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Genetic analysis of potential biomarkers and therapeutic
targets in pyroptosis and glycolysis from endometriosis

Rui Gu,Shuqin Dai,Yajie Yue,Shaojie Zhao
T4 h R IR

Introduction: Endometriosis is a complex reproductive disorder characterized by the presence of endometrial
tissue outside the uterus. Inflammation and metabolic changes have been implicated in its development, specifically
through processes like pyroptosis and glycolysis. However, no comprehensive study reveals the functions of genes
related to these processes in endometriosis.

Methods: We utilized three Endometriosis datasets (GSE25628, GSE7305, GSE11691) from the GEO
database. We obtained Glycolysis—related and Pyroptosis—related genes from GeneCards and MSigDB databases.
After integrating and normalizing the data, we performed Differentially Expressed Genes(DEGs) and constructed
Glycolysis—Related and Pyroptosis—Related Differentially Expressed Genes (GR&PRDEGs). Furthermore,
functional enrichment and pathway regulation of GR&PRDEGs in Endometriosis were revealed using methods like
GSEA and GSVA. A diagnostic model for endometriosis was constructed using the SVM algorithm through LASSO
regression. Immunocyte infiltration in Endometriosis samples was explored through CIBERSORT and ssGSEA
algorithms to investigate differences between risk groups. Additionally, the study predicted transcription factors,
miRNA, RNA-binding proteins, and drug interactions related to key genes through various databases.

Results: The study identified 1924 DEGs between the endometriosis and control groups, with 218 of these
genes being GR&PRGs. Based on DEGs, 19 key genes related to glycolysis and pyroptosis were identified. The
SVM algorithm determined a diagnostic model with high accuracy and a low error rate when using 16 genes. This
model identified 5 key genes (LMNA, PECAM1, DNMT3A, HP, and PTX3) for endometriosis diagnosis. Enrichment
analysis revealed pathways related to inflammatory response, cholesterol efflux, and critical signaling cascades.
Additionally, based on CIBERSORT analysis, the key gene PECAM1 showed a significant positive correlation
with immune cells Macrophages M2, while showing a significant negative correlation with immune cells T cells
follicular helper. Based on ssGSEA analysis, the immune cell infiltration patterns differed significantly between the
high—risk and low—risk groups in endometriosis samples. In the low—risk group, immune cells Regulatory T cell
and MDSC showed a significant positive correlation, while in the high—risk group, immune cells Type 17 T helper
cell and Mast cell showed the strongest significant positive correlation. Lastly, regulatory networks incorporating
transeription factors, miRNAs, RNA-binding proteins, and potential drugs for key genes were constructed, providing
a comprehensive understanding of their regulatory landscape.

Conclusion: This study revealed the significant roles of Glycolysis—related and Pyroptosis—related genes in
endometriosis, constructed a potential diagnostic model, and provided crucial insights for a deeper understanding of
the disease mechanism and exploring novel therapeutic avenues.

Key Words bioinformatics, endometriosis, diagnostic, pyroptosis, glycolysis
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Analysis of clinical factors in endometriosis
of the abdominal wall

Qiucheng Jia,Jiming Chen
The Affiliated Changzhou Second People’ s Hospital of Nanjing Medical University

FURY . 0BT S as I RE 75 N RS ALAE IR RS A 2 16)7 MU RHIE .

Jridce BUBPE P HT20134F 1 H 22022412 H 16 R At BERHR A M 55— BR B 2 O IR BE 18 AL IR S oz
RESBE o AR AL R BRI O 7 AT 4020, RS A 22 57

SR SLON AR RE TR NS AR SR 2280, b A IR TR 21001, A E YT 0 FAR S
1661, A FE WU T ARG, UM 75 RS AR 1B, J5UA MR I P IS S e 178491, Ik
SEAR A PR 1780 . RO S R, BT A AL PE RS 2. B AEBMI, B 7 0O
TR AR S L BE I E] 7 A GET27 35 (p<0.05) o MRAERIEHREE 3 A A | 7 B



SRR B A v kA A A KA REX

i

TUFIREARTY . = F eI . CA125 kb R EAS . ToRMSTA] | A5 A3 g ik 8] D7 T A7 22 57
(p<0.05) o FE =I5 1) %) R BE T 5 A RS 07 A8 1) K AF O A8 2 15 22 T 552 (p>0.05) o &
MRERA R, WESRAUG XL 7 Y S

458 AWERNL AR ZWIFTAIGIT o [FZRBUIG PR BN, AR AR CA 125350 Rl iR B 7 )
TR REIR (NMR ) Al I T2css IS Wl oS A AR R 46

Key Words Abdominal wall endometriosis; surgery; lesion typing;

Primary lymphoid malignant tumours of the female
genital system

Qiucheng Jia,Jiming Chen
The Affiliated Changzhou Second People’ s Hospital of Nanjing Medical University

Lymphoma is a general term for a group of malignant tumours of the lymphohematopoietic system with an
incidence of approximately 6.6 per 100,000 people. Of these, 90% are non—Hodgkin’ s lymphomas [1]. Non-
Hodgkin’ s lymphoma can occur in the lymph nodes or extra—nodally and usually presents as a progressively
enlarged, painless mass. The most common sites are the gastrointestinal tract, neck and central nervous system,
but it can also occur in rare sites such as the liver, lung and bladder. Approximately 0.5%—-1.5% of extranodal
lymphomas present as lymphomas of the female reproductive system, of which 75% are primary. According to
statistical analysis, primary lymphomas of the female reproductive system are most commonly found in the ovary,
cervix and uterus. We will report one case of primary uterine lymphoma with uterine lesions as the first symptom,
two cases of asymptomatic primary ovarian lymphoma and one case of vulvar lymphoma.

Key Words Non—Hodgkin’ s lymphoma; primary female reproductive system; uterine lymphoma; ovarian

lymphoma; vulvar lymphoma;
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An analysis of the role of GAB2 in pan—cancer from a

multidimensional perspective

Y1 Yin,Yong LILRui Ji

Nantong Tumor Hospita

Backgroud: The purpose of this study was to explore the potential oncogenic roles of GAB2 (Grb2-associated
binder 2) based on the TCGA (The Cancer Genome Atlas).

Methods: The expression of GAB2 mRNA in tumor and normal tissues, from TCGA and GTEx (The Genotype—
Tissue Expression) databases, was analyzed. The effect of the expression of GAB2 mRNA on survival rate of
different cancers was evaluated by Kaplan—Meier Plotter. We utilized the CPTAC (The Cancer Genome Atlas
Project) database to examine the expression of phosphorylated GAB2 across various tumor types. We investigated
the effects of mutation features on the occurrence and development of human cancers by ¢BioPortal and COSMIC.
Using the database, we

conducted an analysis of molecular compounds that have the potential to interact with GAB2 through
molecular docking. Moreover, we used the TIMER to investigate the potential correlation between the infiltration
level of different immune cells and GAB2 gene expression. Results: In TCGA database, GAB2 mRNA shows higher
expression in CHOL, KICH, KIRC, LIHC, PCPG and HCA. Based on the combination of the TCGA and GTEx, the
expression of GAB2 mRNA was higher in tumor tissue in LGG. Increased expression of GAB2 mRNA was associated
with poor OS in BLUC, LUSC and UCEC. Cancer, such as BRCA, LUAD, OV, UCEC, COAD and KIRC, showed
variations in GAB2 phosphorylation levels between normal tissues and primary tumor tissues. ‘ Amplification’ ,as
the main mutation type, was found in various TCGA cancers. We observed a significant positive correlation between
the immune infiltration of CD8+ T—cells and GAB2 expression in PCPG, PRAD, SARC. Conclusion: Through
bioinformatics analysis, our study provides a comprehensive understanding of the oncogenic roles of GAB2.

Key Words GAB2, cancer, prognosis, phosphorylation, Immune infiltration
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RINA—seq analysis reveal the predictive value of necroptosis—
related IncRINAs in human endometrial cancer

Zhiquan Qin1’2,Dan Chenl,Ting Xue',Hao Wu?’,Qianyu Chen3,Boqun Xu'
1. the Second Aftiliated Hospital of Nanjing Medical University
2. Wuxi maternal and Child Health Hospital
3. the Affiliated Sir Run Run Hospital of Nanjing Medical University

Objective: Necroptosis, an inflammatory programmed cell death (PCD), plays a role in neoplastic diseases,
but its association with clinical prognosis and tumor microenvironment (TME) status in endometrial cancer (EC)
patients remain unexplained.

Methods: Transcriptome and clinical data of Uterine Corpus Endometrioid Carcinoma (UCEC) cohort were
collected from TCGA and CPTAC database. Then, Lasso regression analysis, and univariate and multivariate Cox
regression analysis were performed to screen necroptosis—related IncRNAs for constructing a model to predict EC
prognosis and assess TME status. Finally, we validated this prediction model using CPTAC-UCEC cohort and data
from single—cell RNA-sequencing (scRNA-seq) and publicly available databases (UALCAN, CPTAC and HPA).

Results: The model was established with eight necroptosis—related IncRNAs. Based on the median of
risk score, the patients were classified as high—risk or low—risk groups. The time—dependent receiver operating
characteristics curve (ROC) demonstrated a promising prognostic value of the model. The immune cell infiltration,
immunological function, and TME were compared between two risk groups. The immune checkpoints and half-
maximal inhibitory concentration (IC50) differed significantly, suggesting the model might be used to evaluate the
indication for UCEC therapy.

Conclusion: Findings from scRNA-seq and public databases indicated a robust link between necroptosis
and EC prognosis. The model of necroptosis—associated IncRNAs can accurately predict the prognosis of EC and
evaluate the status of TME, and may be used in individualized therapy for EC patients.

Key Words necroptosis, IncRNA, endometrial cancer, Lynch syndrome, single-cell RNA-seq
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Epidemiological Characteristics of Overweight versus
Normal-weight Women Referred for Colposcopy: a
Cross—sectional Study

Aiyuan Wu' R ezhake Remila’, Wang Sumeng’, Wang Dou’,
Xue Peng3,Abulizi Guzhalinuerz,Qiao Youlin®*,Zhao Shaojiel
1. Wuxi Maternity and Child Health Care Hospital, Wuxi School of Medicine, Jiangnan University
2. The Affiliated Cancer Hospital of Xinjiang Medical University
3. School of Population Medicine and Public Health, Chinese Academy of Medical Sciences and Peking
Union Medical College
4. National Cancer Center/National Clinical Research Center for Cancer/Cancer Hospital, Chinese
Academy of Medical Sciences and Peking Union Medical College
5. School of Public Health, Xinjiang Medical University

Background: The overweight women are at higher risk of cervical cancer. This study aimed to evaluate the
infection status of high—risk (hr) human papillomavirus (HPV) and the accuracy of different tests in detecting high
grade cervical lesions among overweight women compared with normal-weight women.

Methods: This cross—sectional study was conducted in the Wuxi Maternity and Child Health Care Hospital
from September 2023 to January 2024. A total of 720 out of 1146 women with complete medical records of
demographic and clinical characteristics were enrolled on the colposcopy clinic. HrHPV infection status, cytology
abnormality rates, detection rates of cervical intraepithelial neoplasia (CIN) grades and cancer, and clinical
performance of triage tests were evaluated by Body Mass Index (BMI) levels, which were classified into two groups
as overweight women (BMI = 24 kg/m2) and normal-weight women (BMI < 24kg/m2). The performance of different
screening strategies were evaluated in both groups.

Results: The hrHPV infection rate of overweight women (73.0%) was not significantly lower than that of
normal-weight women (78.6%) by the GenoArray test (p=0.09) and by HC2 test (68.5% vs 71.0%, p=0.53). The
positive rates of most frequent hrHPV subtypes of overweight women versus normal-weight women were HPV16
(31.1% vs 39.1%, p=0.03), followed by HPV52 (7.6% vs. 11.9%, p=0.06), HPV53 (7.0% vs 6.3%, p=0.71), HPV58
(6.3% vs 8.7%, p = 0.24), and HPV18 (6.0% vs 6.6%, p=0.75). The detection rates of CIN lesions were lower among
overweight versus normal-weight (28.3% vs 37.4%, p=0.01), while the detections rate of cancer was slightly higher
but not significant (7.2% vs 4.6%, p=0.14). The clinical performance of different screening strategies were similar
between overweight and normal—weight women.

Conclusion: The detection rate of cervical precancerous lesions was lower in overweight women than normal—
weight women, indicating that higher attention should be given to overweight women to decrease the underdiagnosis.

Key Words Overweight; Human papillomavirus (HPV); Cervical Intraepithelial Neoplasia (CIN); Screening.
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Prognostic and immunotherapeutic potential of

regulatory T cell—associated signature in ovarian cancer

Yinglei Liu
HiB T —ARER

Tumour—induced immunosuppressive microenvironments facilitate oncogenesis, with regulatory T cells (Tregs)
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serving as a crucial component. The significance of Tregassociated genes within the context of ovarian cancer
(OC) remains elucidated insufficiently. Utilizing single—cell RNA sequencing (scRNA-Seq) for the identification
of Treg—specific biomarkers, this investigation employed single—sample gene set enrichment analysis (ssGSEA)
for the derivation of a Treg signature score. Weighted gene co—expression network analysis (WGCNA) facilitated
the identification of Tregcorrelated genes. Machine learning algorithms were employed to determine an optimal
prognostic model, subsequently exploring disparities across risk strata in terms of survival outcomes, immunological
infiltration, pathway activation and responsiveness to immunotherapy. Through WGCNA, a cohort of 365 Treg—
associated genes was discerned, with 70 implicated in the prognostication of OC. A Tregs—associated signature
(TAS), synthesized from random survival forest (RSF) and Least Absolute Shrinkage and Selection Operator (LASSO)
algorithms, exhibited robust predictive validity across both internal and external cohorts. Low TAS OC patients
demonstrated superior survival outcomes, augmented by increased immunological cell infiltration, upregulated
immune checkpoint expression, distinct pathway enrichment and differential response to immunotherapeutic
interventions. The devised TAS proficiently prognosticates patient outcomes and delineates the immunological
milieu within OC, offering a strategic instrument for the clinical stratification and selection of patients.

Key Words machine learning, ovarian cancer, regulatory T cell, tumour immune microenvironment

Causal effects of gut microbiota on endometriosis: A
two—sample Mendelian randomization study

Xuan Ji',Yunlang Cai’
1. School of Medicine, Southeast University
2. Department of Obstetrics and Gynecology, Zhongda Hospital, School of Medicine, Southeast

University

Background: Many previous studies have shown that human gut microbiota (GM) dysbiosis may be one of the
significant causes of endometriosis (EMS). GM can affect the growth and diffusion of endometriotic tissue in various
ways, as part of the endometriosis micro—environment, However, clinical observational studies cannot clarify the
potential causal relationship between GM and EMS, because GM is affected by many factors, including medicine,
age, diet, etc. This study aimed to investigate whether there was a causal association between GM and EMS.
Mendelian randomization (MR) analysis can reveal the causal relationship between exposure and outcome by using
instrumental variables (IVs). Recently, many studies have used MR analysis to explore the relationship between GM
and different diseases, but its causal relationship with EMS has not been explored. In this study, we selected GM
as the exposure and EMS as the outcome for MR analysis to investigate the causal relationship between them and
provide a theoretical basis for further research on the pathogenesis of EMS.

Methods: We obtained the summary—level data of GM and EMS from a genome—wide association study (GWAS).
To ensure the robustness of data and the accuracy of results, we conducted a quality inspection on the SNPs of GM
to obtain qualified IVs. Firstly, we selected IVs at P<1 x 10-5 to acquire more comprehensive results. Secondly, to
reduce the linkage disequilibrium (LD) between SNPs, we perform LD—clumping (12<0.001, distance=10,000kb)

on all the IVs, and delete the SNPs that do not conform to the assumption. Thirdly, to avoid the impact of alleles on
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the causality between GM and EMS, the exposure data and outcome data were harmonized to remove palindrome
SNPs. Then a two—sample Mendelian randomization (MR) analysis was conducted to identify the potential causal
relationship between GM and EMS. As for the MR analysis, we mainly used the inverse variance weighted (IVW)
method to analyze the causality. The sensitivity analysis was used to verify the reliability of MR analysis results.
We applied the “TwoSampleMR” package in the R software (Version 4.2.1) to perform all statistical analyses. If
P<0.05, the potential causal effect is statistically significant.

Results: (1) Selection of IVs related to GM: The final MR analysis included 2,073 SNPs related to 196 GM
taxa for EMS. All SNPs showed sufficient validity (F- statistic ranged from 12.18 to 88.43, all F>10), indicating
that the effect estimates of causality were unlikely to be affected by weak instrumental variables. (2) MR analysis:
The results of the IVW method confirmed that a total of 8 GM taxa were causally related to the risk of EMS. Class—
Melainabacteria (p=0.036), family—Ruminococcaceae (p=0.037) and genus—FEubacteriumruminantium (p=0.015)
had a protective effect on EMS, whereas order—Bacillales (p=0.046), family—Prevotellaceae (p=0.027) , genus—
Anaerotruncus (p=0.025) , genus—Olsenella (p=0.036) and genus—RuminococcaceaeUCG0O02 (p=0.035)
could increase the risk of EMS. (3) Sensitivity analysis: Cochrane’ s Q test (P>0.05), MR—-Egger intercept
method(P>0.05), and leave—one—out method confirmed the robustness of MR results.

Conclusion: This study identified a causal relationship between 8 GM taxa and EMS. These taxa may become
tools for the indirect diagnosis of EMS and will open up new thinking for the research on the pathogenesis, diagnosis,
and treatment of EMS.

Key Words endometriosis, gut microbiota, Mendelian randomization analysis, genome—wide association study,

instrumental variables

Real—world survival analysis of platinum-—resistant
recurrent ovarian cancer: A multi—center retrospective
study from China

Qing Wang,Bei Zhang

Xuzhou central hospital

Objective: This study aims to describe clinical outcomes and characteristics of patients diagnosed with
platinum-resistant recurrent ovarian cancer (PRROC) in a real-world setting. Comparing clinical outcomes
(progression free survival [PFS] and overall survival [OS]) in PRROC provides researchers with valuable insight
into the current treatment status, effectiveness, and contributory factors of PRROC. The study serves as a foundation
for refining treatment strategies in the future.

Patients and Methods: The study included 504 patients who were diagnosed with PRROC from six tertiary
hospitals in China during January 2018 and December 2023, and evaluated the characteristics, treatment patterns
and outcomes of these people. In addition, background factors of patients were identified, and independent
prognostic factors for OS were investigated.

Results: In this cohort of 504 patients diagnosed with PRROC, the most common regimen was single—agent

chemotherapy(54.96%). 228 patients (45.24%) received platinum—containing regimen. About 4.76% of the cohort
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participated in clinical trials and 7.14% received PARPi monotherapy. Compared to single—agent nonplatinum
chemotherapy group, platinum—based combination chemotherapy group showed signifcantly longer PFS (5.6 vs.
4.0 months;p<0.0001)and OS (15.9 vs. 13.0 months;p=0.0057). Although not statistically signifcant, PARPi
monotherapy group tended to improve PFS(4.5 vs. 4.0 months;p=0.15) and OS(13.1 vs. 13.0 months;p=0.56)
compared with single—agent nonplatinum chemotherapy group. Improvements in efficiencies were observed after
adding antiangiogenic therapy to platinum—based combination chemotherapy and single—agent nonplatinum
chemotherapy. The independent prognostic factor for OS was progression—free interval (PFI), histology type and
clinical trial participation.In the subgroup of patients received platinum—based combination chemotherapy,patients
with PFI 3-6 months retreated with platinumbased chemotherapy had longer OS when compared to patients with
PFI 3-6 months (16.47 months vs 12.83 months, 95% CI: 1.149 - 2.006, P=0.0044)

Conclusions: In this real-world cohort, patients diagnosed with PRROC, particularly in patients with PFI 3-6
months, may experience substantial benefits from the re—administration of platinum agents, suggesting that platinum
rechallenge therapy could represent a promising treatment approach for PRROC. Entrying onto an early—phase trial
of a new drug or combination is also a promising option for PRROC patients,meanwhile,challengeing clinical trial
design and criteria for patient selection are an important area of focus.

Key Words Platinum-resistant recurrent ovarian cancer (PRROC); real-world study; treatment patterns;

survival analysis; targeted therapy

The Potential Diagnostic Role of Molecular
Characterization in a POLE—Mutated Endometrial

Cancer and Ovarian Cancer Patient

Mengmeng Lv,Fei Deng,Jin Lu,JINGJING XU, YINAN WU
Jiangsu Cancer Hospital and Jiangsu Institute of Cancer Research and the Affiliated Cancer Hospital

of Nanjing Medical University, Department of Gynecologic Oncology, Nanjing, Jiangsu Province,
People’ s Republic of China

Diagnosing the synchronous endometrial and ovarian cancer (SEOs), or identifying metastatic cancer with the
same histological type, is a challenging task. This case report describes a 54—year—old female with simultaneous
presence of ovarian cancer and endometrial cancer.

In this case, who was in the postmenopausal stage, underwent a comprehensive surgical procedure and the
postoperative pathological results indicated that adenocarcinoma were found both in the endometrium and the right
ovary. Combining immunohistochemical markers, the diagnosis tends toward serous carcinoma or endometrial
adenocarcinoma, which was atypical. Initially, pathology experts faced challenges in definitively diagnosing the
SEOs or MC based solely on immunohistochemistry and morphological information, and according to clinical
diagnostic criteria, the diagnosis is not clear which presented challenges in making treatment decisions.

To explore genetic alterations in OC and EC, we utilized a 1123—gene panel for validation, offering a
comprehensive genetic assessment. Tumor cell content was 60% in ovarian and 20% in endometrial tissues. Next—

generation sequencing (NGS) revealed extremely high Tumor Mutation Burden (TMB) in both OC (TMB=249.15Mut/
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Mb) and EC (TMB=268.06 Mut/Mb) , along with POLE and TP53 mutations. Both samples carried the POLE P286R,
TP53 R213*, and PTEN G293*. Positive Homologous Recombination Deficiency (HRD) status was observed
in ovarian samples with ATM, FANCL, and RAD51B mutations. Both samples displayed microsatellite stability (MSS)
and low PD-L1 expression. The software package CNVkit(8) was used for somatic copy number alterations (CNV)
for EC and OC.

Based on the NGS results, The shared mutations were detected across two different lesion sites, including
POLE, PTEN, and TP53. The allele frequencies of shared variants exhibited an increase from the uterine
endometrium to the ovaries. Pathogenic mutations in ovarian cancer and endometrial cancer can disrupt critical
biological processes, including the cell cycle, immune response, and developmental pathways. Meanwhile, the
patient underwent an evaluation of the molecular subtypes of endometrial cancer and received a diagnosis of the
POLE mutation subtype. NGS’ s ability to discern molecular signatures suggests a subtype of metastatic ovarian
endometrioid carcinoma in this patient, underscoring the diagnostic significance of molecular profiling in SEOs.

In conclusion, molecular features and gene mutation analysis can serve as invaluable complementary

diagnostic and prognostic tools for cases with unclear diagnoses in clinically and pathologically.

Key Words Endometrial Cancer , Ovarian Cancer, next—generation sequencing , molecular diagnoses, POLE-

mutation
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ANE L RIS . AR TS R AR, HRTE miR —1260b s R i 2 1 J5 X 45 2 g 2 i Y L
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Long—term maintenance of GnRH—a combined with

dienogest revives patients with pulmonary endometriosis

Qiucheng Jia,Jiming Chen
The Affiliated Changzhou Second People’ s Hospital of Nanjing Medical University

Pulmonary endometriosis is a rare form of endometriosis in which endometrial tissue is thought to migrate to
the lungs and, with the onset of menstruation, the ectopic foci bleed, causing a range of pulmonary manifestations.
In this paper we have collected the clinical data of two patients with pulmonary endometriosis, both of whom
presented with haemoptysis as the first symptom and had a history of endometriosis. After 6 courses of treatment
with gonadotropin-releasing hormone analogues followed by maintenance treatment with dienogest, the patients’
haemoptysis symptoms were relieved, the CT lesions in the lungs were significantly resorbed compared with the
previous ones, and no recurrence was observed at long—term follow—up.

Key Words pulmonary endometriosis; cyclic haemoptysis; conservative treatment; dienogest;

A preliminary study on the effects of Xiang shao
granules on reproductive endocrinology in drugged
ovariectomised rats

Qiucheng Jia,Jiming Chen
The Affiliated Changzhou Second People’ s Hospital of Nanjing Medical University

Objective: To establish a rat model of pharmacological ovariectomy by GnRH-a injection and to preliminarily
investigate the reproductive endocrine effects of Xiangshao granules on pharmacologically ovariectomized rats.
Methods: A rat model of pharmacological ovariectomy was established by injecting female rats with Gonadotropin—
releasing hormone agonist(GnRH-a).The rats were randomly divided into four groups: GnRH-a injected saline
group (GnRH-a + NS); GnRH-a injected oestradiol group (GnRH-a + E2); GnRH-a injected Xiangshao granule
group (GnRH-a + Xiangshao), and the control group of saline—injected rats (NS + NS). According to observations
of the rats’  vaginal smears, modelling was determined as successful. Then corresponding drug gavage intervention
was administered for 28 days, and rat body weight and anal temperature were measured every other day to adjust
the drug intervention amount according to body weight changes. Plasma sex hormone levels (E2, FSH, LH), uterine
weight, uterine index and endometrial histomorphological changes, ovarian weight, and ovarian index and ovarian

histomorphological changes were measured in each group after the gavage.
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Results: (1) The rats”  vaginal cell smears in the control group (NS + NS) showed changes in the estrous cycle,
whereas those in the GnRH-a + NS, GnRH-a + E2, and GnRH-a + Xiangshao granule groups showed no changes
in the estrous cycle; (2) The body mass gain of rats in the GnRH-a + NS, GnRH-a + E2, and GnRH-a + Xiangshao
granule groups was significantly higher than that of the NS + NS group, whereas intervention with estradiol (E2) and
Xiangshao granules significantly slowed down the GnRH-a induced body mass gain. (3) The anal temperature of
rats after GnRH=-a injection showed an overall increasing trend. Compared with the GnRH-a + NS group, the body
temperature of rats in GnRH-a + E2 and GnRH-a + Xiangshao granule groups showed a gradual decreasing trend,
and the decrease in the Xiangshao granule group is similar to that in the E2 group. (4) Plasma sex hormone levels
(E2, FSH, LH) of the GnRH-a + NS, GnRH-a + E2, and GnRH-a + Xiangshao granule groups were significantly
lower than the NS + NS group (P < 0.001), while the E2 level of the GnRH-a + E2 group was higher than that of the
GnRH-a + Xiangshao granule group (P < 0.05). The FSH level of the GnRH-a + E2 group was significantly lower
than that of the GnRH-a + Xiangshao granule group (P < 0.05). The FSH level of the GnRH-a + E2 group was
slightly lower than that of the GnRH-a + NS group, but the difference was not statistically significant (P > 0.05).
The LH level of the GnRH-a + E2 group was significantly lower than those in the GnRH-a + NS and GnRH-a
+ Xiangshao granule groups (P < 0.001, P=0.001). The LH and FSH levels of the GnRH-a + NS and GnRH-a +
Xiangshao granule groups were not significantly different (P > 0.05). (5) Compared with the NS + NS group, the
uterine weight and uterine index, and ovarian weight and ovarian index of GnRH-a injected rats in each model all
significantly decreased (P < 0.001). Between the groups, the uterine weight and uterine index, and ovarian weight
and ovarian index of GnRH-a + E2 and GnRH-a + Xiangshao granule groups were all significantly higher than
those of the GnRH=-a + NS group (P < 0.001, P < 0.05). The uterine weight and uterine index, and ovarian weight and
ovarian index of the GnRH-a + E2 group were higher than those of the GnRH-a + NS group (P < 0.05). The uterine
weight and uterine index, and ovarian weight and ovarian index of the GnRH-a + E2 group increased compared with
the GnRH-a + Xiangshao granule group (P < 0.05). (6) Compared with the NS + NS group, the number of primordial
follicles of the GnRH-a + NS, GnRH-a + E2, and GnRH-a + Xiangshao granule groups increased significantly and
the number of growing follicles and mature follicles significantly decreased. (7) Rats’ uterine wall of the NS + NS
and various GnRH-a groups was significantly thinner, with the endothelial layer atrophied, while the uterine wall of
the GnRH-a + E2 and GnRH-a + Xiangshao granule groups was thicker obviously, with the number of vaginal folds
and blood vessels also increasing. Specifically, the uterus and vagina improvements in the GnRH-a + E2 group
were more obvious than in GnRH-a + NS and GnRH-a + Xiangshao granule groups.

Conclusion: GnRH=-a injection can reduce the levels of sex hormones E2, FSH, and LH in rats, causing
perimenopausal symptoms such as hot flashes, while E2 and Xiangshao granules could significantly improve such
symptoms and exert a slight oestrogenic effect, to a lesser extent than E2 does.

Key Words Xiangshao granules, GnRH-a, Pharmacological oophorectomy, Perimenopausal syndrome.
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Uterine intravenous leiomyomatosis: three cases report

and review of the literature

Qiucheng Jia,Jiming Chen
The Affiliated Changzhou Second People’ s Hospital of Nanjing Medical University

Intravenous leiomyomatosis(IVL) is a rare and special type variant of leiomyoma characterized by
intravascular proliferation of benign smooth muscle cells extending beyond the uterus into the heart and even to
the pulmonary arteries through a variety of ways. Owing to its rare occurrence and lacking of obvious symptoms,
early diagnosis is very difficult. Complete excision of tumors is vital for a favorable prognosis. There is no consensus
about the operative drug—assisted treatment to reduce the risk of recurrence. Pathogenesis of IVL is not clear,
and chromosomal and genetic changes may accelerated the development of IVL. Herein, we report three patients
with early stage [VL. Case 1 and case 3 who were not defined as IVL before and during operation were performed
laparoscopic myomectomy and abdominal myomectomy respectively. But postoperative pathology indicated that
were IVL, so laparoscopic hysterectomy and bilateral salpingo—oophorectomy was carried out for the first patient
in the second surgery, however, case 3 refused the further operation. Case 2 whose rapid intraoperative pathology
found that was IVL opted for laparoscopic hysterectomy and bilateral salpingo—oophorectomy.There is no any
surgical complications and no signs of recurrence for our three cases after operation to date. Thus, we believe that
hysterectomy and bilateral adnexectomy could be chosen when the mass was limited to the uterus or pelvic cavity,
and for patients with fertility requirements, myomectomy might also be feasible.

Key Words Intravenous leiomyomatosis Diagnosis Hysterectomy Myomectomy

exploring the causality between inflammatory cytokines
and the risk of endometriosis using mendelian
randomization

Shangjin Li,Bing Zhang,Shaojie Zhao
Wuxi Maternity and Child Health Care Hospital

Background: Endometriosis (EMS) is one of the most common benign gynecological diseases in women of
reproductive age. Certain inflammatory cytokines are differentially expressed in the serum, abdominal cavity fluid
and ectopic lesions of EMS. But the causality is unclear.

Objectve: The causality between 41 inflammatory cytokines and EMS was further evaluated by two—sample
Mendelian randomization.

Methods: The two—sample Mendelian randomization utilized a large publicly available genome—-wide

association study and a genome—wide association study of 41 inflammatory cytokines. The inverse variance
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weighting was mainly used to explore the causality of inflammatory cytokines and the risk of disease.

Results: Mendelian Randomization(MR) analysis showed that nerve growth factor B (bNGF), macrophage
colony stimulating factor (MCSF) and the risk of disorder are negatively causal , and interleukin—9 (IL-9) and the
risk of disorder are positively causal. In addition, the potential causality of bNGF, MCSF and IL-9 in different
pathological subtypes of EMS . adenomyosis and EMS—related infertility was further determined.

Conclusions: bNGF, MCSF, and IL-9 are factors related to the etiology of EMS and participate in the
occurrence of EMS, especially IL-9 is associated with infertility and pelvic peritoneal EMS. MR studies provide
genetic evidence for the results of observational studies.

Key Words Two—sample Mendelian randomization,Endometriosis,Inflammatory cytokines.
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g (1) HFARRKBEHLUES IR 2SR . 5Sham+ NSAH LA, OVX+NSZA M B %
TBV%. Th.N. Th.ThH] &M%, Th.SpH] T (P<0.001); 5OVX+NSZAALL, OVX+FEAT BRI HOVX+E2
HE®E , TBV%, Th.N, Th.Th#B B3 E, Th.SpE EEML (P<0.01) ; OVX+FATPRI 4 5OVX+E2
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R/ NS GE T R . (3) ELISAKRMMLYE HALP, OCN, TRAP-5b/KF: jSham+NSZ1AH
Ft, OVX4+NSZ K FRIMLEFALP, OCNAK-IH B MK, TRAP-ShEETHRE (P< 0.001) ; 5OVX+NSLLAH
Fo, OVX+EATERZH M OVX+MEILZZHIALP . OCNTHE (P<0.01) ; MOVX+EAT Pk ZH 50V X+HE
W LH PN FLOCN XL TRAP-5b B i 2% 5% (P>0.05) . (4) KRB HHL P OPGHRANKLEL: 5
Sham+NSZHAH ., OVX+NSZAOPGHA &ML, RANKLEEH BTFE (P<0.001) ; SOVX+NSHAHM,
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OVX+E24 AL, M OPCHRIATZESR (P=>0.05) , MOVX+FHATHR A FRANKLE IR OVX+E24 5
(P<0.05) .
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HFSHIE K P, Z3A 5 FE X (P<0.05) , OVX+E2, OVX+AATEUR M4 8] 1Y FSH/K - 22 570
SiiteFE X (P>0.05) . 5Sham+NSZHAH I, OVX+E2LHFIOVX+7AT Wik 20 (O LHIE K s, 22 59H
it L (P<0.05) , MOVX+E2,

FOVX+AEATIR AL A LHK - 22 R B4 22 B L (P>0.05) o (5) fETHJEHFEEEAT
BT, 5Sham+NSHILL, OVX+NSZH . OVX+E24H . OVX+FATHURLZH 1Y 15 B 5t T 2 F6 550040 i
fi%, ZHAFIFEX (P<0.05) ;5 50VX+NSHIEL, OVX+E2, OVX+#&EATERIL KT 5 75 45
Hihim, ZRARIITFEL (P<0.05) ; (6) XMFEHALUESSAMWE [, E2RIFEATR T e 2
AR

50 MRS, SNV FARBUS T HUARCE ,, Zsh PRI s il R AR N E2/KF R R,
FSH. LHACE TR, AT 51 A B I 4 28 1 Pl B s 4 S iy, T E2 R AT 0k Y T 1T AT LA
ARG P AR, BN Z BRCRCH B 25 . fEXFEEE . RERIEAEI i, B2
AR YA AN R R R A s

T AR ATORL HE B PRl 2 SRR K B A B P 43
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Can proprietary Chinese medicine Xiangshao Granules
rapidly remedy perimenopausal syndrome? - A

primary monocentric retrospective research

Wanying Chen,Jiming Chen
T HARER

Objective: To explore the efficacy of Chinese traditional medicine Xiangshao Granules on perimenopausal
syndrome.

Method: This study is a retrospective study.31 female patients aged 40 to 60 in the perimenopausal period
or the post—-menopause period were studied . All participants took the Xiangshao Granules for 4 weeks. Modified
Kupperman menopausal index ( “Kupperman score” ) was used on the subjects before treatment and upon Week
1, 2, 3 and 4 after treatment, where the results underwent comparative analysis to assess the changes in symptoms
relating to perimenopausal syndrome before and after treatment. Estradiol (E2) and follicle stimulating hormone (FSH)
levels were tested to assess the effect of the treatment on ovarian functions. We also observed and recorded any
untoward reactions among the subjects following the medication.

Results: The average Kupperman score decreased from (26 + 8.8) before treatment to (16.36 + 6.46) as of
Week 1 of the treatment; (13 £ 6.5) as of Week 2; (10.63 +£5.21) as of Week 3; and finally (10.18 + 6.47) as of
Week 4. E2 level increased from (136.03 + 133.35) pmol/L before treatment to (394.85 + 537.57) pmol/L as of
Week 4, while FSH level decreased from (43.82 + 28.29) mIU/mL to (33.95 + 36.23) mIU/mL in the same period.
Improvements were observed on the clinical symptoms with a statistically significant difference (p < 0.001) after four
weeks of treatment, where E2 level increased with a statistically significant difference (p = 0.04) than that before
treatment, but FSH level showed a decline without any statistically significant difference (p = 0.39). Over the course
of treatment, only 1 subject reported gastrointestinal untoward reaction with minor nausea. No severe untoward
reaction was found.

Conclusion: Xiangshao Granules can rapidly, efficiently remedy perimenopausal syndrome symptoms with a
good safety profile.

Key Words proprietary Chinese medicine, Xiangshao Granules, perimenopausal syndrome, ovarian function

Study on prognostic factors of low—grade serous ovarian

cancer and establishment of nomogram prognostic model

Wanying Chen,Jiming Chen
R ARER

Background: Low—grade serous ovarian cancer is a low incidence type of ovarian cancer, and this study aimed
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to investigate the clinical features and effective treatment strategies that may influence its prognosis. Methods: We
retrospectively examined the clinical characteristics of patients with a diagnosis of low—grade plasma ovarian cancer
recorded in the Surveillance, Epidemiology, and End Results (SEER) database between 1988 — 2017. The Kaplan—
Meier method and Cox regression proportional risk method were used to assess overall survival (0S). A column—
wise model that could predict OS was constructed based on Cox proportional risk. Results: The study found that
age, marital status, side, International Federation of Gynecology and Obstetrics (FIGO) stage, serum cancer antigen
125 (CA125), surgery, postoperative residual disease diameter and chemotherapy all significantly affected the
prognosis of the disease. Among them, serum CA125, FIGO stage, surgery, postoperative residual disease diameter
and chemotherapy were independent factors affecting prognosis. According to the nomogram, FIGO staging and
prognosis of low—grade serous ovarian cancer (LGSOC) patients were the most significant, followed by surgery and
chemotherapy, while age at presentation and chemotherapy had little effect on overall survival. Conclusion: The
better prognosis of LGSOC is associated with surgery, surgical outcomes, chemotherapy, and early—stage patients.
However, large sample studies are needed to further clarify whether patients with early serous ovarian cancer are
suitable for fertility—sparing surgery, and whether chemotherapy and radiotherapy should be added in patients with
advanced ovarian cancer.

Key Words low—grade serous ovarian cancer, Surveillance, Epidemiology, and End Results database, overall

survival

Laparoscopic radical adenomyosis excision combined
with gonadotropin—releasing hormone agonist therapy

for uterine adenomyosis

Wanying Chen,Jiming Chen
FMAH ARER

Objectives: To evaluate the efficacy of laparoscopic radical adenomyosis excision combined with
gonadotropin—releasing hormone (GnRH) agonists in the treatment of diffuse uterine adenomyosis.

Methods: We retrospectively analyzed 162 patients with diffuse uterine adenomyosis who received
laparoscopic adenomyosis excision in the affiliated Changzhou No. 2 people’ s hospital of Nanjing medical
university from January 2020 to March 2022.

Patients was treated with laparoscopic radical adenomyosis excision (LRAE) which the excised range of uterus
was from anterior wall to posterior wall (n= 41). Patients was treated with laparoscopic traditional adenomyosis
excision (LTAE) which the excised range of uterus was the most prominent part of adenomyosis (n= 121). Patients in
group LRAE were not treated with levonorgestrel-releasing intrauterine system (LNG-IUS). Patients in group
LAE was recommended to treated with LNS-TUS.All patients had no need for fertility and refused hysterectomy. All
patients were performed GnRH agonists was performed postoperatively. We assessed visual analog scale (VAS),
mensirual amount, serum cancer antigen 125 (CA125) levels, hemoglobin level and uterine volume before and after
the surgery.

Results: All 162 patients underwent the operation successfully. The CA125 level, VAS scores, menstrual
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amount and uterine volume reduced, while increased hemoglobin level (p < 0.05 for all).

Duration of surgery, operative time , intraoperative blood loss, and postoperative complications did not differ
significantly between the LTAE and LRAE groups.

The average follow—up period was (24.02 + 11.77) months, 7 (5.79%) patients had relapsed with
dysmenorrhea in LTAE Group and no patients had relapsed in LRAE Group. .

Conclusion: Both LTAE and LRAE combined with GnRH agonists are effective surgical method for the
treatment of uterine adenomyosis. The LRAE has the same therapeutic effect without LNG-IUS.

Key Words Diffuse uterine adenomyosis; Gonadotropin—releasing hormone agonist; Laparoscopic adenomyosis

excision

KRG S Br CX CL8AE 5 st i A6 14 7B W s 54

FH, T, T
@38 AP IE E BT
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it — R RKLF125GDF 1022 [8] 8 2 ML B 520 AL B S 0 . 78 20 4L K S 38 a4 28 41 Ak 3631
KLF12, GDF10573k; it qRT-PCR 5245 . WB SCEAMmRNA | A K-k — 2 Z ] i AR DG PE ;
AT Cut—tag . AR R 5 IE K SLRAIE K LF 12 5 PAXSTEELS A0 ok s it WBSLIHIE S T3 PAXS
H R WEGDF108E Kok 28 38 33 5 i B LA K LF 121 GDF 10X 157 PN i 0 4 s K (50, DA e
X3 AR B K B AR a3

gi. (1) BRI T ENEEL WA MAREY HPAXS . £F EAEFR E Y N Acetylated-
tubuling FEECANMIH, UESMESEARILEN; EECHLUT, IES M2, PAXSHE LML | Acetylated-
tubulinFE Ik RFAG ; 18I B IE L2 R T HUR ECANIE b 5% 5, PAXSHEE RIS FEME, Acetylated—
tubulin FIFIA I Z ;. 2 AN FFRNABCR M R, EC_ LR AN £ B AL R 73 WA A 25 534 5
IEH T WL A b o A £F B AN oAb s 25 LRTIR, rfbii2s, PAXSFERIATHE . Acetylated—
tubulinZE 3k &A%

(2) SRS 5 A I KLF 12 GDF 1048 1A /K, 45 R B RKLF 128 H ik i 50 fb 2
WA, M DKLF128E AR AAKCESIUZRE . REESHER R B B E; CDFI0E R ILE
5o BB E ARG, B TP GDF108E 1 RA/K- - 5 NUZ IR 2 3 0 2 5 AHDC . 7EMFE29640 i 5: A
Bk, KLF12'5GDF 105 K I KA Rk i, 5286 s — B ARG 456
AT Cut—tag I IR A, T8 i WU R Bl B S BIE S KLF 12 5 PAXSFATE S A i T BIESS & T
PAXSJH 8 FIX 5 il id WBSLEAS I T PAXS A G A GDF 1025 A 215K, THPAXS FEGDF105
AR IR I 2, UESCPAXSIIH] FUiFGDF103i5, T HEAETEKLF12-PAX8-GDF10#Lii| LATE il 75 1
FELEE oAk

(3) @it EH BRSSP MIE A . GRS P A R s . 5 IEH T8 N L K 240 AR
to, BUEai R BUE LM, MOE . BB, SRR, I I . KA —
;I RIRKLF12 SEAESER TN, R, SRR RIS LM, A i
Kt Yt s MG, ESCKLE 120614 o34k s i 2IAGDF10 FEAfl sl 2, Lohifk . £F B4y
%, HMIAZ AT U, (BAER 223 42, FESZCDF10/E HEAM Ak o 38 3 W B S 56 i A ) 6 Rl 48 1
KLF12F1GDF10J5 73R i I mRNAFI R R IA K, I RIAKLF12, @fGDF10-5:3PAX8YmRNA
AR AN L | BN FIAEINZ , Acetylated—tubulin ¥ 8 FIARX £k W 2, milE
KLF2, #RIACDF1015 2IAH A5 AL 58 “HRsess” R, 7EMIECDF10RJEA F B KLF123%
NN LR, BH RS R RN, SR Z PSR ERAE, IESLGDF10Z I TECS):
R EHAE IR, KLF12J2 i PAXSEHZANHIGDF10, i £ PN i 4t it 534k 52 BH .

FAI N R A=) P 5 T8 e e A A (I PB e B iy 1 o) i A - i = ) S 2 1 0 o o O el
F-[R] i RO, MR AR A, e B A A2 A SR IR RN S R IPAXS
WERE T 5 AR R i A M A A, AT B T, PAXSYE AR S SR 7, 4% i
LR AR ROKE, TR AN A A AR

AT 15 3% S F AR ST e Sk P FKLF12 . GDF 10X 41 /L FEEE (52 . SeBE R, b R 20 i 368
U A AR BT AR RE R R T SE I A, AR 2R, SRR AR, BB IR,
5XTRAIA L, MFE296-0eKLF 1240 73 AL FE FE e 2%, AT DA A A RS A A, At B0 S B ki s 70D
BT, LR FRAKLFG, BEEARZNIE, ARERERESBCEMH Y FEH . MIMFE296-
0eGDF 1041}, SXTHAZIAHLL, SFBAMKZE, MRS, ERE T, FIBCDF 10/ 2 i & AL )
Y, A0S mveeess, SRR

ZE Lk, AR T—RKLF 128 GDF 1Ml oL REVE AL, 75 2B e p LT .

K FE N, sribdgtn, KLF12, GDF10
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HMGA1 5 KRASTE 15 P28 v 18 4838 B2 I A 325

Mg, ZAZ
FMTARER

F A . fﬂ%ﬁ‘%ﬁ*g%ﬁ%%EAl(High—mobﬂity group protein Al, HMGAI)&T@%%@WﬁEﬂW@ﬁ%%%
K [FEJE4) ( Kirsten rat sarcoma viral oncogene homolog, KRAS ) TE T B N R AR R R L, BRI IE
FEA TR 5 P R A5 e (8 i PR SO M AR G, DA 3 P i 1 A Tl . BBzl Ak
TRYT 2 B E AR ) i

ik MRIGNAFHEBRARE, BEHCZE M T TN R BS B BERHE A F20194FE01 H -20224F 12 H 78
ERHEZ FARIGIT I FE WA LA, HpaffiE s e 2006 . 5y B AR R AS iy 16 A
( Endometrial hyperplasia without atypia, EH ) 2000 TR P R A AR LRI A ( Endometrial hyperplasia
with atypical hyperplasia, AH) 3061, BT 5 NIERE ( Endometrioid endometrial cancer, EEC) (T #-1I
1) dgisof, Heit120f), SRR AU AR BB 23T E AR U HMGAL . KRASIFRIA
0L, RHAISPSS 26,050 HHR A TEAE /0T, A& SR FH NSRRI OCR . WE 5T 5 NS
i I BEAREAIE A G 22 DA S P 3 B AE OGP, 0 2 1 18 RSO A8 A Ry . Jembig i . Akiay T i &
KeWife b .

459 1.HMGAL, KRASTE/MAM . EH. AHMEECH AR ISR E R EAG I #E L., (H=
73.895, 72.974, P<0.001) . 2. HMGA1 X KRASTEEEC/EH, EEC//3M] . AH/EH . AH/Zr b4 ik R
KESYAAGIEE L, (P<0.01) . HMGA1RKRASTEECC/AH, EH/Zr 4y #ik 2SR HA S5
AR, (P>0.05) o 3.HMGATSARJSFFIGOM N . /- bFRRE | IRIETRE . KR AT, 257
BHRAGIEE L (P<0.05) o 4Ry 4256 P2k, @ik, BERRS . SRS . BRI X4
R, ZRYAEAESIFE L (P>0.05) » 4KRASHAER . AMUAEE | BHERE BA MG, %
SYHEAGIERE X (P<0.05) o RIFFIGOMY . 4257 7=k, Sk . FERG . kELEERE . 30
B | WKERE S i oG, ZRWARASE X (P>0.05) o 5.EECHHMGAL, KRASFKIA
ZIAFEIEM KR (1=0.571, P<0.001) o FEEHHATEFEMSEME (1=0.001, P>0.05) . 6.HMGA1Y
OR{E M11.110, 95% & {FX[a] (3.898,31.677) , P=0.000, 255 HA Gt # 7 X (P<0.05), KRASHJOR(H
418.839, 95%E X [A] (3.077,25.393) , P=0.000, %5 HA G245 X (P<0.05), FRHHMGATKKRAS
AT LI SA T 5 PN R A R o iR

4518 LHMGAL., KRASIHFHPERGR S 75 NSRS M AR S A OG . 2.HMGAL . KRASHYBHPER
K5 FE WA RS S UIAADC, A B TG e N BUSE L. 3.HMGAL, KRASH]BEAE Ky Fitil
T AR I R VR AE o T AR

KR HMGAL KRAS T B NS A P MRS A 15 P JE0es

il
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B BN A A KRR D) . I AR WE BT IR 5 H LR ARG B 5195 S 120 . AR BRI
Feim . 1T Western blotZE 56 FlIR escueSE 90 56 H AL RIAE FH T 00 890 A& 2k A& R RTEHERIL

S5 TEUP SR AOCII TCCA M GEORHE 4R rh i e S UM DG KR, R MANGPTLARFRIL 5 B4
T 2Z A7 A i 35 B U O . 3B RT—-qPCR KT b T 44U ANGPTLA RIAK 22572, 45 R,
ANGPTLATE U ik 2 F %, N8 ANGPTLAA#IH] OVCAR3 1 A2780 4 e 1A 41 o 1 5
FER, JFREICRFIEEA OVCARS AUMIZE AR N AR B . AWM B 2200 B & BROR S8 T ANGPTLA
ERK /23 B% A A . Western blotSE B 1 ANGPTLA i 1 ERK 1/23 % 1% c~Mye . Cyclin D1 F1 MMP2
T R IR B . RescueSZEerh, 4415 PDOS0SOVE I TERK1/238 4, ANGPTLARI{E & AE FIHA fi

2590 RATAIBTSR 2, ANGPTLA-ERK1/2—c—Myc/CyclinD 1/MMP2/{5 53 BRAE F B L5 i UE . 3%
S AT R 6T O S I (A [m)  BAE TRT RHI

bt PR, ANGPTLA, ERK1/2, ZHMOHS5E, 4nfiT

Association between insomnia and endometriosis:
Insights from the NHANES 2005—-2006 and Mendelian
randomization studies

Zhiquan Qin,Xiong Yuan,Ling Li,Wei Zhang
‘Wuxi maternal and Child Health Hospital

Background: Although insomnia has been linked to endometriosis, a causal association has yet to be
demonstrated. Through data analysis from the 2005-2006 National Health and Nutrition Examination Survey
(NHANES) and Mendelian randomization (MR), this study aims to offer evidence on the association between
insomnia and endometriosis.

Methods: Weighted multivariable—adjusted logistic regression was used in an observational study of 986

individuals from NHANES 2005-2006 to investigate the relationship between insomnia and endometriosis.
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Following that, genome—wide association study (GWAS) data were gathered, and a two—sample MR analysis was
done using the inverse variance weighted (IVW) approach primarily to investigate the causal association between
insomnia and endometriosis.

Results: Using weighted multivariable—adjusted logistic regression analysis, insomnia was found to be
associated with an increased risk of endometriosis (OR:6.24 95%CI1:1.01-38.4 P=0.049). The results of the MR
analysis supported a causal association between insomnia and endometriosis (OR:1.62 95%CI: 1.16-2.28 P=0.005)
and (OR:1.50 95%CI:1.14—1.58 P=0.004), but no causal association was observed between insomnia and different
ASRM stages or types of endometriosis. Further MR analysis suggested that insomnia was found to be causally
associated with dysmenorrhea (OR:2.81 95%CI:1.98-3.99 P<0.001) and ovarian cysts (OR:1.53 95%CI:1.21-1.94
P<0.001), both of which are typical symptoms of endometriosis, although they are not specific. Horizontal pleiotropy
had no effect on the research (P>0.05).

Conclusion: According to the findings of this study, insomnia is connected with an increased risk of
endometriosis and is causally associated with dysmenorrhea and ovarian cyst symptoms.

Key Words Insomnia, Endometriosis, Dysmenorrhea, Ovarian cyst, NHANES, Mendelian randomization
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B E o2 BB B E IR R ER TR, Iy IR e i TR, BV #OES R 202443 1, XfH
LI I T S 25 I Kaplan-MeiertS 8 EA T TR 23 H

5L 6201 B E TR RN A IA 4 50.89 + 8.56% , AT H 1575.8% ., 566 (90.3% ) BFHHE
MIEF S, 240 (38.7% ) B MG Cal25/K AL FIEH O REIN, B Mgy s, Brf g
BZFARGIT, 1BRETREETRAWTFR, 61fBETEmIMTR, 306 (48.4% ) NEIEET
AR, 3200 (51.6% ) WA TAR. 166 (25.8% ) EETAIRE W Nal, 466 (74.2% ) Flcil. 2714
(43.5% ) BEGIFUNETENBEFOCE . SOBIRFE AT T ARSI . h O EfARTE 414~ A, Bl
VIR LG8 E e, THIBEFET . SR N88.7%, ST KAEAFHEN83.9%, M Gisr T
REBEWELFR BB TIFE ST REE (83.3% vs 93.8%, P=0.031) , leBENALFRBEM Ta
WIHH (84.8% vs 100%, p=0.01) .

50 2978.5% 51 5% I Mg SR 2 W AL T, R I R IR 2 A A . AR e B I S5
11, G R S R A0 A I TG T B 7 I 20 e R TS (A X, IR B AR
BEEAFRIEAAAE DI, TR EETF A

RHT AW A IR O TS

FAM129BXT 51 056 22 P22 17 0 08 5 g B2 LR WF 5

Tk
BAMKFWHESE —EIR

HEY: D8 (0C) R MEAEHSCIET- B I RIR N Z —, B A foh 80 B A RREE b
o HWRZBAERN, Tz R HEE S MG A g, Ko Bl w 7e P g A vz, B
A FASIEIRYT FOCIRYT I ik U a8 kg, BMEantt, a2 B a2 fme 'k, semJoit e
A S BAAE, R R BT RTARYT RS . TR METR YT B R PR AR 5 R A (R

FAMI29BJEFAM129%E A KRR 02—, HATE A SCHkRIE FAM129B7E 2 (0 258 Al /N4 it i
S R AR R, (AR B 559 0 R v T R HE A T B G o F LRI R R A . AR B EWF Y
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FAM129B7E P SUm 4N b Z AR A= W0 2F DiRE, IR AFRITFAMI 29BIRE (1 AH OG5 5 K oy FAL

Tk [MFHGENT2HIEE . qRT-PCRFIWestern Blot# R FAM129B7E B Lo i ik, fdi 118 25
sh—FAM 129 B/ b L AN i INFAM 129B 5, SRAICCK-8 . £E7ETEMEEH | Transwel UNE LRSS | 1R785L
B AR B T RS AFRI A R AG DN R (IR F AM 1 29B 5 % B S AN A4 58 . ST RS A2 I RE RS2 o (TIP3
SEHE T SFAMI29BM BAE M4, AR S 2LDi0E LR TFAM129BXfRACK T 51KK o . IKK B #H
HAEFAREZ M AFAMI29B . TKK o AITKK B 5RACK1 S5 A 05 o

454 FAMI29BTEDR G b maeik, (Lbop SUmanfigss . TR AizZ8, HSRACKIMELEM, M
MAHIRACKIFIIKK o . IKK B Y55, dEmfEiEposwima i, 4500 St

TS FEAE I &R AILHIE B S0 LR S8 R TS Sl S G . I, s an iy s AL oy
S IR IR TR T RIS S AL TR LR A S A R e R AR, BEPRHETR YT
OCIRYT T i lias 1 W B ke, BEAE SR AT 53 Hh BB SLR AR SC Iy S AL AN A2 (5 5., X B9 5498
PEA: BB RNGST AR R AT R S . FRATTAIBFSE IR AT T FAM129BYE R 8L g Tfg, ¢
A5 RFRWIFAM129BAE F U1 SRR AN A IS 58 . BB FIRZE . Ak, o TR A OG5 530 B AE DR 51908 Y &
A R SR Z5 WA 2 EAE I, AFFFEIEFAMI29BXTNF- k BRTETEVE T AR 00 FHLRIBE T TIRA
WFFY, HE— 25 S0 45 5L 2 W 7E 51 5055 20 M FAM 129 B 7] 38 320 S84 R A CK LA #E p6 S 118 £k 32 1717 52 116 B 53985
HERE . T 5 A ) SCRRTS IR ACK AT 3 i S5 TKK o FITKK B AR AE FHIMHINF - « BEUEG . L, AR5
PRI FAM129BXFRACK 1 STKK o . IKK B 454 HUSEH, 15HIFAMI29B 5 RACK IE4+PELE S, MM
MHRACKI SIKK o . IKK B FAHEAE . Erkii, FRATAIRFFEAAL T X590 e 1 O S5m0 3 A S 1Y
N, IR IR TR AL T TR A

KHET FAM129B; BPEUE; poSHifRfk; RACKI; IKKa . IKKB

KELIM ¢T3 1 066 107 918 82 75 25 0] 5% 98¢ M s v 14 8

TFroMy . A, ARRERE. HAk
T —ARER

H: PRITKELIMIE A3 B = 200 50 0 S0 8 B RO Al v VR

Jridk: WUEE20154F 2 20234F TUEL T 85 — N R EEBE A TR 7 97001 T b ~ IV 3 15 S0 5 i 1 O S 98
FEE GRS B BEVTFRL, SEs HIG AR K5, [FB T KELIMPE A3 B H

S5 700 = GO SR A B S R E B B R R AR (54.97 £8.38) &, ik [A]38.5 H
(6~99J1) , WAITCHEIRAEAFHI(PFS)23.0H (2 ~ 63 ) Hrh 7401 i E 484l Bh A7 5 /Y P Rl sRs A
IDS/FKELIME i3 EFF ([(0.551 +£0.339) 43 vs(1.377 = 0.760)43,1=2.55, p=0.044]; HHKELIM= 145
KELIM< 140 TGk e AEAE W] (PFS) F77E25 5% ( x2=5.051,p=0.025 ) BAELEW] (0S) TR EER, HHE
SRR AR . IMVECA1258) 122 S UKELIM = 1 5 B3 I PFS i E A G (P <0.05), 2 [ K 4341 : KELIMJZ
PESHAIAT A E

S5 BB TR A IDS ] B R EKELIMESy . KELIMPEr = 1R 8K i Jossi R 7730

CHEF ONELRE; AT PO MR s KELIM
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PR P B8 FLIEE SR 2 S ik 1

mEk, K3
AFHRKFWEFRKER

FUBE RO A e — R A e FLBE RO , O, FRATTHE A 23— 191 S & M B FLBE S 2 A AiE
W, LAFLBE F BRE Ao RERR, BRREE LT

FRBIEES . HBE68%, ik, 2022-10-07[H “452:204F, BERMKIEAR" Sti2 TAm KiME
KRERE, B VRN AR PE R, FLA6, T2022-09-03Z 2P B i 78 e hs N 2T+ B Ay
T+ IRIE A ALTER A, RIGHREP/RCIN2G; BT T E I +AMNAH LA, ARG ER I
SR, D% IRAWINERE . FBREUE ERRE N, i TIREE, BE48% HRA 2 MEfEIR
fie, WSES . MNASL L KL IO, WAL IR

1Ak AN, FTILEL R A B AT RS . PRE SN B SR IAR G, PR R
P, ZE45, JREK, TR, JCHESE, WUMBRE X R R S

ABEJE I ZRMRUR . L7 B PR KA N T WL AP LR T2 R AR S5, ik L R i b ok vl i 5
2RUE R /NRIR AR, e IR

ABEisW: PRGN PLHEFLERI? B8N ARHEI2IE T2022-10- 171 T IS BRRA AR . A
DL/ R B P TR A, T FOOUB A L (S o R TR S RS, DL ALk Ak
FLEERRRMAB o B T4 W38 T8 203 40 SO S TR S e 4 2ml ot AR DB 230 bk L A5 3 AL
ik, AR WEBERERERS . RPieW: FLBERORSGEAIE, BT T 275 BUHEIBR A+
5 BRI IR T AVIBR AR . FEDOL AR SIT, R B K AL Ih B AR AR, BEVIRSAL . B
P, R . PSS P R DRI IR AR I 41, s AR R PR R LA

ARG BH HERBERIE S, WHRER . (ZEAIRITAIZY) « WRELZS ] IR 7 420N DL 49 5k
IS IR A . RISISWE: RV RS 2LBE SO 43 A Ak

e FLEERREE A8 ZLBEM Rl B v, p 52 S0 90k E A5° B 0T 2 A ZLIBE M B o8 o Ml 28 1E
WAL, BRI A — RPN OLAE R, LA RO R AR . IR R A S . Y
SPLE R (i 125 1E 8 s A e AR R U P 5 R LK, TR PRI BV K o TR | TR, Hoh, TRUERCE IR
JREJE R A R AR N 5K, R AR R, WP R A, SRR — 00 R PRI B A B A B A FLBE T
AT R EOR T R, BUSEAT. IR RRIk LA BRAE , WK 2 e R HE ), 5 B A
JRCpAR, R R T LR TR R ki, B Bk, BSOS PSS, SikEAE Y
AT A FLEE SO LR B AR R DL

A HE A LB F BRI R, IR A MRS 15 P O Sy 3 bk LA A sk T g, )RR e
LAY 5K AN, ERE R MU ST RS . M T RAE, SO HERR IS KB AR
I7 TR K PR A Y SoE Ak R MEFLBE R s [, R BRI, SCER R WS, R
REFUER LR GRS T . (AR E T S R G SR R G E W R, HIRk ey sk, B
K BRI RS

A R IR LA BT FLBE ST, D DR A0 S R b A8 A 7 B, AR A Y Tk D R
R4, I s LB F BRI T, X R 0 5 A B A IR R o T AR DI BR AN, L7 0 2 ik £
o B REITIEG S E RIS IR AR B G N A, T RUE.
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BHRA A 7 B I LD RE AR (4 S0k e

XNERA L EE

AFHRKFWEFRKER

FAY: B SUEAE FAALS T — 5t T DL e S AR A, (H05 — T2 & i 2o e B S T Ry
KA FFREE BT . X TR TSR S SV, A0l R AR 3 T S8 A A R S
A=A T [R) P, i R FE i i e R ) AR A B S DR B8 3 1) B S D) e B Bl PR B8 T i ST E
PR IR, JE R AT O B X S8 SR A 2PN 3 IR B IR — TR R 2 — o ASCR i)y
X E WAL IR S RE R BB L) H FTBR S RES ORI BT IR DT BE I A T 2554

Tiik: i ESUE . B T SRSRIIRE . BRI OISR D RE RN 42 A O HE TR AR b R )
Pubmed. Web of Science 554l FE P A TR 2 OCHR, 28k lise . B3, SFATAHDCTT IR

S PR20244F R BRAEAE R A, E BV 20-398 LM SR TR S T ORIRIA, 30-44% B HUE
BRI RAFAFIE NN %-2%[ 1] FRTE NSNS B R 56 T 5408 80 (8 AR R TR Ay 2 iR i B
B RGRIY, — BRI LM RERBO LT o BBV E TR M, M2 7 iEE b, 4970%
1) R 2t IR TR R B AN AT i M DR SE D e i), AR BCR RN I BEAR 4 ( premature ovarian
insufficiency, POI) [2-3].

1. A7 ECO ST BEA 13 AL

L1 DNASU S BBl (7258, B2y, ATLISDNASS & AR RN, SEDNASE 1M 2A
AL, ARG A . ARSI ICE BB AL, WEEECIB A . DIBRMEE AR R 41
SAEANE, BN RE BT RERL IS B AN IR T 4-5].

1.2 AP T A7 2458 m] i i B N IR S AN P A T iR AR S AN IR P T, A3 45 Bel-2
KR | caspasesPIKIN | FET-ZAKIRAE LA I TRAR AR 6] LA, AT 25 EUa L
SHCEACBAY AT, WEIEEOREN, SRR, BGAEEE . SR FUDNA, RSB
T[7]-

1.3 SR i R A A KT SR 2 i B IR R & 5 e, AT 25l e 2 i JUk 40
J-5 B AR A A R DR, AT A P T SR RO RB S IE R TIRE, ANMEZMGR | AMHAE(8],
A7 AT e AN R A SRR B 1, e R AN A SR B 9], IS, AT S 2 R U
Bk, ok R B ORAE P28 A, 175 B LA £ A AL K R S A, T B SR 2 4B 5 K B A
BRI [10-11],

1.4 HA Aby7 259yl RE Sl sEmm e R 40 . AL CihRte . e R AL h T AR ShRE, ki
L B F M e B S I RE12]

2. A7 i R rh B BT REA s B

2.1 [A)FE T A S HA A S A it —SebIF e ) 58 5T 40 A A )75 5 i POTASE Y
N SLIN BRI o 1) FE BT AN AT A A A A AT 3o A S0 B9 A T et 2 DX e 11 ) AU 4 T 1k
fESEER EINRERIE S o AEIBLHIAL AR 1 {5 il (ANIAKT, mTORFMIWnud % ) HTAIMIT: . 7 Hi4a
A I 30 P R AR S A R i LA A R 35 22 T A PR e BT B 1 5 4 ol % B 58 440 )
WG 5B E[13-16].

2.2 fEPERRMER BOK R ISR (GnRH-a) AHFFEERM, TEFLIRE 8 A7 IR 6 GnRH-a,
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POLRY RS i 2 REAIR . 20224F 1) — R G A 19T 5T . A% 1980 19l i metaZ3H i 7s , GnRHaZH /5 1k
T IR6-12H P9 H S R0 0 o T IRAL . SRIMIRA BFSE R, CoRHafERU/ALST TS0 IP S5 405 2 3
AR B R ER . FR, CnRHafERIR & BA —& iR . 1A, GnRHafET IR
=28 N & MERIPEFSH . LHI 2, (RE R R IR & & R, AATTIN S A0y 2459 % B 5 11 4t
i, BUFTIBIA K" [17-19].

2.3 HAhBT Gt A BFFT R, KR (AMH ) 7] LB IBAA AT S 0/ UG JE BR i Y
(20 11 ARakEZ 24 1] LU B SEAS T — AN A LR AR DT RSAER T B9 60 X A7 245 9 1y B LA AR
PO IIRE21-22], A —EEE QI T, FIANSREEANA . RIR RN DN SR B AR S S 16]

Wit B BESTTEORMEED, ARRE SR B AR T, kT T R S R BB S )
RERArE H 2RI E AL, A7 254060 B9 5145 LR 43 VB TG T & A 5 B BT B 25 3R )7
DRI K AR BRI B X EE, NIETE T — D5 HETA —23 a7 7 e (3 o
HIRE R E R T), (HH AT TR BB, W Bt — 25 I PR A A R FE A B iE 22 4
PR AR RSN ik

OCHET B R . B L T . DRELDIRR IR

KEEEHMIRNA PARTUAESE U 6 5 Ji vp i A T OFE

FAE . FLER
1. BT FRER; 2. a7 ERRFE_HEER

H: RIS (Epithelial ovarian cancer, EOC) 7E4 BRI BB Lo MR iE T B2 A07 5 45 1
B, TELCPHEAETE RGN T WA 55— o BN SR R I R IR B = e Sk, ek 609% 1 B9 539 18
HIGIRB IS OO, FoE B R AR A KOn b, HSFEALFR A 440% ., ik op e &4
RIS FHLHROIEG . 28 =228, W2y . MM L -k ( Epithelial-mesenchymal
transformation, EMT ) &, AHSEHFITIESE, KEEIEHBRNA (long non—coding RNA, IncRNA ) 5P
RAERIBAGEBRVIRER, Pl e R e ig iR E TG brili . ABFY B 7EIR 1 IncRNA PARTIAE |- 2 PEBR
B R FR IR IETE | 1ERE KR ZERE T AL .

Jridi: WHE20154F 220194 /g 5t BE R R 58 R B2 e 25 R 28 Ay 7 ia 7 2o g b e 1 B S 98 4
LU THNIE R I FEHLREA R SE 9O it R A B EE Y (qRT-PCR ) HAR 7355 P 595 2H 21
FOEH GNP PARTNERIE . qRT-PCRAF I I IF 5 B 5L 1 F2 20 AR TOSESO . DUk - H 14 BT S5 98 4t
FROVCAR3 . A2780. HO8910. SKOV3HPARTIFRIL, i AgE/NTHERNA (siRNA ) S 297 T
PART1AYZA . i CCK-815E I d 4 858 15 F1, Transwell SZH6 I 22 b Jis AT B8 I AR 288 1. 12 H
PRI BRS80S 9 5T PART XS B SR 9 2 L s gg e o g 14 B 16 7 1) 52 T

250 RT-PCRZR WK, TEEOCHPARTIZEK FRIA mBIEHF O [y A4 W B, 76 b R pEoN
HIRANPEOVCAR3 . A2780, HO8910. SKOV3H1, PART1HZEIAI & F 1EH IR L B2 4R 1I0SESO;
PEFEPART1R A B BRI A 2780 FISKO VI FEA T I — 2B WL 5T o 73 BIHEA2780FISKOV3HY, Ik
PARTIFEACOP L 40 MIPART 1R IA 5, CCK-85Lu 45 R, JLIATHBE 1 W U555 Transwell SR 45 5
FU, B HLEAN RN RS S AR ZERE T B R . BRSO U AE RUESS, RSPART14L, BP9 R
FIARRRIE )N, T

IR FEARMFZES, RATIANPARTL S IS A A R B VI I, FE T ceRNAMIZSHLE, FAT]
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HEMPART HLAFFEce RNAIZS , Sl AH B 364 C R AEHE O S8 R A . ol A B2, AT
starbase V3 34k 3135 5 PARTIA 45 505 miRNA,,  fEmiRcode M54 31991 5 PART 14 454 5 1)
miRNA, WFEIEELE, 455 WRmiR-150-5p RIS AEZE T8RRI R ATHEM miR-150-5p A B&
SAPARTI FiifmiRNA, PARTIUAIfEiE i 5 HA G A EMEIER, SORE R G Sed A58 7 i T IR A
5.

HET DR IncRNA PARTL; H4H; %%, 1248

FOCRSIEE 8 LR 5 O Hh il A PE SR SE
B HEDR HIEAE P xfE— )

BB, HRE
il K M B E

R T E WU E2IR KRB A 255 . A2, BRI T 5 WU Al DRE 5 Sidh
F AT G, . AL, drl i AL . JRISR 2 . HERRIRMESE G AER, Y6 7 LUTIE T A . EN—
R R EAR K T 12 e M UREFR N FOR T E VR, PR b MRS L . BRARE L ORI 15 LR
A, 2P RAE. FPEETNAHERHEERMERG (1, SUHSIR BB T A ihie, LU el PR R A=
XF R AU RS

KT TR ORI ARVEIRAE; RRGY; B

TE B 4 O Ay Tk

Lk

AaXFHETRER

e Ak, FRETE YRR REET R, RIRER RS TR, TR RS
BTG UG FLEAE R, DR S e AL A 7 10U B T B

HA) . FE NI AT

T N R A L M g P R AR N, SR E MO L A R G R 2 — . AR TR N
P W TR AL, BIEAR40% LN AL WA REAE T, REEFENERE TR, TR
HA[iK81%, Kit, Fa2RIARREILTE NBYEIET 2, (R ER AT T RA G N i D e BA 2
B HEOCT T B T2 ik i Jo g —brifE, A SOt H i W iy U — g

— . LBEES

LR A AR UL FIRS AT ST B . WA, T DORER R P E
JEEE, AT, LABO A R A S S R SRR O FR . H R 8 A i 25 | i R
2 T EE A MRS o o — A . IR B T8 ot 2 ms i 18 DI S B i i 4mm
IF H AR EA AR5 B R R G R R A, R B G REN, B E BRI XS,
PR . A ST B RS AL, MIFCA125, NLR, PLREEFE NBE B E PR AR, K180
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I I XS -5 A
= MR
ISR B R Ao ) BB P RS2 3 o B A Y — R B B (0 2, RIE AT DA S

FE R MES—E R EH . HEHETERER, 2R, mHRETARERIE, VEh—Fhifd

Jiik, BT R AR O ARE R KRR
=L BB EAT R N
BT DU B NS E NIRRT O, XTSRRI T AT A, O

R TiwizH, ZHBIANRZErE WIRZ R ehnE . (H2 5 G A T 2R S T 2 2 i 7%

AL, ABAEESL.

VU 5 A 7 A 7 A A

VR 48 P A 0 5 A Bl BB ARG A 5~ PR 0~ A e e A 7 i A (B AT P SR HLA:
HARFNSWE R E A 2 . 1 H N RIRORE 5 B 8 7 A, i TR S AR, AR
REEINAE, BRER IR -

T ARSI PR P R LA O A

ME A TE G A P AR R . T ETREE, BA—E M. A BFTEHE T Tregd i N2 H 1558 % |

PTENSE A 1 IR0 75 N s TR a0 A T REE , [R)i, A AF5E CAGE CD8+ TN 5 15 Nl =

RiFfEH R Z— WL A ARG, XA AN bk AT EIERE (PBLs ) AE IR 75 P 5 i

RSP E R 7, (HA 2 2 BT E L
N TR
IR 1 2995% W ECHHUE L, 295% St N RA K, Hi SR o BB L LB ik ar &2

fiko ECH R WAYIE P AZ 2V PTEN, PTENAYIIREHEA il B2 T EECH) FHFE I . PS31FE N —Filf

B, HRESFERARN K . KioT/2 5 ARG ARSCRPUR , RERS I A0 i ny B Fe 0 v, HAE

ECTHZRIE S -G . S PO IR RABUS A RA K. LynchZi5 A2 B 14 8 FR 1 2 5 DA AG I ik 52

MMRIEEH 22748, H Rl R L5 6 9 2 55 5% 41 Ak (immunohistochemical, THC)KGIM AN TR AN P

(microsatellite instability, MSI)Kl
BN 1|7, %= Rl
MR ARA Y 53 SIBAEFE B A 5 AT T TR s, 0 EAT R TPl e R 7 R s, A

BT M A AR AR 08— AR P RN R A, OGS S W B B R S W P S e B o TR

ZIETEEORXT T BIECHIT-5 BESE A AREIAER P f =, U 3o 91%1100% , i35 50 319 81%

Fl188%

N T E N
T E ARG W AT 7 A A S S MR T AU BT AR . A B e R T I — MR Y

WG . ECRURAERTESIERE . AR R, ELMRRIEWT, 5 NIRRT e

ALY JERE SN FIEE M BESF M ECH) & A . Ko IRVERR B A Y n R B 5 A 15

HPIRERAE, A TR ARRIGI FECHF Tk o
ik, AT E NIRRT EZR 2R, BRTRK B SR, HIRg A bRiE, ot

WR—Rhit A =, WEEAR PR, PR, SRS SE R A O AR R XS ST B B

AHIE B X ECHTT A& TAER EA AT B IRA, @R, L4 MR ECTH A 7 kb 2315 3 58 35 M

K.

KT T E N fiid

AEERNSWTRC B, A BRI RS .
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Markers of local and circulating estrogen metabolism in
adenomyosis

Qing Wang,bei zhang

Xuzhou central hospital

Objectives: The objective of this study was to elucidate the signatures of estrogen metabolism in
adenomyosis(AM) and search for markers of local and circulating estrogen metabolism in AM.

Methods: We recruited 91 women with AM (proven histologically) and 54 control women among patients
undergo in surgery for ovarian cyst or cervix high—grade intraepithelial neoplasia during the proliferative phase of
the menstrual cycle. Blood samples were collected preoperatively. Biopsies from endometrium of control women
and women with AM were collected during surgery. Estrogen metabolites (EMs) in serum and endometrial tissues
were extracted and determined using Liquid Chromatography and Tandem Mass Spectrometry (LC-MS/MS). These
included:E1, E2, 2-OHE1, 4-OHEI, 16 « ~-OHE1, 2-OHE2, 4-OHE2, 2-MeOE1, 4-MeOE1, 2-MeOE2,
4-MeOE2.

Results: Compared with the NC group, the metabolism of the estrogen—active substance group in the serum and
endometrium of the AM group was disordered. The levels of hydroxyestrogens(2—-OHE1,4-OHE1 and 2-OHE2) in
AM endometrium group were significantly increased(P<0.01). Only 20HE1 showed higher concentration in serum of
women with AM than controls(P<0.01). Higher 20HE1 was linked to an increased risk of AM (Odd ratio (OR)=1.91
(95%CI 1.09-3.34);P=0.025). Dysmenorrhea symptoms were also linked to higher 20HE1 levels (OR=1.86; 95%CI
1.06-3.27;P=0.032).

Conclusions: The estrogen homeostasis in AM patients is significantly imbalanced. 4-OHE1,2-OHE1, and
2—-0OHE2 are disease differential markers. 2-OHE1 emerges as an unfavorable feature of AM, and is associated with
dysmenorrhea symptoms.

Key Words Adenomyosis; Eutopic endometrium; Ectopic endometrium; Serum; Estrogen metabolites.
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Wi, BT IES %
ekl UNELE ; SMARCA4; JAI7 (%

— AR R IR 55 BRI SOBUIR S P 1499 151 53 B

A E AR SR
AREMARFHE—MBEER (ZHAARER)

E S8 5 PO RN O SO0 & Mg 0 I RS ERAFAE , 48 X e i tA I, A i vEmf 12
Wr, Wibidis, fEESEIER AT

Dk TR ST — AT 42 0 7 PR AR B SO M R B I IR kL Mgy &, IR RSE )
WEAT: & 223k

R BEAANFREALESE R CENY ) MEMM: PSM2(+), MLHI(+), MSH2 (+) ,
MSH6(+), p53(+, FikiE5), Her-2(-), EREB/r+) , Ki67(#15%+), PAX-2(-), CDIO([E]i+); (47
WGP SR ) © CK—pan(+), CK-L(+), Vimentin(+), ER(+), PR(+), P16(+), CK7(+), PAX-2(-), PAX-
8(kt+), CEA(-), p53(+++), CA125(+), WT-1(-), PTEN(-), VHL(+), HNF-1(-), NapsinA(-), Ki67(%
309%-+), CATA3(-), TIF-1(-), PSM2(+), MLHI(+), MSH2 (+) , MSH6(+), Inhibin-a (=), SAL4(-),
AFP(-), BRGI(+)o BRFRGHARA T A5 AR IE A e 4 A 28 SR TR S0 75 DA SN B9 53 XUR A P9

WS B PRI S0 M i S 28 2 DL TR e n B s s, DR T et 6 Ui &
PEETTAR AR RS I R R A2 R 1012y i e b AR U RS, A7 B P IR BRI ) T AR5 Je 25
TRIT T RN, (AR B0 58 0y A v SR RSB . 5y PR BRI B SR XU P £ 3 IR A T
PRI B, RAER . REZ, B WAYIERIERIEBIE AN L, U 208 R . 25
Jiy , T BRI TR LA PN BRI B S8 O B P R de 2 UL o R P RN BT S R M R Y
BRI REETFARIGIT, HAETE RTARES L AT 58 1K 2175 5 0 g 4 AR o . i AR S 5l BRI e85
FEAEGH, ABAERERRIT N 78 537 R AN [R] [ A AL A () 52 R AR R 3R

BT TR R . IR . RURUR RS
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