References
1. Zhang X, Wang C, Yu J, et al. Extracellular vesicles in the treatment and diagnosis of breast cancer: a status update. Front Endocrinol. 

2023;14:1202493. doi:10.3389/fendo.2023.1202493
2. Giaquinto AN, Sung H, Miller KD, et al. Breast cancer statistics, 2022. CA Cancer J Clin. 2022;72(6):524–541. doi:10.3322/caac.21754
3. Huang X, Song C, Zhang J, Zhu L, Tang H. Circular RNAs in breast cancer diagnosis, treatment and prognosis. Oncol Res. 2023;32(2):241–249. 

doi:10.32604/or.2023.046582
4. Zou J, Mai C, Lin Z, Zhou J, Lai G. Targeting metabolism of breast cancer and its implications in T cell immunotherapy. Front Immunol. 

2024;15:1381970. doi:10.3389/fimmu.2024.1381970
5. Tien AH, Sadar MD. Treatments targeting the androgen receptor and its splice variants in breast cancer. Int J mol Sci. 2024;25(3):1817. doi:10.3390/ 

ijms25031817

Breast Cancer: Targets and Therapy 2025:17                                                                                   https://doi.org/10.2147/BCTT.S506783                                                                                                                                                                                                                                                                                                                                                                                                    237

Huang et al

Powered by TCPDF (www.tcpdf.org)Powered by TCPDF (www.tcpdf.org)

https://doi.org/10.3389/fendo.2023.1202493
https://doi.org/10.3322/caac.21754
https://doi.org/10.32604/or.2023.046582
https://doi.org/10.3389/fimmu.2024.1381970
https://doi.org/10.3390/ijms25031817
https://doi.org/10.3390/ijms25031817


6. Rebello Alves L N, Dummer Meira D, Poppe Merigueti L, et al. Biomarkers in breast cancer: an old story with a new end. Genes. 2023;14(7). 
doi:10.3390/genes14071364

7. Dominguez-Cejudo MA, Gil-Torralvo A, Cejuela M, Molina-Pinelo S, Salvador Bofill J. Targeting the tumor microenvironment in breast cancer: 
prognostic and predictive significance and therapeutic opportunities. Int J mol Sci. 2023;24(23):16771. doi:10.3390/ijms242316771

8. Savicheva AM, Krysanova AA, Budilovskaya OV, et al. Vaginal microbiota molecular profiling in women with bacterial vaginosis: a novel 
diagnostic tool. Int J mol Sci. 2023;24(21):15880. doi:10.3390/ijms242115880

9. Yuan X, Dai M, Xu D. Telomere-related Markers for Cancer. Curr Top Med Chem. 2020;20(6):410–432. doi:10.2174/ 
1568026620666200106145340

10. Kim NW, Piatyszek MA, Prowse KR, et al. Specific association of human telomerase activity with immortal cells and cancer. Science. 1994;266 
(5193):2011–2015. doi:10.1126/science.7605428

11. Guterres AN, Villanueva J. Targeting telomerase for cancer therapy. Oncogene. 2020;39(36):5811–5824. doi:10.1038/s41388-020-01405-w
12. Leao R, Apolonio JD, Lee D, Figueiredo A, Tabori U, Castelo-Branco P. Mechanisms of human telomerase reverse transcriptase (hTERT) 

regulation: clinical impacts in cancer. J Biomed Sci. 2018;25(1):22. doi:10.1186/s12929-018-0422-8
13. Apolonio JD, Dias JS, Fernandes MT, et al. THOR is a targetable epigenetic biomarker with clinical implications in breast cancer. Clin Clin 

Epigenet. 2022;14(1):178. doi:10.1186/s13148-022-01396-3
14. Yang R, Han Y, Guan X, et al. Regulation and clinical potential of telomerase reverse transcriptase (TERT/hTERT) in breast cancer. Cell Commun 

Signal. 2023;21(1):218. doi:10.1186/s12964-023-01244-8
15. Elsharawy KA, Althobiti M, Mohammed OJ, et al. Nucleolar protein 10 (NOP10) predicts poor prognosis in invasive breast cancer. Breast Cancer 

Res Treat. 2021;185(3):615–627. doi:10.1007/s10549-020-05999-3
16. Karami S, Han Y, Pande M, et al. Telomere structure and maintenance gene variants and risk of five cancer types. Int, J, Cancer. 2016;139 

(12):2655–2670. doi:10.1002/ijc.30288
17. Xiao Y, Xu D, Jiang C, et al. Telomere maintenance-related genes are important for survival prediction and subtype identification in bladder cancer. 

Front Genet. 2022;13:1087246. doi:10.3389/fgene.2022.1087246
18. Ritchie ME, Phipson B, Wu D, et al. limma powers differential expression analyses for RNA-sequencing and microarray studies. Nucleic Acids Res. 

2015;43(7):e47. doi:10.1093/nar/gkv007
19. Yu G, Wang LG, Han Y, He QY. clusterProfiler: an R package for comparing biological themes among gene clusters. OMICS. 2012;16(5):284–287. 

doi:10.1089/omi.2011.0118
20. Walter W, Sanchez-Cabo F, Ricote M. GOplot: an R package for visually combining expression data with functional analysis. Bioinformatics. 

2015;31(17):2912–2914. doi:10.1093/bioinformatics/btv300
21. Chen H, Boutros PC. VennDiagram: a package for the generation of highly-customizable Venn and Euler diagrams in R. BMC Bioinf. 2011;12:35. 

doi:10.1186/1471-2105-12-35
22. Zeng D, Ye Z, Shen R, et al. IOBR: multi-omics immuno-oncology biological research to decode tumor microenvironment and signatures. Front 

Immunol. 2021;12:687975. doi:10.3389/fimmu.2021.687975
23. Regmi P, He ZQ, Lia T, Paudyal A, Li FY. N7-methylguanosine genes related prognostic biomarker in hepatocellular carcinoma. Front Genet. 

2022;13:918983. doi:10.3389/fgene.2022.918983
24. Ge X, Lei S, Wang P, Wang W, Wang W. The metabolism-related lncRNA signature predicts the prognosis of breast cancer patients. Sci Rep. 

2024;14(1):3500. doi:10.1038/s41598-024-53716-7
25. Puglisi F, Gerratana L, Lambertini M, et al. Composite risk and benefit from adjuvant dose-dense chemotherapy in hormone receptor-positive breast 

cancer. NPJ Breast Cancer. 2021;7(1):82. doi:10.1038/s41523-021-00286-w
26. Viale G, Regan MM, Dell’Orto P, et al. Which patients benefit most from adjuvant aromatase inhibitors? Results using a composite measure of 

prognostic risk in the BIG 1-98 randomized trial. Ann Oncol. 2011;22(10):2201–2207. doi:10.1093/annonc/mdq738
27. Zou J, Chu S, Bao Q, Zhang Y. Telomere maintenance genes-derived prognosis signature characterizes immune landscape and predicts prognosis of 

head and neck squamous cell carcinoma. Medicine. 2023;102(31):e34586. doi:10.1097/MD.0000000000034586
28. Li SC, Jia ZK, Yang JJ, Ning XH. Telomere-related gene risk model for prognosis and drug treatment efficiency prediction in kidney cancer. Front 

Immunol. 2022;13:975057. doi:10.3389/fimmu.2022.975057
29. Chen H, Pan Y, Lv C, He W, Wu D, Xuan Q. Telomere-related gene risk model for prognosis prediction in colorectal cancer. Transl Cancer Res. 

2024;13(7):3495–3521. doi:10.21037/tcr-24-43
30. Robinson NJ, Morrison-Smith CD, Gooding AJ, et al. SLX4IP and telomere dynamics dictate breast cancer metastasis and therapeutic 

responsiveness. Life Sci Alliance. 2020;3(4):e201900427. doi:10.26508/lsa.201900427
31. Wang Y, Zhang Y, Wang F, et al. Bioinformatics analysis of prognostic value and immunological role of MeCP2 in pan-cancer. Sci Rep. 2022;12 

(1):18518. doi:10.1038/s41598-022-21328-8
32. Jiang W, Liang YL, Liu Y, et al. MeCP2 inhibits proliferation and migration of breast cancer via suppression of epithelial-mesenchymal transition. 

J Cell Mol Med. 2020;24(14):7959–7967. doi:10.1111/jcmm.15428
33. Yan G, Qin Q, Yi B, et al. Protein-L-isoaspartate (D-aspartate) O-methyltransferase protects cardiomyocytes against hypoxia induced apoptosis 

through inhibiting proapoptotic kinase Mst1. Int J Cardiol. 2013;168(4):3291–3299. doi:10.1016/j.ijcard.2013.04.045
34. Guo J, Du X, Li C. PCMT1 is a potential prognostic biomarker and is correlated with immune infiltrates in breast cancer. Biomed Res Int. 

2022;2022:4434887. doi:10.1155/2022/4434887
35. Zhang X, Wang J, Zhuang J, et al. A novel glycolysis-related four-mRNA signature for predicting the survival of patients with breast cancer. Front 

Genet. 2021;12:606937. doi:10.3389/fgene.2021.606937
36. Wang J, Wang Y, Xing P, et al. Development and validation of a hypoxia-related prognostic signature for breast cancer. Oncol Lett. 2020;20 

(2):1906–1914. doi:10.3892/ol.2020.11733
37. Hao R, Liu Y, Du Q, et al. Transgelin-2 expression in breast cancer and its relationships with clinicopathological features and patient outcome. 

Breast Cancer. 2019;26(6):776–783. doi:10.1007/s12282-019-00981-4
38. Liu L, Meng T, Zheng X, et al. Transgelin 2 promotes paclitaxel resistance, migration, and invasion of breast cancer by directly interacting with 

PTEN and activating PI3K/Akt/GSK-3beta pathway. mol Cancer Ther. 2019;18(12):2457–2468. doi:10.1158/1535-7163.MCT-19-0261

https://doi.org/10.2147/BCTT.S506783                                                                                                                                                                                                                                                                                                                                                                                                                                                 Breast Cancer: Targets and Therapy 2025:17 238

Huang et al                                                                                                                                                                          

Powered by TCPDF (www.tcpdf.org)Powered by TCPDF (www.tcpdf.org)

https://doi.org/10.3390/genes14071364
https://doi.org/10.3390/ijms242316771
https://doi.org/10.3390/ijms242115880
https://doi.org/10.2174/1568026620666200106145340
https://doi.org/10.2174/1568026620666200106145340
https://doi.org/10.1126/science.7605428
https://doi.org/10.1038/s41388-020-01405-w
https://doi.org/10.1186/s12929-018-0422-8
https://doi.org/10.1186/s13148-022-01396-3
https://doi.org/10.1186/s12964-023-01244-8
https://doi.org/10.1007/s10549-020-05999-3
https://doi.org/10.1002/ijc.30288
https://doi.org/10.3389/fgene.2022.1087246
https://doi.org/10.1093/nar/gkv007
https://doi.org/10.1089/omi.2011.0118
https://doi.org/10.1093/bioinformatics/btv300
https://doi.org/10.1186/1471-2105-12-35
https://doi.org/10.3389/fimmu.2021.687975
https://doi.org/10.3389/fgene.2022.918983
https://doi.org/10.1038/s41598-024-53716-7
https://doi.org/10.1038/s41523-021-00286-w
https://doi.org/10.1093/annonc/mdq738
https://doi.org/10.1097/MD.0000000000034586
https://doi.org/10.3389/fimmu.2022.975057
https://doi.org/10.21037/tcr-24-43
https://doi.org/10.26508/lsa.201900427
https://doi.org/10.1038/s41598-022-21328-8
https://doi.org/10.1111/jcmm.15428
https://doi.org/10.1016/j.ijcard.2013.04.045
https://doi.org/10.1155/2022/4434887
https://doi.org/10.3389/fgene.2021.606937
https://doi.org/10.3892/ol.2020.11733
https://doi.org/10.1007/s12282-019-00981-4
https://doi.org/10.1158/1535-7163.MCT-19-0261


39. Wen Y, Dai G, Wang L, Fu K, Zuo S. Silencing of XRCC4 increases radiosensitivity of triple-negative breast cancer cells. Biosci Rep. 2019;39(3). 
doi:10.1042/BSR20180893

40. Yang Y, Li X, Hao L, et al. The diagnostic value of DNA repair gene in breast cancer metastasis. Sci Rep. 2020;10(1):19626. doi:10.1038/s41598- 
020-76577-2

41. Kumar A, Kumar V, Arora M, et al. Overexpression of prothymosin-alpha in glioma is associated with tumor aggressiveness and poor prognosis. 
Biosci Rep. 2022;42(4). doi:10.1042/BSR20212685

42. Zhang M, Cui F, Lu S, et al. Increased expression of prothymosin-alpha, independently or combined with TP53, correlates with poor prognosis in 
colorectal cancer. Int J Clin Exp Pathol. 2014;7(8):4867–4876.

43. Zhu Y, Qi X, Yu C, et al. Identification of prothymosin alpha (PTMA) as a biomarker for esophageal squamous cell carcinoma (ESCC) by label-free 
quantitative proteomics and Quantitative Dot Blot (QDB). Clin Proteomics. 2019;16:12. doi:10.1186/s12014-019-9232-6

44. Zhao Q, He Q, Chang H, et al. Targeting TRMT5 suppresses hepatocellular carcinoma progression via inhibiting the HIF-1alpha pathways. 
J Zhejiang Univ Sci B. 2023;24(1):50–63. doi:10.1631/jzus.B2200224

45. Missios P, Zhou Y, Guachalla LM, et al. Glucose substitution prolongs maintenance of energy homeostasis and lifespan of telomere dysfunctional 
mice. Nat Commun. 2014;5:4924. doi:10.1038/ncomms5924

46. Hu Y, Xu W, Zeng H, et al. OXPHOS-dependent metabolic reprogramming prompts metastatic potential of breast cancer cells under osteogenic 
differentiation. Br J Cancer. 2020;123(11):1644–1655. doi:10.1038/s41416-020-01040-y

47. Calderon-Gonzalez KG, Valero Rustarazo ML, Labra-Barrios ML, et al. Determination of the protein expression profiles of breast cancer cell lines 
by quantitative proteomics using iTRAQ labelling and tandem mass spectrometry. J Proteomics. 2015;124:50–78. doi:10.1016/j.jprot.2015.04.018

48. Kamada S, Takeiwa T, Ikeda K, Horie K, Inoue S. Emerging roles of COX7RP and mitochondrial oxidative phosphorylation in breast cancer. Front 
Cell Dev Biol. 2022;10:717881. doi:10.3389/fcell.2022.717881

49. Shiau JP, Chuang YT, Cheng YB, et al. Impacts of oxidative stress and PI3K/AKT/mTOR on metabolism and the future direction of investigating 
fucoidan-modulated metabolism. Antioxidants. 2022;11(5):911. doi:10.3390/antiox11050911

50. Gorrini C, Harris IS, Mak TW. Modulation of oxidative stress as an anticancer strategy. Nat Rev Drug Discov. 2013;12(12):931–947. doi:10.1038/ 
nrd4002

51. Pagliuca M, Donato M, D’Amato AL, et al. New steps on an old path: novel estrogen receptor inhibitors in breast cancer. Crit Rev Oncol Hematol. 
2022;180:103861. doi:10.1016/j.critrevonc.2022.103861

52. Maiello D, Varone M, Vicidomini R, et al. Dyskerin downregulation can induce ER stress and promote autophagy via AKT-mTOR signaling 
deregulation. Biomedicines. 2022;10(5):1092. doi:10.3390/biomedicines10051092

53. Landa I, Thornton CEM, Xu B, et al. Telomerase upregulation induces progression of mouse BrafV600E-driven thyroid cancers and triggers 
nontelomeric effects. mol Cancer Res. 2023;21(11):1163–1175. doi:10.1158/1541-7786.MCR-23-0144

Breast Cancer: Targets and Therapy                                                                                           

Publish your work in this journal 
Breast Cancer - Targets and Therapy is an international, peer-reviewed open access journal focusing on breast cancer research, identification of 
therapeutic targets and the optimal use of preventative and integrated treatment interventions to achieve improved outcomes, enhanced survival 
and quality of life for the cancer patient. The manuscript management system is completely online and includes a very quick and fair peer-review 
system, which is all easy to use. Visit http://www.dovepress.com/testimonials.php to read real quotes from published authors.  

Submit your manuscript here: https://www.dovepress.com/breast-cancer—targets-and-therapy-journal

Breast Cancer: Targets and Therapy 2025:17                                                                                           239

Huang et al

Powered by TCPDF (www.tcpdf.org)Powered by TCPDF (www.tcpdf.org)

https://doi.org/10.1042/BSR20180893
https://doi.org/10.1038/s41598-020-76577-2
https://doi.org/10.1038/s41598-020-76577-2
https://doi.org/10.1042/BSR20212685
https://doi.org/10.1186/s12014-019-9232-6
https://doi.org/10.1631/jzus.B2200224
https://doi.org/10.1038/ncomms5924
https://doi.org/10.1038/s41416-020-01040-y
https://doi.org/10.1016/j.jprot.2015.04.018
https://doi.org/10.3389/fcell.2022.717881
https://doi.org/10.3390/antiox11050911
https://doi.org/10.1038/nrd4002
https://doi.org/10.1038/nrd4002
https://doi.org/10.1016/j.critrevonc.2022.103861
https://doi.org/10.3390/biomedicines10051092
https://doi.org/10.1158/1541-7786.MCR-23-0144
https://www.dovepress.com
http://www.dovepress.com/testimonials.php
https://www.facebook.com/DoveMedicalPress/
https://twitter.com/dovepress
https://www.linkedin.com/company/dove-medical-press
https://www.youtube.com/user/dovepress

	Introduction
	Methods
	Data Collection
	Functional Enrichment Analysis of Differentially Expressed Genes (DEGs) inBC
	Identification of Differentially Expressed TMRGs
	Identification of Prognostic TMRGs Using Machine Learning Analysis
	Construction and Evaluation of Prognostic Model
	Tumor Microenvironment (TME) Analysis
	Drug Sensitivity Analysis
	Cell Lines and Cell Culture
	Quantitative Real-Time (qRT)-PCR
	Statistical Analysis

	Results
	Functions of DEGs and Identification of Differentially Expressed TMRGs inBC
	Selection of Candidate TMRGs Related toBC Prognosis
	Construction of Prognostic Model Using Candidate TMRGs
	Expression and Survival Analysis of Seven Hub Prognostic TMRGs
	Functions of Seven Hub Prognostic TMRGs
	Role of Seven Hub Prognostic TMRGs in Tumor Microenvironment
	Drug Sensitivity Analysis of Seven Hub Prognostic TMRGs
	Expression of Seven Prognostic TMRGs in Cells

	Discussion
	Conclusion
	Data Sharing Statement
	Ethics Approval and Consent to Participate
	Funding
	Disclosure

