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Abstract

Background and Objective: Although the survival rate of early-stage epithelial ovarian cancer is higher than
advanced-stage cancer, approximately 20% to 30% of these patients succumb to the disease. The main
objective is to study the 5-year survival rate, with secondary objectives focusing on factors influencing the
survival of patients with early-stage epithelial ovarian cancer.

Methods: This research is a retrospective cohort study of a population comprising patients diagnosed with
early-stage epithelial ovarian cancer who received treatment at Sawanpracharak Hospital between January
1, 2008, and December 31, 2018. Data were collected from medical records, and statistical analysis involved
descriptive statistics, Kaplan-Meier survival curve, Log-rank test, and Cox proportional hazard model with
a significance level set at p < 0.05.

Results: Among 151 patients with early-stage epithelial ovarian cancer, with a median follow-up time of 101

months, the 5-year disease-free and overall survival rates were 79.3% and 80.2%, respectively. Stage 1 ovarian
cancer had a 5-year disease-free and overall survival rate of 81.3% and 83.4%, while stage 2 had rates of 71.9%
and 71.7%, respectively. In the multivariate analysis, the results indicate that ECOG PS 2,3 (HR 8.84, 95% Cl
2.88-27.07, p<0.001), (HR 10.68, 95% Cl 3.99-28.57, p<0.001), and clear cell cancer (HR 9.01, 95% Cl 1.91-42.39,
p=0.005), (HR 5.16, 95% Cl 1.44-18.49, p=0.012), serve as independent predictive factors for a poorer 5-year
disease-free survival (DFS) and overall survival (OS). Women who were administered the carboplatin regimen
(HR 5.79, 95% Cl 1.12-29.61, p=0.036) and the carboplatin plus cyclophosphamide regimen (HR 3.64, 95% Cl
1.22-10.89, p=0.021) exhibited lower 5-year progression-free survival (PFS) and 5-year OS compared to those
who received the carboplatin plus paclitaxel regimen, respectively.

Conclusion: Early-stage epithelial ovarian cancer demonstrates favorable disease-free and overall survival rates

when treated with adequate surgery and chemotherapy.

Keywords: early-stage epithelial ovarian cancer, survival rate, prognostic factors.
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Introduction

Ovarian cancer is the third most common
gynecological cancer, following cervical and endometrial
cancers. It ranks second in causing mortality,
surpassed only by cervical cancer.' Due to vague and
nonspecific symptoms, over 70% of patients present
with advanced disease, leading to significantly lower
survival rates. Approximately 25-30% of patients with
epithelial ovarian cancer (EOC) present with
early-stage disease (International Federation of
Gynecology and Obstetrics [FIGO] stage I-Il), which is
a phase with favorable treatment outcomes.

The primary treatment for early-stage ovarian
cancer is surgery, with the goal of completely removing
the disease and determining the surgical stage.
Surgical staging is essential to guide subsequent
treatment with appropriate postoperative adjuvant
therapy. For cases where fertility preservation is
desired, it is possible to retain the uterus and
unaffected ovary, especially in stage IA grade 1 cases.

The National Comprehensive Cancer Network”
provides guidelines for the treatment of early-stage
epithelial ovarian cancer, recommending that low-risk
patients, specifically those in stage IA and IB grade 1
after surgical staging, may not require postoperative
chemotherapy. These patients typically have a highly
favorable prognosis, with a long-term disease-free
survival rate reaching up to 90%. For high-risk patients
with characteristics such as clear cell carcinoma, grade
3 and some grade 2 tumors, stage IC, and stage 2,
the chances of disease recurrence are higher, reaching
30-40%, and a 5-year mortality rate of 25-30%.
Therefore, these patients are recommended to
undergo platinum-based chemotherapy for 4-6 cycles
to improve their prognosis.

Although generally patients with early-stage
epithelial ovarian cancer exhibit favorable treatment
outcomes, there is a notable difference in recurrence
rates among those considered high-risk, ranging from
15% to over 40%, as reported in various studies.”®
This is attributed to the fact that early-stage ovarian
cancer is less commonly diagnosed than
advanced-stage cases, resulting in fewer studies on
survival rates and influencing factors. The studies
conducted in other countries encompass diverse
populations, including stage IC and stage 2 ovarian
cancers, which exhibit 5-year survival rates ranging

from 60-70%, in contrast to stage IA cases, which have
a 90% b5-year survival rate. The FIGO 2014 staging
criteria have been updated, emphasizing the different
patterns of tumor rupture and positive cytology.
Therefore, it is crucial to identify risk factors for disease
recurrence to tailor treatment strategies for optimal
outcomes.

The studies revealed that prognostic factors for
the disease include the disease stage, tumor grade,
residual tumor, age, performance status, positive
cytology, and the type of cancer cell.”° However,
there is still no study on survival rates and prognostic
factors specifically for early-stage ovarian cancer
patients in Thailand. The objective of this study is to
investigate the clinicopathological characteristics,
survival rates, and prognostic factors for the survival
of early-stage epithelial ovarian cancer patients.
This information is intended to be used as data for
future studies to contribute to the development of
surgical and treatment strategies for future ovarian

cancer patients.

Materials and Methods

This research employed a retrospective cohort
study design, focusing on the target population of
patients with early-stage epithelial ovarian cancer in
Sawanpracharak Hospital. The study included patients
diagnosed in stages 1 and 2 between January 1, 2008,
and December 31, 2018.

Inclusion criteria involved patients who received
both treatment and diagnosis of epithelial ovarian
cancer and had their diagnoses confirmed in the
hospital's pathology reports during the specified
period. The study concluded with the final status of
life or the end of the study on December 31, 2023.
Exclusion criteria consisted of patients with ovarian
cancer diagnosed in conjunction with cancers in
other locations, those diagnosed with borderline
ovarian cancer, patients with mucinous ovarian cancer
originating from other organs, patients with mixed-cell
type epithelial ovarian cancer, and patients with
incomplete data.

The definition of surgical staging consisted of
removal of the affected ovary or ovaries ;removal of
the uterus; careful inspection and palpation of all
peritoneal surfaces and biopsy sampling of any

suspicious areas, such as adhesions adjacent to the
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primary tumor; peritoneal washing for cytology
analysis; omentectomy; blind peritoneal biopsy
sampling of the right hemidiaphragm, the right and
left paracolic gutters, the pouch of Douglas, the
bladder peritoneum, and the pelvic side walls;
removal of para-aortic and pelvic lymph nodes.
Adjuvant therapy consisted of platinum-based
chemotherapy (with or without cyclophosphamide or
paclitaxel) in accordance with clinical and pathological
characteristics.

The total number of patients during the study
period was 151. Following ethical approval from the
Research Ethics Committee (Approval No. COA.
16/2567), data were collected from patient medical
records in the hospital's computerized database.
Information included general patient data and
treatment history, as well as diagnostic details
recorded on predefined forms. The follow-up period
commenced from the date of confirmed cancer
diagnosis and continued until the patient's demise or
the end of the study on December 31, 2023. Patients
unable to be tracked for vital status were considered
censored. Censoring also applied to patients who
passed away due to causes unrelated to ovarian
cancer. Confirmation of death and determination of
its cause were obtained through the examination of
patient medical records and civil registration data.

Statistical analysis involved descriptive statistics,
Kaplan-Meier survival curves for survival analysis,
log-rank tests for group comparisons, and Cox
proportional hazard regression for identifying factors
affecting disease-free survival and overall survival.
Results were presented as hazard ratios and 95%
confidence intervals and statistical significance was
set at p <0.05.

Results

From the study, a total of 151 patients with
early-stage ovarian cancer were identified, with an
average age of 55 years (range: 28-79 years). Most
patients had Eastern Cooperative Oncology Group
(ECOG) performance status scores of 1 (79.5%) and 2
(15.2%). Among the total patients, 132 (87.5%)
underwent complete surgical staging, whereas 15
patients (9.9%) required re-staging following an initial
incomplete operation. Out of all patients, 119 (78.8%)
were in stage 1, with stage IC being the most
prevalent at 62.2%. Meanwhile, 32 patients (21.2%)
were in stage 2, distributed between Stage IIA (9.9%)
and Stage 1IB (11.3%). The most frequently
encountered cancer cell types were clear cell (33.8%),
followed by serous (27.2%), mucinous (22.5%), and
endometrioid (16.6%). For patients in stages IA-IB,
mucinous (48%) and endometrioid (20%) were the
common cell types. In stage IC, clear cell (42.6%)
dominated, followed by serous (22.3%). In stages
IIA-IIB, serous cell type was predominant (50%),
followed by clear cell (21.9%). The distribution of
cancer grades found 17.9% grade 1, 15.2% grade 2,
and 13.9% grade 3. Out of the 151 patients in total,
36.4% had ascites, 47.7% experienced intraoperative
rupture, 55% exhibited dense adhesions, and 25.8%
showed positive cytology, primarily in patients with
ascites (46.1%). Out of 151 patients, 140(92.7%)
underwent surgery with no residual tumor, 4 patients
had residual tumor less than or equal to 1 cm, and
only 4.6% had residual tumor greater than 1 cm.
High-risk group patients received carboplatin with
paclitaxel chemotherapy, constituting 78.8% of the
cases (Table 1).
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Table 1 Patient and clinicopathologic characteristics of early-stage epithelial ovarian cancer.

Variables N % Variables N %
(N=151) (N=151)

Age: Mean (Min-Max), (years) 55 (28 - 79) Dense Adhesion
< 60 109 72.2 No 68 45.0
> 60 a2 27.8 Yes 83 55.0

ECOG Performance status Cytology
0 3 2.0 Negative 85 56.3
1 120 79.5 Positive 39 258
2 23 15.2 Not done 27 17.9
3 5 2.6 Ruptured capsule

CA 125 (units/ml) Unruptured 52 34.4
<35 29 19.2 Accidental ruptured 72 ar.7
> 35 89 58.9 Ruptured 27 17.9
Missing 33 219 Endometriosis

FIGO stage No 109 72.2
IA 24 159 Yes a2 27.8
1B 1 0.7 Biopsy seeding
IC1 28 18.5 No 118 78.1
IC2 39 258 Yes 33 219
IC3 27 17.9 Type of Surgery
A 15 9.9 Complete surgical staging 132 87.5
IIB 17 11.3 Incomplete staging (re-staging) 15 9.9

Histology Inadequate staging surgery* 4 2.6
1 Clear cells 51 33.8 Residual Tumor
2 Serous 41 27.2 No RT 140 92.7
3 Mucinous 34 225 Optimal Surgery (< 1 cm) 4 2.6
4 Endometrioid 25 16.6 Suboptimal Surgery (> 1 cm) 7 4.6

Tumor grade Chemotherapy
1 27 17.9 1 No 9 6.0
2 23 15.2 2 PT 119 78.8
3 21 13.9 3 PC 15 9.9
Not grade 29 19.2 4 Carboplatin 8 53
Clear cell 51 33.8 Site of Recurrence (in 5 yr.)

Presence of Ascites 1. Local Recurrence 6 19.3
No 96 63.6 2. Peritoneal Metastasis 12 38.7
Yes 55 36.4 3. LN Metastasis 5 16.1

4. Distant Metastasis 8 25.8
ECOG: Eastern Cooperative Oncology Group
FIGO: the International Federation of Gynecology and Obstetrics
*No lymph node dissection performed
ATUATUNTNFENT 2567; 39(1) @ Srinagarind Med J 2024; 39(1) 45
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Table 2 Progressive-free survival and overall survival by patient characteristics.

PFS oS PFS 0s
N N
(N=151) % p-value % p-value (N=151) % p-value % p-value
5yr 5yr 5yr 5yr

Age group, yrs. Grade
<60 109 78.7 095 812 0.695 G1,2 50 879 0.032 873 0.022
> 60 42 80.9 80.3 G 3, Clear cell 72 73.2 75.7

ECOG PS Ascites
0-1 123 853  0.000 87.6 0.000 No 96 759 0.112 788 0.111
2-3 28 52.1 50.8 Yes 55 85.2 84.8

FIGO Stage Capsule Ruptured
IA or 1B 25 96.0 0.056 96.0 0.143 Unruptured 52 80.7 0.717 826 0.655
IC 94 77.3 80.1 AR 72 76.1 78.2
[IA-11B 32 71.9 717 Ruptured 27 85.2 85.0

Type of EOC* Dense Adhesion
Type | 109 80.7 0.802 80.7 0.897 No 68 88.0 0.043 89.2 0.029
Type Il 31 76.8 75.6 Yes 83 72.3 74.3
Undefined 11 727 81.8 Cytology

Histology Negative 85 86.8 0.000 889 0.001
1 Endometrioid 25 958 0.014 957 0.008 Positive 39 64.1 66.3
2 Mucinous 34 91.0 90.9 Optimal Surgery
3 Serous 41 72.8 74.4 Optimal (< 1 cm) 144 81.8 0.000 83.6 0.000
4 Clear cells 51 68.6 72.4 Suboptimal (> 1 cm) 7 28.6 21.4

NCC VS Clear cell Chemotherapy**
Non-Clear cell 100 84.8 0.013 854 0.006 PT 118 81.3 0.011 889 0.001
Clear cell 51 68.6 72.4 PC 15 72.7 66.3

Carboplatin 8 37.5

*Type | EOC: low-grade serous, mucinous, endometrioid, clear cell, transitional cell carcinomas and Type Il EOC includes high-grade

serous carcinomas, undifferentiated carcinomas and carcinosarcomas.

**PT: Carboplatin and Paclitaxel, PC: Carboplatin and Cyclophosphamide
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Table 3 Multivariate analysis of predictive factors influencing disease free survival and overall survival in patients

early-stage ovarian cancer

Disease Recurrence Death
Variable
Adj. HR 95% Cl p-value Adj. HR 95% ClI p-value

ECOG PS*

0-1 1 1

2-3 8.84 2.88-27.07 < 0.001 10.68 3.99-2857 < 0.001
Histology

Non clear cell 1 1

Clear cell 9.01 1.91-42.39 0.005 5.16 1.44-18.49 0.012
Cytology

Negative 1

Positive 2.86 1.15-7.12 0.024
Chemotherapy**

PT 1 1

pC 2.79 0.73-10.64 0.132 3.64 1.22-10.89 0.021

Carboplatin 5.79 1.12-29.61 0.036 4.53 0.87-23.61 0.073

*ECOG: Eastern Cooperative Oncology Group
**PT: Carboplatin and Paclitaxel, PC: Carboplatin and Cyclophosphamide
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Figures 1 Comparison of disease-free survival rates based on performance status 2 and 3(A), clear cell type cancer

versus non-clear cell type(B), positive versus negative cytology(C), and types of chemotherapy received (D)
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In this study, the median follow-up duration
was 101 months. Out of 151 patients, 37 experienced
disease recurrence, and 45 patients died. The 5-year
disease-free survival rate and overall survival rate for
early-stage ovarian cancer were 79.3% and 80.2%,
respectively. For stage 1 ovarian cancer, the 5-year
disease-free survival rate and overall survival rate
were 81.3% and 83.4%, respectively. Specifically,
stage IA-IB had the highest 5-year disease-free
survival rate at 96.0% and an overall survival rate of
96.0%. Stage IC had a 5-year disease-free survival rate
of 77.3% and an overall survival rate of 80.1%, while
Stages lIA-IIB had the lowest rates at 71.9% and 71.7%,
respectively. The 5-year disease-free survival rates
between both stages were not statistically different.
A subgroup analysis was performed for patients in
stage IC, and according to FIGO 2014, IC1 had a 5-year
disease-free survival rate of 82.1% and an overall
survival rate of 80.4%. for IC2, the rates were 81.4%
and 86.7%, respectively. However, patients in IC3 had
the lowest 5-year disease-free survival rate at 66.7%
and an overall survival rate of 70.4%, which was
statistically significantly lower than IC1 and IC2
(p=0.048).

The 5-year disease-free survival rate and
overall survival rate analysis compared type | and
type Il EOC were not significantly different. The cell
type with the highest 5-year disease-free survival rate
was endometrioid, at 95.8%, and overall survival rate
at 95.7%. Mucinous followed closely, with a 5-year
disease-free survival rate of 91.0% and an overall
survival rate of 90.9%. Serous and clear cell types had
relatively lower rates, with serous at 72.8% and 74.4%,
and clear cell having the lowest rates at 68.6% and
72.4%, respectively. Comparing the clear cell group
with the non-clear cell group showed statistically
significant lower rates in the clear cell group (p=0.013,
p=0.001).

Patients who had residual disease less than or
equal to 1 cm after surgery had a 5-year disease-free
survival rate of 81.8% and an overall survival rate of
83.6%. In contrast, those with residual disease greater
than 1 cm had significantly worse rates at 28.6% and
21.4%, respectively (p=0.001). Additionally, patients
with performance status 2 and 3, grade 3 cancer cells,
dense adhesions, and positive cytology, as well as

those who received carboplatin or carboplatin with

cyclophosphamide chemotherapy, had significantly
poorer 5-year disease-free survival and overall survival
rates (Table2). Figures 1 show a comparison of
disease-free survival rates based on performance
statuses 2 and 3, clear cell type cancer versus
non-clear cell type, positive versus negative cytology,
and types of chemotherapy received.

In the multivariate analysis (Table 3) evaluating
factors influencing the disease-free survival and
overall survival rates of early-stage ovarian cancer
patients, the following factors were identified. For
disease-free survival, significant factors included
performance status 2 and 3 (Adj. HR = 8.84; 95% Cl:
2.88-27.07), clear cell type cancer (Adj. HR = 9.01; 95%
Cl: 1.91-42.39), positive cytology (Adj. HR = 2.86; 95%
Cl: 1.15-7.12), and receipt of carboplatin chemotherapy
(Adj. HR = 5.79; 95% Cl: 1.12-29.61). Regarding overall
survival, noteworthy factors included performance
status 2 and 3 (Adj. HR = 10.68; 95% Cl: 3.99-28.57),
clear cell type cancer (Adj. HR = 5.16; 95% CI:
1.44-18.49), and receipt of carboplatin with
cyclophosphamide chemotherapy (Adj. HR = 3.64;
95% Cl: 1.22-10.89).

Discussion

In this study, it was found that the 5-year
disease-free survival and overall survival rates for
early-stage epithelial ovarian cancer were 79.3% and
80.2%, respectively. For stage 1 ovarian cancer, the
5-year disease-free survival and overall survival rates
were 81.3% and 83.4%, and for stage 2, they were
71.9% and 71.7%, respectively. These findings align
with the study conducted by Chan et al’, who
analyzed data from GOG protocols 95 and 157,
involving 506 patients. This population resembled
ours, with the highest proportion in stage IC and clear
cell type. In Chan et al*study, the 5-year disease-free
survival and overall survival rates for early-stage
ovarian cancer were 76.0% and 82.0%, respectively,
with stage 1 having a 5-year disease-free survival rate
of 84%, and stage 2 having rates of 65.9% and 76.3%,
respectively. The 5-year disease-free survival and
overall survival rates for stage IC ovarian cancer in our
study were 77.3% and 80.1%, respectively, consistent
with the GOG study, which reported rates of 77.8%
and 83.7%, respectively.
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However, our results differed from the study
conducted by Hsieh et al'’, which shared similar
population characteristics. Hsieh et al reported
higher 5-year disease-free survival and overall
survival rates for stage IC ovarian cancer at 82.8% and
91.5%, respectively. This difference may be attributed
to a better prognosis of clear cell type cancer in their
Taiwanese study compared to other cell types. This
contrasts with the clear cell type in our study, which
showed the least favorable prognosis. Wei et al’
also reported higher 5-year disease-free survival rates
for stages 1 and IC ovarian cancer at 86.5% and 81%,
respectively. In their subgroup analysis of the IC group
according to FIGO 2014, they found no statistically
significant differences in the 5-year disease-free
survival and overall survival rates among IC1 (70/85),
IC2 (85/98), and IC3 (89/90). This contrasts with our
study's results, where the 5-year disease-free survival
rates for IC3 were significantly lower at 66.7% and
70.4% compared to IC1 and IC2 (p = 0.048), leading
to an overall decrease in the disease-free survival
rates for stage IC.

This study found that ovarian cancer stages
IA-IB have the highest 5-year disease-free and overall
survival rates, primarily attributed to the favorable
prognosis of mucinous cell types. These findings align

191" suggesting that mucinous

with previous studies
tumors, often detected in early stages, contribute to
more straightforward surgical interventions. Our study
revealed a predominance of clear cell type, followed
by serous type, notably in stages IC and II, with both
cell types demonstrating relatively low 5-year
disease-free survival and overall survival rates. These

findings align with previous studies"*

, suggesting that
the prognosis of clear cell is similar to serous
histology. When comparing the 5-year disease-free
survival and overall survival rates between the clear
cell group (68.6% and 72.4%), significantly lower rates
were observed than for the non-clear cell group
(84.8% and 85.4%) (p=0.013, p=0.001), consistent with
a study conducted in Thailand on stage IC ovarian
clear cell carcinoma.” These findings support the
notion that molecular analyses and cell of origin
studies suggest that type | tumors of the dualistic
model of epithelial carcinogenesis are quite
heterogeneous and have very different precursors and

molecular profiles.

In addition, this study noted that patients who
underwent surgery with residual disease equal to or
less than 1 cm exhibited superior 5-year disease-free
survival and overall survival rates compared to those
with residual disease exceeding 1 cm. Wei et al.
similarly reported 5-year disease-free survival rates
for residual disease equal to or less than 1 cm and
more than 1 cm as 80% vs. 50% and 92% vs. 69%,
respectively."”

The prognostic factors influencing disease-free
survival and overall survival in early-stage epithelial
ovarian cancer are the performance status, clear cell
type, and receiving chemotherapy with carboplatin
and paclitaxel. On the other hand, the crucial factor
affecting disease-free survival alone is positive
cytology. Previous studies have consistently identified
the disease stage as a significant factor affecting
disease-free survival and overall survival.*'*"*"
However, this study found that the disease stage only
had a specific impact when analyzing univariate
variables. This might be due to a relatively small
quantity of early-stage ovarian cancer patients in this
study, and the 5-year disease-free survival rate for
stage 2 ovarian cancer was relatively high at 71.9%,
compared to other studies ranging from 44% to
65%."'"'*'" Correspondingly, some authors indicated
that the stage was not influential if optimal treatment
were administrated.”® Clear cell ovarian cancer
emerged as a factor associated with an increased risk
of recurrence and decreased overall survival,
consistent with several studies.”" In contrast, Hsieh
et al reported a favorable prognosis for clear cell
type.'" Positive cytology is a factor affecting
disease-free survival, consistent with these studies
that found the presence of cancer cells in the
abdominal fluid is associated with a higher risk of
recurrence within the abdominal cavity.”"® The
majority of studies have found that administering
chemotherapy with carboplatin and paclitaxel results
in better treatment outcomes than other
platinum-based regimens.”” This corroborates with
the current study. Several studies have also reported
that age is a crucial factor affecting recurrence and
overall survival.*’"" However, this study found that
performance status is a critical factor, consistent with
the study by Trilsch et al*!, which identified the

performance status as a crucial factor affecting
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disease-free survival, not just age. This finding is
further supported by additional studies.”***

Since the introduction of FIGO 2014, this study
represents the first investigation into the survival rates
and factors influencing the survival of patients with
early-stage epithelial ovarian cancer in Thailand.
The strength of this study lies in the fact that nearly
all patients, 97.4%, underwent surgical staging, and
93% had surgery resulting in no residual tumor.
The choice of the chemotherapeutic regimen was
determined based on the patients' age, medical
condition, chemotherapy toxicities, and the presence
of low-grade tumors such as mucinous types.
The majority of high-risk patients received chemotherapy
with carboplatin and paclitaxel. Over a 5-year period,
20.7% of patients experienced recurrence, with 80%
of recurrences occurring in the abdominal cavity and
metastasizing to other organs. An association was
observed with clear cell type, which showed a poorer
prognosis and response to chemotherapy. Patients
who underwent both adequate surgery and received
sufficient chemotherapy exhibited 5-year disease-free
survival and overall survival rates comparable to
results from international studies. However, the
study's limitations include its retrospective design and
a relatively small population due to the low incidence
of early-stage ovarian cancer. Additionally, the study
collected data only from patients treated by a single
gynecologic oncologist during the period covered by
the study.

In clinical application, the findings of this study
serve as valuable insights for advancing surgical
procedures and patient care in the future. They
contribute foundational data for hospitals to enhance
the quality of their services and serve as a reference
for future studies and research on ovarian cancer.

In the early stages, ovarian cancer exhibits
favorable rates of disease-free and overall survival
when adequate surgical intervention, combined with
sufficient chemotherapy, is administered. The
outcomes of clinical trials, such as GOG 268, which
explores the combination of temsirolimus with
carboplatin and paclitaxel as the first-line treatment,
and GOG 254, investigating the use of sunitinib for
recurrent patients, should be closely monitored.
These trials have the potential to contribute valuable

insights that may improve future treatment outcomes.

Additionally, collaborative prospective studies
involving multiple institutions may be required to
obtain a sufficiently large sample size, providing clear
insights into the factors influencing disease-free and
overall survival.
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