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Abstract

BACKGROUND

Since the start of the 21 century, prostate cancer with lung metastasis (PCLM) has
accumulated significant scientific research output. However, a systematic
knowledge framework for PCLM is still lacking.

AIM
To reconstruct the global knowledge system in the field of PCLM, sort out hot

research directions, and provide reference for the clinical and mechanism research
of PCLM.

METHODS

We retrieved 280 high-quality papers from the Web of Science Core Collection
and conducted a bibliometric analysis of keywords, publication volume, and
citation frequency. Additionally, we selected differentially expressed genes from
global high-throughput datasets and performed enrichment analysis and protein-

protein interaction analysis to further summarize and explore the mechanisms of
PCLM.

RESULTS

PCLM has received extensive attention over the past 22 years, but there is an
uneven spatial distribution in PCLM research. In the clinical aspect, the treatment
of PCLM is mainly based on chemotherapy and immunotherapy, while diagnosis
relies on methods such as prostate-specific membrane antigen positron emission
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tomography/computed tomography. In the basic research aspect, the focus is on cell adhesion molecules and
signal transducer and activator of transcription 3, among others. Traditional treatments, such as chemotherapy,
remain the mainstay of PCLM treatment, while novel approaches such as immunotherapy have limited effect-
iveness in PCLM. This study reveals for the first time that pathways related to coronavirus disease 2019, cytokine-
cytokine receptor interaction, and ribosome are closely associated with PCLM.

CONCLUSION
Future research should focus on exploring and enhancing mechanisms such as cytokine-cytokine receptor
interaction and ribosome and improve existing mechanisms like cadherin binding and cell adhesion molecules.

Key Words: Prostate cancer; Lung metastasis; Chemotherapy; Immunotherapy; Bibliometric analysis; Enrichment analysis

©The Author(s) 2023. Published by Baishideng Publishing Group Inc. All rights reserved.

Core Tip: Discovering new insights into prostate cancer with lung metastasis (PCLM), this study presents a systematic
analysis of 280 high-quality papers and global datasets. The uneven distribution of PCLM research is highlighted. Notably,
this study uncovers the association of PCLM with pathways related to coronavirus disease 2019, cytokine-cytokine receptor
interaction, and ribosomes. While traditional treatments remain crucial, novel approaches like immunotherapy show limited
effectiveness. Future research should prioritize exploring mechanisms such as cytokine-cytokine receptor interaction and
ribosomes while enhancing existing mechanisms like cell adhesion molecules. This study’s innovative findings contribute to
the advancement of PCLM research, stimulating further exploration and potential improvements in diagnosis and treatment
strategies.
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INTRODUCTION

Prostate cancer (PC) is the second most common cause of cancer-related fatalities[1]. Globally, there are more than 1.4
million new cases of PC and over 370000 deaths related to PC each year[2]. Due to the prostate’s unique location and
function in the male anatomy, the early diagnosis and treatment of PC face numerous challenges[3]. Consequently, many
PC patients develop metastasis. Lung metastasis (LM) is a relatively common occurrence in PC, with over 10% of PC
patients experiencing LM[4]. Patients with PC with LM (PCLM) often present symptoms such as difficulty breathing,
persistent dry cough, chest tightness, hemoptysis, and pain, which significantly impact their overall health[5]. Moreover,
PCLM often accompanies metastasis to other organs or tissues[6,7], which complicates the treatment process and
increases patients’ suffering, further reducing the chances of a cure. Currently, treatment options for PCLM such as
radiation therapy, chemotherapy, and surgical resection impose significant physiological, psychological, and economic
burdens on patients due to their complex treatment procedures and high-risk operations, and these treatment strategies
have a limited ability to achieve a complete cure for PCLM[8-10]. Therefore, PCLM is a very harmful disease, regardless
of the clinical characteristics of PCLM or the base number of patients.

Over the past 22 years, researchers have increasingly focused on the field of PCLM. With the development of PCLM,
researchers have generated significant scientific output. However, as scientific output on PCLM has accumulated over the
years, the knowledge structure of PCLM has become both disorganized and a hindrance to research efficiency[11,12].
Bibliometrics, a method that quantitatively analyzes and measures literature information using statistical methods and
information technology has been widely applied in medical research with promising results[13-17]. Therefore, biblio-
metric analysis may provide a partial solution to the aforementioned challenges.

To comprehensively analyze and summarize the field of PCLM, this study retrieved relevant papers on PCLM from the
Web of Science Core Collection (WOSCC) and conducted a bibliometric analysis of the citation references and keywords.
Additionally, we conducted a preliminary exploration of potential biological behavior in the field of PCLM. This article
aims to help researchers interested in the field of PCLM grasp the research trends in this field more accurately and
quickly, and to deeply understand the related fields and technology development trends. We hope that this study can
provide inspiration and assistance in the development and promotion of the research field of PCLM on a global scale.
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MATERIALS AND METHODS

Collection of PCLM paper data

The data for PCLM papers were collected from the WOSCC (https:/ /www.webofscience.com/). The search strategy used
in this study was TS = ((“prostat* cancer”) OR (“prostat* carcinoma”)) AND ((“pulmonary metastas*”) OR (“lung
metastas*”) OR (“metasta* tumor of lung”) OR (“metasta* carcinoma of lung”) OR (“metasta* lung carcinoma”)).

The inclusion and exclusion criteria for PCLM papers in this study were as follows: (1) To avoid the impact of data
fluctuation due to WOSCC updates and restrictions, only papers published between 2000 and 2022 were included; (2) To
ensure analytical rigor, only research articles, review articles, and early access papers were included; (3) Due to
restrictions of the relevant software, only English-language papers were included; and (4) Finally, after manual screening,
papers that were not relevant to the topic were excluded. Therefore, 280 articles were included in this study (see
Figure 1).

CAH thzz data for this study were downloaded from WOSCC in BibTeX format on May 2, 2023, with the recorded content
being “full record” and “cited reference”. The data collection work was conducted separately by two authors. Any
discrepancies that arose between the two authors during this process were resolved through in-depth discussions
involving both authors and other collaborators to reach a consensus.

Bibliometric analysis of PCLM paper data

We utilized R software (version 4.2.2) for advanced statistical calculations, visualization, and comprehensive bibliometric
analysis. This included creating topic evolution maps and keyword temporal heat maps. Additionally, we employed
VOSviewer software (version 1.6.18) to handle large amounts of data and create keyword clustering visualizations.

Exploration of molecular mechanisms in PCLM

We searched the Gene Expression Omnibus, the Cancer Genome Atlas, Sequence Read Archive, and ArrayExpress
databases, to identify suitable human tissue datasets that included both PC and PCLM tissues. One dataset, GSE 74367,
met our inclusion criteria, and we downloaded the corresponding data. Using R software, we extracted expression
matrices from the dataset and identified differentially expressed genes (DEGs) specific to PCLM. The criteria for DEG
selection were |logFC| > 1 and P-value < 0.05. Subsequently, we performed gene ontology and Kyoto Encyclopedia of
Genes and Genomes analyses of the selected DEGs to gain preliminary insights into the potential molecular mechanisms
of PCLM. Furthermore, we utilized STING (version 11.5) and Cytoscape (version 3.9.1) to construct protein-protein
interaction networks for further analysis of PCLM mechanisms.

RESULTS

Spatial and temporal distribution and changes in PCLM knowledge volume

From a spatial dimension, Figure 2A illustrates the overall increasing trend in the publication and citation count of PCLM
papers since 2000. However, the annual publication trends appear to be less stable. This does not indicate that the PCLM
field has not received enough attention, but may be related to some bottlenecks encountered in the PCLM field. The
steady increase in citation counts over the years further supports this statement. In terms of spatial distribution, Figure 2B
reveals that developed countries have made significant contributions to the PCLM field, including the United States (130
papers), Japan (41 papers), Germany (27 papers), and Canada (20 papers), among others. This reflects the imbalance in
the development of PCLM research across different regions. Encouragingly, emerging economies such as China and India
are gaining importance and playing an increasingly significant role in the field.

Transition of hot topics in the PCLM field

Major hot directions in the PCLM field: Figure 3 illustrates that “expression”, “metastasis”, and “E-cadherin” are
popular keywords in the PCLM field. We conducted a co-occurrence analysis using VOSviewer to identify the main hot
directions in the PCLM field and provide an in-depth understanding of its knowledge composition. We selected 111
keywords with a frequency of occurrence greater than four times from the PCLM papers to construct a co-occurrence
network. Based on Figure 4 and Supplementary Table 1, the network can be primarily divided into four clusters. Cluster
1: Basic research on tumor metastasis mechanisms (red portion in Figure 4A) includes keywords such as epithelial-
mesenchymal transition (EMT), E-cadherin, adhesion, and migration. Cluster 2: Clinical treatment and related research
(green portion in Figure 4A) includes keywords such as therapy, surgery, radiotherapy, radical prostatectomy, gene
therapy, immunotherapy, and chemotherapy. Cluster 3: Clinical diagnosis-related research [blue portion in Figure 4A
includes keywords such as diagnosis, prostate-specific membrane antigen (PSMA), and positron emission tomography/
computed tomography (PET/CT)]. Cluster 4: Other basic research on PCLM (yellow portion in Figure 4A) includes
keywords such as signal transducer and activator of transcription 3 (STAT3), microenvironment, androgen receptor (AR),
mouse model, and angiogenesis. Surprisingly, recent hot topics, such as immunotherapy, are not emerging trends in this
field, while phrases related to chemotherapy and targeted therapy, such as abiraterone acetate, docetaxel, cabazitaxel, and
enzalutamide, are emerging keywords in this field (Figure 4B).

Evolution of hot topics in the PCLM field: Figures 5 and 6 demonstrate the evolution of hot topics in the PCLM field. In
recent years, themes such as interleukin (IL)-12, gene therapy, and ganciclovir therapy have experienced a significant
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Figure 1 Flowchart of data collection from papers on prostate cancer with lung metastasis.

decrease in attention. On the other hand, PET/CT and PSMA in the diagnostic domain, enzalutamide, abiraterone
acetate, and cabazitaxel in the clinical treatment domain, and metabolism and BReast-CAncer susceptibility gene 2 (
BRCA2) in the basic research domain have emerged as new hot topics. Meanwhile, immunohistochemistry, immuno-
therapy, radiotherapy, migration, and angiogenesis have remained long-standing hot topics in the PCLM field.
Additionally, it is surprising that terms related to bone metastasis, such as bone, bone metastasis, and bone scintigraphy,
have appeared with a relatively high frequency in the PCLM field.

Development status of major research topics in PCLM

We constructed a thematic strategic coordinate map based on Keyword Plus (ID) and Author Keywords (DE) in the
PCLM literature to determine the development status of major research topics. Figure 7 reflects the following themes in
the field of PCLM: Motor themes, including chemotherapy, docetaxel, migration, and mitoxantrone, which are important
and well-developed topics; niche themes, including Ga-68-PSMA, STAT3, and tumor-associated macrophages, which
currently have low impact but need further strengthening; emerging or declining themes, including cisplatin, immuno-
therapy, gene therapy, and IL-12; and basic themes, including PET/CT, radiotherapy, and radical prostatectomy, which
are important but have not yet received significant development in the field.

Exploration of the biological behavior of PCLM

We collected 12729 DEGs from a global dataset and compared PC patients without LM (i.e., locally metastatic) and PC
patients with LM. Among these DEGs, 6138 genes were upregulated, and 6591 genes were downregulated. Figure 8A,
which presents the gene ontology functional annotations, shows that, in the biological process category, there are
pathways such as regulation of the immune effector process and lymphocyte proliferation. The molecular function
category has pathways such as focal adhesion, while in the cellular component category, cytokine activity and cadherin
binding are prominent (Supplementary Table 2). Figure 8B, representing the Kyoto Encyclopedia of Genes and Genomes’
functional annotations, reveals pathways such as cell adhesion molecules, neuroactive ligand-receptor interaction,
salmonella infection, cytokine-cytokine receptor interaction, and the cAMP signaling pathway (Supplementary Table 3 ).
It is worth noting that the findings related to cadherin binding and cell adhesion molecules align with the previous
discussions, further confirming their promotional role in the development of LM in PC patients. To further investigate
and explore the relevant pathways of PCLM, we applied the maximal clique centrality method to identify the top 20 key
proteins from the cadherin binding and cell adhesion molecule pathways and construct a protein-protein interaction
network. We found that cell adhesion molecules are closely associated with the immunoglobulin superfamily, such as
CD8A, CD86, and ICAM1, as well as integrin family proteins, including ITGB1, ITGB2, and ITGAM (Figure 9A and
Supplementary Table 4). On the other hand, cadherin binding shows close correlations with calcium-binding proteins
from the cadherin family, such as CDH1, CDH5, and CDH11, as well as with catenin family proteins, such as CTNNA1
and CTNNBI (Figure 9B and Supplementary Table 5).
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Figure 2 Distribution and change in time and space of knowledge volume in the prostate cancer with lung metastasis field. A: Annual
publications and citations of papers on prostate cancer with lung metastasis (2000-2022); B: Thermal diagram of the time distribution of national/regional papers. The
b values represent the ratio of the total number of papers published in a country from 2000 to a certain year to the total number of papers published in a country.

DISCUSSION

PCLM is typically characterized by the presence of multiple nodules or areas of increased density in the lungs[18,19].
Metastatic lesions in the lungs can affect respiratory function and cause symptoms such as shortness of breath and chest
tightness[5,20]. They can also exacerbate pre-existing lung diseases in patients, leading to poor prognoses. Extensive
research efforts have been dedicated to understanding the biological behavior of PCLM, which has contributed to the
continuous development of clinical treatment strategies. In recent years, the explosive growth and widespread adoption
of bioinformatics, particularly next-generation sequencing technologies and single-cell sequencing, have enabled
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Figure 3 Word clouds of high-frequency keywords in the papers on prostate cancer with lung metastasis. A: Keywords plus; B: Author's
keywords.

researchers to delve into the molecular mechanisms of PCLM in depth, leading to unprecedented progress in the field.
However, the accumulation of scientific output over the years has resulted in a chaotic knowledge landscape in the field
of PCLM. Therefore, this study aimed to systematically reconstruct the global knowledge system of PCLM, providing a
reference for the future development of PCLM.

Spatial and temporal distribution and changes in scientific output in the PCLM field

In recent years, more systematic and precise screening and treatment have significantly improved the prognosis of PC up
to a point[21,22]. However, effective treatment of PCLM still faces significant challenges and requires further exploration
and breakthroughs[23]. Moreover, the number of PCLM patients is very large globally[1,2,4], which is further driving the
exploration of and research into PCLM by scholars worldwide. This is consistent with the expanding volume of PCLM
knowledge over the years. However, the uneven distribution of scientific output in the field of PCLM across regions in
the spatial dimension may be related to the social and scientific development capabilities of those regions[24]. This
implies that the uneven country/region distribution of scientific output about PCLM in the spatial dimension may be
related to two factors. First, developed countries and regions have invested more in healthcare resources and scientific
research infrastructure. Second, they have a higher number of research institutes, laboratories, and researchers. In
contrast, some developing countries or poor regions may face the challenges of limited funding and inadequate research
conditions, resulting in a relative lag in scientific research. In this way, a contradiction has arisen between developing
countries with limited medical technology but high PC morbidity and mortality and developed countries with advanced
medical technology but reduced PC morbidity and mortality[25,26]. Therefore, developed countries should proactively
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Figure 4 Analysis of the co-occurrence of all keywords in the papers on prostate cancer with lung metastasis. A: Network visualization map; B:
Overlay visualization map. The small circle represents the keyword. The area of the small circle represents the frequency of the keyword. The colors of the different
areas represent their categories. The lines of the connecting circles represent keywords that appear in an article simultaneously.

conduct international exchanges and cooperation in the field of PCLM to promote the sharing of data, funds and
equipment, technology and methods, and the establishment of international cooperation networks. Developing countries
should increase their investment in PCLM-related research and actively seek transnational cooperation in the future. This
will not only benefit the lives and health of the world’s people but will also benefit the development of the field of PCLM
by making full use of clinical resources and research due to the international cooperation network and the improvement
of the technological level of developing countries. Additionally, it is exciting that, in recent years, some developing
countries have been contributing more to research in the field of PCLM, which should further narrow the uneven spatial
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distribution of scientific output in PCLM.

Evaluation of hot research directions in the PCLM field
Researchers’ continuous exploration and attention worldwide have propelled ongoing iterations and updates in the field
of PCLM knowledge. These changes are primarily reflected in the aspects described next.

Clinical treatment directions in the PCLM field

In the early years, researchers such as Ren et al[27] utilized techniques like gene modification to enhance the expression of
interferon-beta in mesenchymal stem cells in a mouse model of PCLM and found that tumor cell apoptosis increased and
that natural killer cell activity, which is associated with anti-tumor activity, significantly increased. In addition, the
invasion and metastasis suppressor gene RhoGDI2 was identified by DNA microarray technology, and after the reconsti-
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Figure 6 Keyword time heat map. A: Keywords plus; B: Author's keywords. The values represent the ratio of the total frequency of the keyword from 2000 to a
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Figure 7 Theme strategic coordinate map. A: Keywords plus; B: Author's keywords. PET/CT: Positron emission tomography/computed tomography; IL-12:

Interleukin-12.

tution of RhoGDI2 in metastatic cancer cells, it was found that LM was inhibited and the motility of cancer cells in vitro
was reduced[28]. Therefore, interferon-beta and RhoGDI2 are considered effective potential targets for gene therapy.
Additionally, researchers combined AdV-tk gene therapy with radiotherapy and chemotherapy in a mouse model of
PCLM and found a significant reduction in lung nodules and cancer cell colonization in the lungs[29]. However, studies
have indicated that these gene therapies are challenging to deliver effectively to the tumor site, leading to inadequate
gene delivery and resulting in various adverse outcomes[30]. Currently, no effective clinical trials have successfully
addressed this challenge. As a result, gene therapy is currently considered a peripheral topic, and it is not surprising that
its popularity in the PCLM field has declined significantly in recent years.

In this field, radiation therapy has always been an important and highly regarded topic. In recent years, some reports
have shown promising results in the treatment of PCLM patients using 177Lu-PSMA radioligand therapy (Lu-PRLT)[31,
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Figure 8 Molecular pathway map of prostate cancer with lung metastasis. A: Bubble map of differentially expressed genes (DEGs) based on the gene
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Figure 9 Protein-protein interaction network graph of the top 20 key proteins ranked by the maximal clique centrality method. A: Cell
adhesion molecules; B: Cadherin binding.

32]. However, PCLM patients who are PSMA(-)/fluorescein Di-B-D-galactopyranoside (FDG)(+) may not benefit from
Lu-PRLT[33]. Therefore, some researchers have combined biologically guided radiation therapy with Lu-PRLT for
PSMA(-)/FDG(+) PCLM patients and found this combination therapy to be beneficial[33]. Moreover, there have been
case reports suggesting that the combination of stereotactic body radiation therapy and androgen deprivation therapy
(ADT) can confer benefits in terms of biochemical response and disease-free survival in PCLM patients[34]. However,
recurrences after radiation therapy in the treatment of PCLM frequently occur[35]. Furthermore, guidelines define
radiation therapy for PCLM as palliative treatment and do not recommend it as part of curative approaches[35].
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Therefore, although radiation therapy has broad prospects, it is considered a significant but underdeveloped topic in the
PCLM field due to the many challenges it currently faces.

Radical surgery, as a traditional topic, has been widely applied in clinical practice for PC. However, there is currently
insufficient evidence from evidence-based medicine and international guidelines to clearly define the role of radical
surgery in PCLM patients[36]. Thus, radical surgery is a significant but underdeveloped topic in the PCLM field. Studies
have shown that performing radical prostatectomy in animal models of PCLM can significantly reduce the number of
lung metastases[37]. Furthermore, research reports have indicated that when the criteria for resection are met, LM
resection as the preferred choice for PCLM patients can avoid or delay the use of ADT and its adverse effects,
significantly improving patient prognosis[35]. This also demonstrates the promising development prospects of radical
surgery in the PCLM field.

Immunotherapy, as an emerging direction, has been a topic of long-standing interest in this field. In the field of
immunotherapy for PC, treatment plans have limitations. One example is sipuleucel-T, the only United States Food and
Drug Administration-approved immunotherapeutic agent for metastatic desmoplasia-resistant PC, but it is indicated for
asymptomatic or minimally symptomatic patients only[38]. Inmune resistance poses another challenge in PC treatment.
Factors like low tumor mutation loads and the presence of immunosuppressive cells can disrupt the immune system and
create an immunosuppressive tumor microenvironment, leading to reduced therapeutic efficacy[39]. Additionally, there
can be adverse effects associated with immunosuppressant therapy. For instance, patients may experience immune-
related adverse events, such as ulceration of the lower lip[40]. Furthermore, the clinical utility of certain treatments has
yet to be validated. For example, a study by Komaru et al[41] that is currently in the animal experimentation stage has a
long way to go before its potential in clinical practice can be determined. In addition, there have been fewer studies on
relatively well-established immunotherapies in the field of PCLM relative to other treatments. These may be due to the
unclear mechanisms currently available, which do not provide a solid theoretical basis for the development of more
effective immunotherapies. These are significant barriers to the widespread clinical application of immunotherapy in
PCLM. However, in recent years, targeted and less toxic immunotherapies have shown better and sustained response
rates compared to conventional therapies. Immunotherapy has the potential to cure malignant tumors, including
metastatic melanoma, lung cancer, and others[42-45]. This also explains the broad prospects of immunotherapy, as it
emerges as a relatively new and promising hotspot in the strategic landscape (Figure 7). For example, recent research
reports have made clinical applications of oncolytic viruses, which can specifically replicate, proliferate, and destroy
PCLM cells through the nanodrug packaging approach[46]. Additionally, researchers have designed a spatially drug-
loaded M1 macrophage system in which M1 macrophage accumulates significantly in LM lesions, effectively enhancing
the infiltration of cytotoxic T cells into lung metastases and boosting local anti-tumor immunity[47]. If these approaches
could be widely implemented in clinical practice, a complete cure for PCLM might be within reach. In summary, the
exploration of immunotherapy in this field has been long and challenging. However, breakthroughs in new technologies
and a deeper understanding of molecular mechanisms in recent years have accelerated the progress of PCLM immuno-
therapy.

Contrary to immunotherapy, chemotherapy is a relatively new topic in the field of PCLM, despite being a traditional
subject. Currently, there are several main directions for chemotherapy, including docetaxel, cabazitaxel, and combination
therapy. Docetaxel is a well-established chemotherapy drug that has been proven to significantly prolong the survival of
PCLM patients[48-50]. However, most PCLM patients develop resistance to docetaxel, leading to disease progression[50].
As for cabazitaxel, a phase 2 clinical trial has shown that it can significantly alleviate or stabilize the condition of
metastatic castration-resistant PC and has the advantages of better tolerance and lower toxicity[51]. Furthermore, one
study designed a cabazitaxel nanoparticle carrier that can be inhaled by M2 macrophage vesicles and that, in experi-
mental models, was able to more effectively enter tumor tissue and inhibit over 93% of LM occurrences[52]. Additionally,
combining chemotherapy with targeted therapy or immunotherapy has shown promising efficacy against LM[53-55].
Chemotherapy is utilized in PCLM treatment, but it has limitations and challenges. One issue is resistance, such as the
enhancement of doxorubicin resistance in PC by the TrkB protein[50]. Additionally, PC cells display inherent and
acquired resistance to cisplatin, making it ineffective as a first-line chemotherapeutic agent for PC[56]. Most PC patients
who undergo ADT eventually develop castration-resistant disease[57]. Chemotherapy also has adverse effects. For
instance, potentially life-threatening events like neutropenia and febrile neutropenia can occur in patients with metastatic
PC who receive doxorubicin-related chemotherapy[58]. Furthermore, ADT for PC increases the risk of cardiovascular and
metabolic syndrome, which can lead to fatal outcomes[59]. Despite these treatment efforts, chemotherapy alone cannot
fully cure PCLM. However, in the context of the limitations of other non-traditional treatments, chemotherapy has been
widely adopted in clinical practice, and its efficacy has been clearly demonstrated, whether applied alone or in
combination with other therapeutic means. Hence, it is not surprising that chemotherapy is recognized as a mature and
important topic in this field.

In addition, in the field of targeted therapy, enzalutamide, a next-generation AR inhibitor, has been proven to
significantly prolong the survival of patients with metastatic PC, despite the inevitable resistance mediated by SPP1
through the phosphatidylinositol-4,5-bisphosphate 3-kinase/ protein kinase B (Akt) and extracellular regulated kinase 1/2
pathways or the reactivation and splice variants of the AR[60-62]. MiR-33b-3p inhibits metastasis by targeting DOCK4 in
PC[63]. We could enhance miR-33b-3p expression to overcome the poor efficacy of proteasome inhibitors in metastatic PC
in the future. It has also been reported that treatment with Lu-177-PSMA radioligand showed significant efficacy in PC
patients and responded favorably to the treatment and regression of lung metastases after PSMA radioligand therapy
(Lu-PRLT)[31]. High expression of C-C motif ligand 2 induced the production of carbon catabolite repression 4 (CCR4) in
PC cells, which promotes migration and invasion of PC cells through enhanced Akt phosphorylation[64]. This study
reveals CCR4 as a potential target for the treatment of PCLM. Putz et al[65] found that the cytokine signaling checkpoint
CIS plays an important role in the occurrence of PC with LM and has a promising future in the treatment of PCLM.
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Furthermore, in recent years, the emergence of abiraterone acetate has been confirmed by numerous studies to alleviate
lung metastases and significantly prolong the survival of PCLM patients, and it has been regarded as a safe and effective
treatment for many advanced PCLM patients[8,54,66,67].

In recent years, precision medicine has played an important role in a variety of diseases. In particular, tumors involve
alterations in the biological behavior of multiple genes. The biological behaviors of various tumors are complex and
diverse. Therefore, precision medicine with personalized treatment characteristics is a solution to the difficult problem of
PCLM, which is hard to cure completely. One study reported that AR plays dual and opposite roles in vasculature
encapsulating tumor clusters, emphasizing the complex function of AR and its importance in individualized cancer
therapy[68]. This study provides new insights into the complex regulatory network of AR in metastatic tumors and lays
the foundation for relevant precision medicine. It has also been reported that AuNSs@PDA-Ce6 nanoprobes significantly
reduced tumor growth and inhibited LM, which has considerable potential for precise therapeutic diagnosis and
metastasis inhibition[69]. In addition, Hlavac et al[70] revealed the characterization of prognostically distinct subgroups
with precision medicine value by targeted sequencing of blood and archival samples from LM patients. However,
regrettably, no mature precision medicine or personalized treatment for PCLM has been reported. In the future, precision
medicine will also be an important endeavor in the field of PCLM.

Clinical diagnostic approaches in the field of PCLM

PSMA has been widely utilized in the PC screening. Many researchers have combined PSMA with PET/CT for clinical
diagnosis. This includes the use of [99mTc]PSMA-T4 and 68Ga-PSMA-11, which have shown high efficacy in the
diagnosis and detection of metastatic PC and recurrence, outperforming traditional imaging techniques[71-75]. However,
there is still a notable false-negative rate in some patients[75]. Additionally, there are cases where lung metastases in PC
patients are PSMA-negative, rendering PSMA-PET/CT unsuitable for detecting such patients[76]. Furthermore, 18F-
fluorocholine PET/CT has shown higher specificity compared to traditional methods for staging PCLM patients, but its
sensitivity still needs improvement[77]. Therefore, although this approach has some influence in the field of PCLM,
several issues still need to be further addressed and developed in the future.

Exploratory mechanisms in the field of PCLM

In recent years, with the advancement and widespread application of bioinformatics, particularly the progress in second-
generation DNA sequencing and single-cell sequencing technologies, researchers have been able to identify key
molecules in PCLM more thoroughly and comprehensively, elucidating additional pathway mechanisms. This has led to
the emergence of new research hotspots in basic research.

In terms of organism metabolism, studies have found that Camkk2 not only mediates the metastasis and colonization of
PC cells in the lungs, but also disrupts normal metabolism, such as glucose and lipids, leading to the occurrence of
metabolic syndrome and other complications[78]. It has also been reported that the regulation of glutamine metabolism
can upregulate ARPCIA in PC cells, resulting in changes in the PC cell cytoskeleton and the cells” migration and invasion
of the lungs[79]. Furthermore, the regulatory role of the positive feedback loop between tryptophan hydroxylase 1 and f-
catenin/ZBP-89 signaling, as well as the modulation of microribonucleic acids in acidosis mediated by the Warburg
effect, can enhance the metastatic ability of PC cells[80,81]. These findings indicate a close relationship between organism
metabolism and the metastatic behavior of PC cells. In recent years, numerous studies have shown that mutations in
BRCA2, which possesses DNA repair functions, enhance the ability of PC cells to develop LM and other types of
metastases[8,82,83]. However, these studies are based on sporadic cases, and it is necessary to conduct more compre-
hensive and systematic research for supplementary validation. Regarding STAT3, CCL5 secreted by M2 macrophages
enriched in the PC tissue microenvironment can promote STAT3-dependent EMT, enhancing the resistance and
metastatic ability of PC cells toward the lungs[84]. In addition, immune checkpoints can inhibit T lymphocyte immune
responses through the EGFR/JAK1/STAT3 pathway, promoting PC progression and the occurrence of LM[85,86].
Encouragingly, based on the related mechanisms of STAT3, research has found that the traditional Chinese medicine
CFF-1 can effectively inhibit LM, prolong survival, and improve the quality of life for patients[85]. In terms of AR, PC cell
growth is androgen-dependent in vitro, and the level of androgens in the body is positively correlated with tumor size in
vivo[87]. Studies have also revealed that cell cycle proteins interact with AR, regulate the promoters of vascular
endothelial-derived growth factor and matrix metalloproteinase 2, and enhance their expression, thereby promoting PC
progression and increasing metastatic capacity[88]. These findings regarding AR indirectly provide theoretical evidence
for the development and improvement of new-generation targeted drugs, such as enzalutamide, an AR inhibitor. These
examples highlight the importance of translating basic research findings to clinical applications and improving PCLM
treatment.

In addition, some mechanisms of PC metastasis have become independent clusters (Figure 4), indicating that this
direction is relatively mature and independent as a hotspot. Studies have reported that the downregulation of E-cadherin,
a result of certain inducing factors, promotes the migration and invasion of PC cells[89]. It has also been found that
silencing AKT1 downregulates epithelial-associated E-cadherin and upregulates mesenchymal-associated N-cadherin,
promoting the occurrence of EMT closely related to PCLM[90]. Furthermore, some studies have indicated that decreased
cell adhesion caused by C-terminal binding protein or metabolic acidosis-induced abnormal expression of microribo-
nucleic acids enhances the metastatic ability of PC cells[81,91]. These findings suggest that abnormalities in cell-cell
connections can enhance the likelihood of PC cell metastasis.

Finally, the presence of phrases such as “rats” suggests that many research results are still in the cellular, animal, and
in vitro stages of experimentation and are still some distance from clinical translation. For example, the studies by
Komaru et al[41], Pan et al[89], and Azhati et al[92] are still in the cellular, animal, and in vitro experimental stages and a
long way from clinical practice. As mentioned above, PCLM scientific outputs represent countries/regions with a high
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level of PCLM research but with fewer clinical case data due to the small number of PCLM patients, while countries/
regions with high PCLM morbidity and mortality have a relatively weak level of research on PCLM. This may also be a
major obstacle to the translation of basic research results into clinical practice. For this reason, international collaboration
and knowledge sharing are particularly important. In addition, basic research often involves complex cellular, molecular,
and biological processes, which may lead to problems of instability and reproducibility of results. One strategy to address
this challenge is to increase the reliability and reproducibility of results through multicenter studies, validation
experiments, and mutual evaluation. Clinical translation requires significant financial and resource support. However,
research funding is often limited, and industry needs to consider commercial viability. Strategies to address this challenge
include seeking support from public and private funding, building partnerships, and exploring new sustainable financing
models. Thus, the translation of basic research findings into clinical applications is urgent in the context of the limited
effectiveness of contemporary treatment options. In conclusion, basic research on PCLM is important but
underdeveloped at the present time.

In addition, bone metastasis is a prominent point in the field of PCLM. This is mainly because LM often coexists with
bone metastasis and other metastatic lesions, while isolated PCLM is less common, accounting for approximately 20.4%
of all PCLM cases[6,7]. This highlights the complexity and refractoriness of PCLM. Therefore, further exploration of the
relevant mechanisms is necessary.

Summary and exploration of mechanisms in PCLM

The global state-of-the-art PCLM pathway map we have constructed suggests that LM in PC patients is likely closely
related to abnormalities in pathways, such as cadherin binding and cell adhesion molecules. This is in line with existing
reports and the information discussed herein. However, most of these studies have only associated adhesion or cadherin
abnormalities with PC cell migration and invasion, and there is still a lack of mature research revealing their specific roles
in in vivo metastasis. Nevertheless, the specific interactions between the immunoglobulin superfamily and the integrin
family, as well as the mechanisms leading to abnormal cell adhesion, have been elucidated in other tumors[93]. The
mechanisms by which members of the cadherin gene family regulate EMT and promote breast cancer metastasis have
also been identified[94]. Therefore, the interactions we have identified among the immunoglobulin superfamily and the
integrin, cadherin, and calcium-binding protein families in the cadherin binding and cell adhesion molecule pathways in
PCLM may be directions that merit further exploration in the field of PCLM.

Additionally, mutual interactions between coronavirus [coronavirus disease 2019 (COVID-19)] and LM of other tumors
have been reported[95-97]. Cytokine-cytokine receptor interaction and cytokine activity have been shown to be closely
associated with enhanced invasion in distant metastasis of thyroid cancer, lymph node metastasis of gastric adenocar-
cinoma, and liver metastasis of colon cancer[98-100]. Furthermore, the ribosomal protein S6 kinase, which is closely
related to EMT, invasion, and metastasis of tumor cells, has been proven to be an effective target for anticancer therapy
[101]. These findings indicate that COVID-19, cytokine-cytokine receptor interaction, and ribosomal pathways are closely
related to tumor metastasis and have broad clinical application value. However, the detailed roles of these pathways in
PCLM have not been reported. Therefore, these directions are also among worthy future explorations required in the field
of PCLM.

Limitations of this study and future work plans

Several limitations of this study deserve attention. First, although most data in this study were analyzed using computer-
based analysis methods that are objective, efficient, and relatively accurate, occasional errors that are difficult to avoid
and detect may have occurred. In the future, we should strengthen manual interventions to address this issue. Second,
due to the limitations of the analysis tools, our bibliometric analysis included only detailed data from English papers that
are available globally. Some high-quality, non-English papers may have been overlooked. In the future, we should
improve our analytical methods to further analyze these papers. Third, the paper data in this study came only from
WOSCC. In future, we should analyze data from multiple databases to complement and validate our results. Fourth, due
to the poor timeliness of the data, some emerging hotspots may have been overlooked. In the future, we should update
the data in a timely manner and improve the analysis methods to better capture emerging hotspots. Fifth, while we have
gained new insights into the pathways involved in the biological behaviors of PCLM, they still lack in vivo and in vitro
experimental verification. In the future, we should conduct further experimental validations related to these pathways.

CONCLUSION

In conclusion, with the continuous advancement of scientific technology in recent years, PCLM has received widespread
attention. In this study, we conducted a bibliometric analysis to summarize the global knowledge system of PCLM over
the past 22 years. This included clinical aspects based on chemotherapy and immunotherapy, diagnostic aspects based on
PSMA-PET/CT, and basic aspects based on cell adhesion molecules and STAT3. Although current treatment approaches
can improve the prognosis of PCLM patients to some extent, resistance to traditional therapies and the limitations of
novel therapies still prevent the complete cure of PCLM. Furthermore, we identified the close association of COVID-19,
cytokine-cytokine receptor interaction, and ribosome-related pathways with PCLM for the first time. Therefore, future
research in the field of PCLM should focus on exploring and enhancing mechanisms such as cytokine-cytokine receptor
interaction and ribosome-related pathways, and further improving existing mechanisms such as cadherin binding and
cell adhesion molecules. This study establishes a robust theoretical foundation for the advancement and enhancement of
novel therapeutic approaches with the potential to facilitate the full remission of PCLM as soon as possible.
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ARTICLE HIGHLIGHTS

Research background

Over the past 22 years, researchers have increasingly focused on prostate cancer (PC) with lung metastasis (LM),
generating significant scientific output, but the accumulated knowledge has become disorganized and hindered research
efficiency.

Research motivation

With the increase of researchers’ research enthusiasm in the field of PCLM over the years, scientific output has continued
to increase, but there is no complete PCLM knowledge structure system. The purpose of this article is to establish a
complete structural knowledge system and future development direction.

Research objectives

In order to further clarify the future development direction of PCLM, we reconstruct the global knowledge system in the
field of PCLM. This research aims to help researchers interested in the field of PCLM grasp the research trends in this
field more accurately and quickly, and to deeply understand the related fields and technology development trends. This
study can provide inspiration and assistance in the development and promotion of the research field of PCLM on a global
scale.

Research methods

The research gathered data on PCLM papers from Web of Science Core Collection (https://www.webofscience.com/)
using a specific search strategy, resulting in 280 high-quality articles published between 2000 and 2022. Data was
downloaded on May 2, 2023. We conducted a bibliometric analysis of keywords, publication volume, and citation
frequency. Additionally, we selected differentially expressed genes from global high-throughput datasets and performed
enrichment analysis and protein-protein interaction analysis to further summarize and explore the mechanisms of PCLM.

Research results

Over the past 22 years, PCLM has gained attention, with uneven research distribution. Clinically, chemotherapy and
immunotherapy are primary treatments, while diagnosis relies on prostate-specific membrane antigen and positron
emission tomography/computed tomography. Basic research focuses on cell adhesion molecules and signal transducer
and activator of transcription 3. Traditional treatments like chemotherapy dominate, but novel approaches like immuno-
therapy show limited effectiveness. This research unveils the coronavirus disease 2019 (COVID-19)-related pathway’s
newfound associations with PCLM.

Research conclusions

Recent scientific advancements have drawn attention to PCLM. This 22-year bibliometric analysis covered clinical
diagnostic, and basic aspects. Current treatment improves prognosis, but resistance and limitations persist. The study
identified novel associations with COVID-19 and pathways, suggesting future research should explore these mechanisms.
This research provides a foundation for advancing novel PCLM therapies.

Research perspectives
Future research should prioritize enhancing cytokine-cytokine receptor interactions and ribosomal mechanisms while
improving existing cadherin binding and cell adhesion molecules.
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