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Abstract:

Background

Sarcoma in the uterine is rare and patients with this malignancy have poor overall
survival rates and poor prognosis. Diagnosis of uterine sarcoma is often made
pathologically after resection of the tumor. Circulating tumor cells (CTCs) are tumor
cells in the peripheral blood of cancer patients. By detecting CTCs with certain
positive features such as GATA3 and Human epidermal growth factor receptor 2
(HER?2), it may have important clinical implications in differentiating between benign
myomas and malignant sarcomas.

Case

A 52-year-old woman was presented with intermittent vaginal bleeding for 1 month.
Initial survey including imaging studies revealed enlarged uterus with heterogeneous
densities. CTCs assay showed positive results of GATA3 and HER2. Diagnostic
hysteroscopy with dilation and staging surgery confirmed epithelioid
leiomyosarcoma.

Conclusion

Positive detection of CTCs with certain features such as GATA3 and HER2 may be
helpful in the diagnosis, prognosis and even offering treatment strategies in uterine
sarcomas.
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Hyperthermic Intra-Peritoneal Chemotherapy (HIPEC) in advanced Ovarian,
Peritoneal and Fallopian tubal Cancer, A Single Institute Real World Experience
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Background

Ovarian, primary peritoneal or fallopian tubal cancer (OC) is the leading cause of death
in gynecological malignancies. Most OC cases are diagnosed at an advanced stage, and
their estimated 5-year survival rate is 20%—40%. Current standard treatment for
advanced OC remains optimal debulking surgery plus adjuvant platinum-based
chemotherapy. However, about 60% OC cases are impossible to reach optimal
debulking in primary surgery, so neoadjuvant chemotherapy followed by interval
debulking surgery (IDS) with hyperthermic intraperitoneal chemotherapy (HIPEC) was
proved to have better progressive free and overall survival. IDS can remove the
macroscopic tumor and HIPEC can eradicate the microscopic residual disease. In
addition, secondary cytoreductive surgery plus HIPEC also improve the outcome in
platinum sensitive recurrent OC.

Purpose

We tried to collect the OC cases who received the debulking surgery plus HIPEC in
MacKay memorial hospital, Taipei, Taiwan. Basic characteristics, cytoreduction Score
(CC score, CC 0, 1, 2), chemotherapy regimen, recurrence, survivorship, changes of
tumor markers and complications were found and recorded after IRB approval.
Method

A single-institute (MacKay memorial hospital, Taipei, Taiwan) retrospective study will
be conducted by collecting and reviewing OC cases who received the debulking
surgery plus HIPEC between 2017 and 2023. Currently, 28 cases were found and
detailed chart review is in progress. The aim of this study is to evaluate the therapeutic
effect of advanced OC cases who received such modality of treatment in real-world
practice.

Result

Since this study is still under case collection and data analysis, we would like to report
our results in the annual meeting of Taiwan Society of Obstetrics and Gynecology in
March 2024 after well preparation.
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Olaparib as the first line maintenance therapy in advanced stage epithelial ovarian
cancer in patients with BRCA mutations — A case series from a tertiary hospital in

Taiwan

Bl e 28 28 ka2

%Fé%%%]‘%lfﬁrag%%z

B > cF = -\
?%?%?T\'v}\"

T OB AR 4

o G

R

Olaparib, a poly ADP-ribose polymerase (PARP) inhibitor, has emerged as a
significant therapeutic option of maintenance treatment in ovarian cancer patients who
presented with BRCA mutations. In this case series, conducted from June 2019 to June
2023, we focused on patients diagnosed with Stage 3 and 4 epithelial ovarian cancer
with BRCA mutations who underwent Olaparib treatment at the Linkou branch of
Chang Gung Memorial Hospital (CGMH). The final analysis included 33 patients. The
median duration of Olaparib treatment was 20.5 months (ranging from 3.82 to 31.5
months). Currently, the median progression free survival was 20.3 = 11.3 months
(range 3.8-53.6), with only 6 patients (18.2%) experienced disease progression.
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Does the diagnostic timing of cancer-associated thromboembolism influence the
survival outcome in ovarian cancer patients?
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Background/purpose: Efforts were made to explore the influence of diagnostic timing
for cancer-associated thromboembolic events on survival of ovarian cancer patients.

Methods: We reviewed the medical records of 75 ovarian cancer patients with
thromboembolism and evaluated the prognostic factors affecting disease-free survival
and overall survival.

Results: These 75 patients were classified into two categories by the diagnostic timing
of the thromboembolism, during (33 cases) and after (42 cases) initial diagnosis of
ovarian cancer groups. The diagnostic timing of thromboembolism was not related to
disease-free survival or overall survival of the studied population. Advanced disease
stage, clear cell histology, interval debulking surgery, no recurrence/persistence of
ovarian cancer, and patients treated with anticoagulant(s) treatment >3 months were
associated with the disease-free survival. Advanced disease stage, clear cell histology,
body mass index (BMI) >24 kg/m?2 at the diagnosis of ovarian cancer, and no
recurrence/persistence of ovarian cancer influenced the overall survival. In the
subgroup analysis, compared to the after initial ovarian cancer diagnosis group,
patients with stage I/II disease, BMI <24 kg/m2 at the diagnosis of ovarian cancer, or
primary debulking surgery in the during cancer diagnosis group had longer disease-free
survival, and overall survival benefit was observed in cases with stage I/II disease, or
primary debulking surgery.

Conclusion: The diagnostic timing of thromboembolism was not related to disease-free
or overall survival of ovarian cancer patients, but associated with that of specific
patient subgroups.
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Outcomes of prolonged progestin treatment in atypical endometrial hyperplasia
patients with a poor initial response to progestin: A retrospective study from two
tertiary centers in Korea and Taiwan
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Objective: In this study, we evaluated the role of prolonged progestin treatment on
atypical endometrial hyperplasia (AEH) patients who did not achieve complete
remission (CR) after at least 3 months of progestin treatment. Possible prognostic
factors predicting disease remission and recurrence were also assessed.

Methods: We retrospectively identified patients who had histologically confirmed
persistent disease after at least 3 months of progestin treatment at two tertiary centers
in Korea and Taiwan. Clinicopathologic factors and clinical outcomes were obtained
from medical records. Logistic regression was used to analyze the relationship between
covariates and the probability of CR and relapse.

Results: Fifty-two patients were included. Thirty-seven of 52 patients (71.2%)
achieved CR after prolonged progestin treatment. Median time from starting progestin
treatment to CR was 12.0 months. Daily administration of medroxyprogesterone
acetate >200 mg or megestrol acetate >80 mg was associated with higher probability of
regression. Nineteen of 37 patients (51.4%) experienced recurrence, with median time
from CR to relapse of 15.0 months. Body mass index >27 was associated with higher
relapse probability. Twelve of 16 patients with disease progression to endometrial
carcinoma underwent surgery. The 12 cases had stage I tumors and lived without
disease.

Conclusions: Prolonged progestin treatment is feasible for AEH patients with a poor
initial response to progestin. Higher daily progestin dosage was associated with higher
probability of CR, and obesity was associated with higher risk of relapse. The patients
with a poor initial response to progestins and whose AEH progressed to endometrial
carcinoma had good prognoses.
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Inflammatory myofibroblastic tumor (IMT) of the uterus--a rare malignancy that can
be misdiagnosed with myxoid leiomyosarcoma: a case report
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Inflammatory myofibroblastic tumor (IMT) of the uterus is a rare but aggressive
malignancy that is often misdiagnosed with myxoid leiomyosarcoma. IMT is a
mesenchymal neoplasm that often involves the lung or soft tissues of the abdomen,
pelvis, and retroperitoneum. Uterine IMT (UMT) is rare, but given the increased
availability of immunohistochemistry (IHC) and next generation sequencing (NGS),
recognition of IMT has increased. Approximately 50% of IMT harbor rearrangements
involving the anaplastic lymphoma kinase (ALK) gene on chromosome 2p23, which
encodes a transmembrane receptor tyrosine kinase. These rearrangements result in
fusion of the 3’ kinase portion of ALK to the 5’ portion of a partner gene, and is a
known oncogenic driver in non-small cell lung cancer (NSCLC) and other solid
tumors, including IMT. Therefore, patients with myxoid UMT harboring ALK
rearrangement may derive durable benefit from treatment with ALK inhibitors.

We presented a case with inflammatory myofibroblastic tumor (IMT) of the uterus that
was initially misdiagnosed with myxoid leiomyosarcoma with metastatic lung nodules.
According to the patient. she was diagnosed with uterine mass that favored uterine
leiomyoma 16 years ago without further management. However, she suffered from
persistent cough for over 1 month, with blood-tinged sputum or blood clots noted
sometimes, along with dyspnea on exertion. Chest X ray revealed multiple nodular
opacities over bilateral lung fields. CT scan showed a giant pelvic tumor over 20cm in
long axis, favored uterine origin, with venous invasion, and numerous bilateral lung
metastases and pulmonary embolism. Therefore, she received debulking surgery with
hysterectomy and bilateral salpingo-oophorectomy, along with inferior vena cava filter
placement. Initial pathologic diagnosis was myxoid leiomyosarcoma of endometrium,
FNCLCC grade 1/score 3, pT2bNOM1, p-stage IVB (AJCC 8). However, further NGS
revealed IGFBP5(1)-ALK(19) fusion and IGFBP5(1)-ALK(20) fusion, so the final
diagnosis was inflammatory myofibroblastic tumor (IMT) of uterus. After treated with
Alectinib--a potent ALK inhibitor, the standard of care first-line treatment for
advanced ALK-positive non-small cell lung cancer (NSCLC)--regression of the
metastatic lung nodules was noted by follow-up chest X ray. The patient has survived
22 months after the debulking surgery, and is in stable disease under treatment with
Alectinib.
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High-grade serous carcinoma of the fallopian tube in a young woman with
chromosomal 4q abnormality: a case report
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BACKGROUND

Few studies have reported the association between increased risk of acquiring cancers
and survived 4q deletion syndrome patients. Herein, we report a rare association
between chromosome 4q abnormality and fallopian tube high-grade serous carcinoma
(HGSC) in a young woman.

CASE SUMMARY

A 35-year-old woman presented with acute abdominal dull pain and a known
chromosomal abnormality involving 4q13.3 duplication and 4q23q24 deletion. Upon
arrival at the emergency room, her abdomen appeared ovoid and distended, with
palpable shifting dullness. Ascites was identified through abdominal ultrasound, and a
computer tomography scan revealed omentum cake and enlarged bilateral adnexa. A
blood test showed elevated CA-125 levels. Paracentesis was conducted, and
immunohistochemistry indicated cancer cells favoring ovarian origin, prompting
suspicion of ovarian cancer. The patient underwent debulking surgery, leading to the
diagnosis of stage IIIC HGSC. Subsequently, she underwent adjuvant chemotherapy
with carboplatin and paclitaxel, resulting in a stable current condition.

CONCLUSION

We present a rare correlation between a chromosome 4q abnormality and HGSC. The
UBE2D3 gene may impact crucial cancer-related pathways involving P53, BRCA,
Cyclin D, and tyrosine kinase receptors, potentially contributing to cancer
development. Additionally, ADH1 and DDIT4 are identified as potential influencers in
both carcinogenesis and therapeutic responses.

Key Words: high-grade serous ovarian carcinoma; young age; chromosomal abnormal;
mental retardation; aging
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Comparison of survival between open and minimally invasive surgeries for stage IB1
cervical cancer (< 2cm): A systematic review and meta-analysis
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Abstract

The objective of this review was to assess the short-term and long-term results of
laparoscopic radical hysterectomy (LRH) versus open radical hysterectomy (ORH) in
treating early-stage cervical cancer. A systematic search of PubMed, Web of Science,
and Cochrane databases covering the years 1960 to 2022 was conducted, yielding a
total of 12 retrospective cohort studies.

The analysis revealed that LRH demonstrated similar outcomes to ORH in terms of 5-
year overall survival (OS) (HR = 1.25, 95% CI 0.82—1.86; p = 0.3) and 5-year disease-
free survival (DFS) (HR = 1.03, 95% CI 0.67—1.57; p = 0.9). The publication bias was
none in OS, but a small bias was noted in DFS.

In summary, our findings suggest that LRH is a safe and effective alternative for the

treatment of early-stage cervical cancer, offering comparable long-term outcomes.

Keywords: systemic review; meta-analysis; cervical cancer; stage IB1; radical
hysterectomy; laparoscopy
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Application of ICG in gynecological staging surgery: a retrospective cohort study
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OBJECTIVE

The application of indocyanine green (ICG) sentinel lymph node (SLN) mapping has
been used in endometrial cancer for years. We aimed to evaluate lymph node detection
rate, distribution, risk factor of laparoscopic ICG sentinel lymph node mapping in
endometrial cancer.

METHODS

We retrospectively analyzed endometrial cancer patients who underwent laparoscopic
staging surgery with ICG sentinel lymph node mapping from Jan. 2018 to July 2023.
The ICG was injected to the cervix via 2 to 4 points. The detection rate and mapping
failure rate were calculated. Kruskal-Wallis test and chi-square test were used for
continuous and categorical variables, respectively. Statistical significance was defined
as a p-value <0.05.

RESULTS

The overall detection rate of SLN was 77.8% in 27 cases. Bilateral SLN was detected
in 57.1% (12/21) of 21 cases. Right side was visualized in 85.7% (18/21) of the cases
and left side was detected in 71.4% (15/21) of the cases. Complete pelvic lymph node
dissection was done where SLN mapping failed. The most common location for SLN
of our study was right external iliac and left external iliac. SLN detection in the para-
aortic area was 23.8% (5/21) of the cases. There were 21 patients had positive SLN
mapping, only 2 patients (9.5%) had positive lymph node metastasis. In two patients
had node positive, one underwent complete bilateral pelvic lymphadenectomy with
final histologic type of grade 2 endometrioid carcinoma (stage I1IC1) and the other
received bilateral pelvic lymphadenectomy plus para-aortic lymphadenectomy with
final histologic type of serous carcinoma (stage IIIC1). In 16 patients who were high
grade stage IA and above, 5 patients received postoperative adjuvant chemotherapy, 5
patients received postoperative radiotherapy, and 4 patients had chemotherapy +
radiotherapy.

CONCLUSION

In conclusion, the ICG mapping rates were high in our study. Lymph node metastatic
status is important for future therapeutic planning of advanced endometrial cancer. It is
important to decrease complications and increase accuracy of lymph node sampling.
Therefore, ICG SLN mapping utilized for the above purpose.
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Defining prognostic factors and optimal adjuvant therapy in patients with FIGO stage
IIT endometrial cancer — a multi-institutional cohort study
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Background: Endometrial cancer (EC) is the most common gynecological malignancy,
and stage III represents an advanced and potentially aggressive disease state. This
multi-institute cohort study aimed to identify prognostic factors and assess the impact
of adjuvant treatment on survival outcomes in patients with stage III EC.

Methods: We conducted a retrospective analysis on a cohort of 294 patients diagnosed
with stage III EC who received staging surgery including pelvic lymphadenectomy
with or without para-aortic lymphadenectomy across multiple institutes of Chang Gung
Memorial Hospital in Taiwan between 2009 and 2021. We collected and analyzed
patient demographics, clinicopathological characteristics, and treatment details.
Survival outcomes were assessed using Kaplan-Meier survival analysis, and
multivariate Cox regression was used to identify independent prognostic factors.
Results: The median follow-up was 42 months. Our analysis revealed that age > 60,
substage IIIC2 and high grade & non-endometrioid histology were associated with
cancer-specific survival (CSS) and overall survival (OS) while only age > 60 was an
independent unfavorable prognostic factor for CSS (HR 2.90 [1.72-4.91]) and OS (HR
3.13 [1.91-5.13]) within the stage III patient population. Overall, no survival benefits
were found across different adjuvant treatment modalities. However, adjuvant
radiotherapy emerged as the least effective treatment strategy in patients aged > 60
years with worst OS (HR 3.15 [1.05-9.47]). The 5-year OS rate in this group was
superior for the combination of adjuvant chemotherapy and radiotherapy (68.7%),
followed by chemotherapy alone (53.4%), and then radiotherapy alone (42.3%).
Conclusion: This real-world, multi-institutional cohort study highlighted age > 60
years as a poor prognostic factor within stage III EC patients. Adjuvant chemotherapy
combined with radiotherapy appeared to offer the best survival outcomes only in
patients aged > 60 years. Further prospective investigation of adjuvant therapies is
warranted.
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The Feasibility of Using Preoperative Hemogram Parameters to Estimate Lymph Node
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T B4R 2 Prior investigations have established a correlation between elevated neutrophil-to-

lymphocyte ratio (NLR) and platelet-to-lymphocyte ratio (PLR) in cancer patients.
Some studies have indicated a positive association between NLR and PLR with
myometrial invasion and prognosis in endometrial cancer (EC). In this study, we aimed
to assess the utility of preoperative hemogram parameters in predicting lymph node
metastasis (LNM) in EC.

Methods:

We conducted a retrospective analysis of patients with endometrioid EC who
underwent complete staging surgery between January 2015 and June 2022. Clinical
and preoperative hemogram parameters were collected, and optimal cut-off values for
PLR, NLR, and hemoglobin (Hb) were determined using receiver operating
characteristic curve analysis. Multivariate logistic regression analysis was employed to
identify independent variables associated with LNM.

Results:

Among 510 EC cases undergoing staging surgery from January 2015 to June 2022, 355
patients were included in the study. The optimal cut-off values for PLR, NLR, and Hb
were identified as 127.5 (AUC 0.611, p=0.010), 1.65 (AUC 0.580, p=0.041), and 13.25
g/dL (AUC 0.608, p=0.011), respectively. Multivariate analysis revealed that a PLR >
127.5 (OR: 2.508; 95% CI: 1.105-5.689) and Hb <13.25 g/dL (OR: 2.586; 95% CI:
1.095-6.106) were independent predictors. If both PLR < 127.5 and Hb >13.25 g/dL,
the predicted risk of LNM is 3.186%, with a negative predictive value of 97.1%.
Conclusion:

Preoperative PLR and Hb levels can serve as estimators for the risk of LNM in patients
with endometrioid EC. This simple method may aid in deciding the necessity of
lymphadenectomy, especially for patients incidentally diagnosed with EC after
hysterectomy.
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endometrial cancer: a retrospective analysis from two tertiary centers in Korea and
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Objective:

In early-stage endometrial cancer, aggressive histological subtypes (including grade 3
endometrioid, serous, clear cell, carcinosarcomas, undifferentiated, mixed, and other
uncommon types) are correlated with elevated risks of distant metastases and inferior
survival rates. However, the optimal adjuvant therapy for these patients remains a
disputable topic. Our study aims to assess the efficacy of different adjuvant treatments
for paitients diagnosed with 2023 FIGO stage IIC endometrial cancer.

Methods:

We detected retrospectively of patients diagnosed with 2023 FIGO stage 1IC
endometrial cancer, who went through surgical procedures and received either adjuvant
therapy or observation between 2000 and 2020 at two tertiary medical centers in Korea
and Taiwan. Recurrence-free survival (RFS) and overall survival (OS) were assessed
utilizing Kaplan-Meier estimates and Cox proportional-hazards models. Additionally,
recurrence patterns subsequent to different adjuvant treatments were investigated.

Results:

A total of 272 patients were identified in this study; 204 received adjuvant treatment
after surgery, while 68 only experienced observation. Adjuvant treatment was not
related to improved RFS or OS. Non-endometrioid histologic types (p=0.003) and
presence of lymphovascular space invasion (LVSI, p=0.002) were associated with
worse RFS, while only non-endometrioid histologic types affected OS (p=0.004). In
subgroup analysis, adjuvant treatment enhanced OS in patients with LVSI (p=0.02) and
in those with both LVSI and grade 3 endometrioid histologic type (p=0.007). No
difference was observed in locoregional and distant recurrence rate between patients
receiving adjuvant treatment or observation.

Conclusions:

This investigation demonstrated that incorporating adjuvant treatment was associated
with improvement in OS among patients with LVSI, particularly for those with grade 3
endometrioid tumors.
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From Benign, Borderline to Malignancy - An Integrated Functionome Based Analysis
Study of Mucinous Ovarian Tumors
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Introduction

Ovarian mucinous carcinoma is a relatively uncommon subtype of ovarian epithelial
carcinoma (EOC). Generally, early-stage survival rates are exceptionally high, but
these tumors are challenging to detect. In contrast, late-stage mucinous ovarian
carcinoma, although less prevalent, exhibits a poorer prognosis compared to other
types of EOC. Due to the unfavorable prognosis and limited effectiveness of surgery
and chemotherapy in advanced-stage mucinous ovarian cancer, there has been
considerable controversy regarding whether mucinous borderline ovarian tumors truly
represent precursors to mucinous ovarian carcinoma. Based on our past study of
utilizing genomic functionality to analyze crucial pathogenic factors and critical
differentially expressed genes (DEGs) in various categories of ovarian cancer (such as
serous and clear cell subtypes), this research project aims to conduct an integrated
analysis using functional genomics and signaling pathway analysis. The goal is to
investigate the transition from mucinous borderline ovarian tumors to mucinous
ovarian carcinoma, expecting meticulous and comprehensive research analysis to
identify pivotal pathogenic factors influencing clinical challenges associated with
mucinous ovarian carcinoma, ultimately providing effective solutions for clinical
treatment dilemmas.

Materials & Methods

Through a comprehensive analysis based on gene ontology (GO), we examined gene
set databases encompassing mucinous ovarian tumors, including benign mucinous
adenoma, mucinous borderline ovarian tumors, and mucinous ovarian carcinomas. Our
investigation aimed to identify dysregulated GO terms, functionomes, and
dysfunctional pathways, identifying numerous DEGs.

Results and Conclusion

Eight DEGs, namely TNF, ITGB1, SLC9A3R1, PSEN1, CAV1, GATA3, SRC, and
MAPKI1, were discerned, each playing a pivotal role in the pathogenetic mechanism of
mucinous ovarian tumors. These identified DEGs imply a progressive evolutionary
trajectory from benign cysts through borderline ovarian tumors (BOTs), ultimately
culminating in ovarian carcinomas. The delineation of these molecular signatures holds
promise for targeted therapeutic interventions, focusing on the modulation of these
biomarkers, coupled with precision detection strategies, with the overarching goal of
enhancing patient survival rates and therapeutic efficacy.

This study aims to elucidate the involvement of functionome-related differentially
expressed genes (DEGs) in tumorigenesis within mucinous borderline ovarian tumors
and mucinous ovarian carcinoma. Validation of the hypotheses and assumed
functionalities of these biomarkers could establish them as potential critical targets for
detecting, monitoring and management for all mucinous ovarian tumors.
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Abandon radical hysterectomy due to Surgically confirmed pelvic lymph node
metastasis in assumed early-stage cervical cancer: transperitoneal approach versus
extraperitoneal approach
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Introduction:

When pelvic lymph node metastasis is confirmed in assumed early-stage cervical
cancer, many surgeons would abandon radical hysterectomy (RH) to prevent the
combination of complications by both RH and subsequent chemoradiation. This study
aims to evaluate the survival outcome and complications of completing RH (RH
group), abandoning RH after transperitoneal lymphadenectomy (TPA group), and
abandoning RH after extraperitoneal lymphadenectomy (EPA group).

Materials and Methods:

Medical records of the patients with assumed stage IB-IIA cervical cancer but with
surgically confirmed pelvic lymph node metastasis during 2001 to 2018 were
reviewed. The survival outcomes were compared with Kaplan-Meier method. The
complication rates were compared with Fisher’s exact test.

Preliminary Results:

Up to the deadline of abstract submission, a total of 170 patients were included in the
current series. RH was completed in 109 but was abandoned in 61 (36 in the TPA
group and 25 in the EPA group). The median follow-up was 58 months. There were no
statistically differences in survival outcome between the 3 groups. Vesicovaginal
fistula was documented in 4 of the RH group and in none of either TPA (p=0.5722) or
EPA groups (p=1) groups. Major bowel complication requiring laparotomy occurred in
9 (8.3%) of the RH group and 3 (8.3%) of the TPA group but none of the EPA group.
Overall bowel complication (including major bowel complication or documented
symptomatic radiation proctitis/colitis) occurred in 12 (33.3%) the TPA group and 2
(8%) in the EPA group respectively (p=0.0295). Symptomatic lymphoceles requiring
drainage were documented in 6 (24%) of the the EPA group and 0 in the RH (p=0) and
TPA groups (p = 0.0032).

Conclusion:

The risk of major bowel complication was similar between the RH and TLA groups. If
RH is to be abandoned due to pelvic lymph node metastasis, ELA approach was
associated with lower rate of overall bowel complication, although with more
symptomatic lymphoceles.
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A Deep Learning Framework Employing Ultrasonography for the Anticipation of
Endometrial Cancer in Pre- and Post-Menopausal Women
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Endometrial cancer (EC) is experiencing a rising incidence globally and in Taiwan,
positioning it as one of the frequently diagnosed gynecologic malignancies. In
instances of abnormal uterine bleeding preceding endometrial sampling, non-invasive
approaches such as pelvic sonography are commonly advised. Discrepancies in
sonography reports may arise due to variations in individual physician experiences.
This study evaluates the application of machine deep learning in prioritizing cases of
abnormal uterine bleeding requiring invasive procedures. Additionally, the research
aims to predict the likelihood of benign lesions, precancerous conditions, and
endometrial cancer.

Methods

In this single-center study conducted in Taiwan spanning from February 2011 to
December 2021, a comprehensive examination was undertaken. A total of 594 samples
encompassing various diagnoses, including normal cases, endometrial polyps,
secretory endometrium, proliferative endometrium, simple endometrial hyperplasia,
atypical complex endometrial hyperplasia, and endometrial cancer, were included,
constituting a dataset of 1556 images. For individuals presenting with abnormal uterine
bleeding, endometrial sampling was performed as clinically indicated. The pathology
examination, supplemented with immunohistochemistry (IHC), was meticulously
conducted. The study aimed to calculate sensitivity, specificity, and accuracy for the
detection of benign lesions, precancerous conditions, and endometrial cancer.

Results

In a cohort of 594 patients, the distribution of diagnoses included 78 cases of normal
endometrium, 20 cases of endometrial polyps, 20 cases of secretory endometrium, 34
cases of proliferative endometrium, 90 cases of simple endometrial hyperplasia, 30
cases of atypical complex endometrial hyperplasia, and 322 cases of endometrial
cancer. The testing area under the curve (AUC) for normal endometrium, benign
conditions, and endometrial cancer were 0.82, 0.82, and 0.86, respectively.

Conclusion

Artificial intelligence-based sonography could be a potential tool for detecting normal,
benign endometrial lesions and endometrial cancer in abnormal uterine bleeding.
Women with abnormal bleeding and positive findings of Al-based sonography
examination should consider endometrial sampling.
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Purpose: The aim of this study was to investigate whether the deficiency of mismatch
repair (AIMMR) proteins in patients with early-stage high-intermediate endometrial
cancer, who underwent adjuvant therapy (radiation, chemotherapy, or a combination),
is linked to treatment outcomes.

Methods: This retrospective study focused on patients with stage I and II endometrial
cancer (EC) who underwent complete staging surgery. The study included individuals
classified as high-intermediate risk postoperatively and spanned the period from
August 2006 to December 2022 at Kaohsiung Chang Gung Memorial Hospital. We
characterized high-intermediate risk early-stage endometrial cancer based on the
criteria established in the PORTEC and GOG-99 trials. Adjuvant radiation (EBRT)
was administered to individuals meeting the high-intermediate risk criteria. For those
with non-endometrioid type endometrial cancer, adjuvant chemotherapy with or
without radiation was employed. Clinicopathological characteristics as well as clinical
outcomes including PFS and OS was recorded. Lineal variables were assessed using
the independent T-test, while categorical variables were subjected to chi-square
analysis. Survival curves were constructed using the Kaplan-Meier method, and hazard
ratios for the variables were determined through the Cox regression model.

Results:

A total of 278 patients, with mean follow-up periods of 59.6 + 42.6 (mean + SD)
months, were included in the study. The mean age was 58.1 years, with 70% of patients
being postmenopausal at the time of endometrial cancer diagnosis. The mean body
mass index (BMI) was 26.1 kg/m?, and 79.9% of the population had a history of
childbirth. The average CA-125 level was 78.6 (ranging from 5 to 4943). The
distribution across stages was as follows: 32% for Stage 1A, 45.7% for Stage 1B, and
22.3% for Stage I1.

Pathological findings indicated that the majority of the population had endometrioid
histology (76.8%) and low-grade tumors (76.8%). Approximately 40% of patients
exhibited substantial lymphovascular space invasion (LVSI), and the mean percentage
of myometrial invasion (MI) depth was 55%. Analysis of MMR status revealed that
31.9% of patients had dMMR. A higher percentage of parous patients was observed in
the IMMR group compared to the pMMR group (95.6% vs. 70.5%, p = 0.001).
Additionally, higher estrogen receptor (ER) and progesterone receptor (PR) H-scores
were both identified in the AIMMR group (ER H-score: p = 0.02; PR H-score: p =
0.092). Although the median overall survival has not yet reached, in multivariate
analysis the survival rate was significantly lower in dMMR group as compared to
PMMR group. (81.4% v.s 98.9%, hazard ratio 124.1, 95% CI, 1.87 to 8238.11; p
<0.024).

As for the patients with adjuvant radiation (n=116), univariate analysis indicates a
significant difference in median overall survival between pMMR and dMMNR groups
(p <0.001) though PFS didn’t show significantly different. However, multivariate
analysis revealed no significant difference neither PFS nor OS between these two
groups. Among non-endometrioid type patients undergoing adjuvant chemotherapy
(n=25), those with dIMMR exhibited a significantly lower mean age compared to




pPMMR (46.3 vs. 60.3, p=0.019). The IMMR population also demonstrated a potential
trend towards lower postmenopausal status at the time of EC diagnosis (0% vs 63.6%,
p=0.072), along with higher ER H-scores in the dAMMR group (153.3 vs. 59.9, p=
0.096). However, both univariate and multivariate analyses for PFS and OS revealed
no significant differences between the IMMR and pMMR groups.

Conclusion:

MMR deficiency in high-intermediate early-stage endometrial cancer appears to be
correlated with an elevated risk of mortality and poorer overall survival. However,
following the administration of relevant adjuvant treatments (radiation, chemotherapy,
or a combination of both) to the high-intermediate risk endometrial cancer groups, no
discernible differences in overall survival and outcomes were observed. The
significance of MMR status as a prognostic factor in planning further adjuvant
treatment for early-stage high-intermediate risk endometrial cancer may be limited,
taking into consideration the potential cost savings associated with omitting MMR
status testing in this group.




