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Abstract: Ovarian cancer is the second most common cause of death from gynecologic cancer. The
aim of this study was to estimate the incidence of ovarian cancer and the trend of mortality in
different histological subtypes of ovarian cancer in Taiwan. Patient information regarding ovarian
cancer was provided by the Taiwan National Health Insurance database. The histological subtypes
of ovarian cancer were retrieved from the Taiwan Cancer Registry database, while the survival
rates were extracted from the National Death Registry database. In this population-based cohort
study, the annual prevalence, incidence, and overall mortality of ovarian cancer during 2002-2015
were determined. The trend in the incidence and the mortality rate of different histologic subtypes
were estimated using joinpoint regression analysis. It was found that age-standardized incidence of
ovarian cancer increased from 9.46 in 2002 to 11.92 per 100,000 person-years in 2015, with an average
annual percentage change of 2.0 (95% CI = 1.5-2.5). The 1-, 3-, and 5-year mortality rates of overall
ovarian cancer declined progressively during the study period, especially the group of Charlson
comorbidity index < 1. Ovarian serous carcinoma was the most common histological subtype in
Taiwan, comprising 30.9% of ovarian cancer patients in 2002-2015. This study provides valuable
information for use in developing healthcare policies for ovarian cancer.

Keywords: ovarian cancer; epidemiology; population-based study; mortality

1. Introduction

Ovarian cancer is the eighth most frequent cancer diagnosis in the world. Over
314,000 women were diagnosed with ovarian cancer in 2020, of which approximately 207,000
died [1], making it the second most common cause of death from gynecologic cancers.

There are significant geographic differences in ovarian cancer incidence and mortality
rates. The regions with a higher reported incidence of ovarian cancer may be associated with
a higher prevalence of numerous established risk factors, including nulliparity /low birth
rate, menopause hormone therapy use, endometriosis [2], familial genetic predisposition,
and lower prevalence of oral contraceptives [3]. Some prior studies have reported on
international trends of ovarian cancer incidence, which remain relatively stable. They
found significant increases in eastern/southern Europe and Asia (Thailand and Japan) and
decreases in northern Europe and North America [2,3].

The most common histologic type of ovary cancer is epithelial tumor. Its subtypes
include serous, endometrioid, clear cell, mucinous, mixed epithelial, mesenchymal, and
other tumors [4,5]. The remaining non-epithelial tumors include sex cord stromal, germ cell,
and other tumors [5]. The different subtypes of ovarian cancer are characterized by distinct
risk factors, treatment responses, and prognoses. Compared to the global distribution of
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epithelial subtypes, the distribution of these subtypes does not vary significantly for most
countries, with the exception of some countries in Asia [3].

Regarding the epidemiology of ovarian cancer in Taiwan, information from global
cancer data surveillance and previous studies has not been previously reported. This is the
first epidemiological study on ovarian cancer in Taiwan. In this population-based study, we
summarize the trends in the incidence of ovarian cancer and provide estimates of ovarian
cancer incidence and mortality rate by histologic subtype in Taiwan between 2002 and
2015 by combining information from the National Health Insurance Research Database
(NHIRD), Taiwan Cancer Registry Database (TCRD), and National Death Registry (NDR).

2. Materials and Methods
2.1. Source Data and Study Population

National Health Insurance (NHI) is a universal health insurance scheme in Taiwan that
has provided extensive coverage since 1995, with over 99.6% of citizens being registered
beneficiaries. Deidentified computerized data were derived from The Bureau of National
Health Insurance to establish the National Health Insurance research database (NHIRD).
This NHIRD comprises basic patient information, medical data, dates of admission, opera-
tions, and clinical diagnoses.

This research utilized the NHIRD, Taiwan Cancer Registry Database (TCRD), and
National Death Registry (NDR), which are subsets of the NHI database and have been
approved by the Department of Statistics, Ministry of Health and Welfare of Taiwan. By
using a unique personalized encrypted identifier for each beneficiary, we were able to
efficiently cross-link between different subsets of the NHI database.

This population-based cohort study comprised ethnic Taiwanese patients diagnosed
with ovarian cancer (International Classification of Disease for Oncology, Third Edition
(ICD-0-3) codes C56, C57.0, C57.1, C57.2, C57.3, and C57.4) identified via the TCRD from
2002 to 2015. Patient information, including age, gender, place of residence, income levels,
and occupation, was provided by NHIRD. The histological subtypes of ovarian cancer were
retrieved from the TCRD, while the survival rates were extracted from the NDR database.

This epidemiologic study was approved by the Institutional Review Board of Chang
Gung Medical Hospital (approval number: 201601233B0D001). The data used in this study
were deidentified and encrypted, so the requirement for obtaining patient consent was waived.

2.2. Prevalence and Incidence

The crude prevalence rate of ovarian cancer per 100,000 persons was obtained as the
number of ovarian cancer patients divided by the total number of women in the specified
year. We defined ovarian cancer patients as individuals who were diagnosed with ovarian
cancer before 1 July of that calendar year. The total number of women comprised every
woman who had registered by 1 July of that calendar year. On the other hand, the crude
incidence rate of ovarian cancer per 100,000 person-years refers to the number of new
cases of ovarian cancer divided by the total person-years in the at-risk population during
a specified year. The new ovarian cancer cases were defined as patients with a record of
ovarian cancer in a specified year but without diagnosis of ovarian cancer prior to 1 January
of that year. Women with no history of ovarian cancer during the same year were defined
as the at-risk population. All eligible subjects were followed up from January 1 of the year
in which the earliest diagnosis of ovarian cancer was made until the primary outcome of
death or the end of the study period on 31 December 2015.

The geographic variations in the prevalence and incidence of ovarian cancer in 2002
and in 2015 were also compared by dividing Taiwan into 21 administrative districts, in-
cluding Keelung, Taipei city, New Taipei city, Taoyuan city, Hsinchu, Miaoli, Taichung city,
Changhua, Yunlin, Nantou, Chiayi, Tainan city, Kaohsiung city, Pingtung, Yilan, Hualien,
Taitung, Lianjiang, and the offshore Penghu islets. The age-standardized prevalence and
incidence of ovarian cancer for each district were estimated with reference to the overall
number of women in 2015 to diminish the regional effects of diverse age.
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2.3. Trends of Incidence and Prevalence

The age-standardized prevalence and incidence rate of ovarian cancer in each year
from 2002 to 2015 were calculated with reference to the population of women in 2015.
In order to determine the trend of incidence, joinpoint regression analysis was used to
compare the mean annual percentage change (APC) of the incidence of ovarian cancer
during the study period.

2.4. Trends of Mortality

Overall mortality of patients with ovarian cancer was extracted from overall mortality
rates in the National Death Registry of Taiwan. In the specified calendar year, we calculated
1-, 3-, and 5-year mortality rates for ovarian cancer. Then, our study samples were divided
into two groups according to their Charlson comorbidity index (CCI), CCI < 1 or CCI > 2,
to compare the trend in mortality rates from 2002 to 2015.

2.5. Histological Analysis of Ovarian Cancer Subtypes

Patients with ovarian cancer were analyzed for trends in age, sex, socioeconomic status,
incidence, and mortality according to different histological subtypes. The histological
subtype of ovarian cancer was categorized according to the classification by World Health
Organization (WHO) criteria, with mainly epithelial cancer, germ cell cancer, and other
subtypes. Epithelial cancers, which represent the majority of malignant ovarian cancers,
were further grouped into the following histological types: serous, mucinous, endometrioid,
clear cell, and other [4].

2.6. Statistical Analysis

The 95% confidence intervals (95% ClIs) for the prevalence, incidence, and mortality
rate of ovarian cancer were estimated using Poisson regression. The Joinpoint Regression
Program (version 4.0.4; National Cancer Institute, Bethesda, MD, USA) was used to esti-
mate the trends for the prevalence, incidence, and mortality rates of ovarian cancer. The
average annual percentage change (APC) was calculated for each linear segment. The
Charlson comorbidity index (CCI) score was utilized to evaluate the medical condition
and mortality risk of ovarian cancer patients. Statistically, continuous variables of CCI
score were compared based on a t-test, while categorical variables such as sex and income
level were compared through x? analysis. The statistical significance level was set to 0.05.
All statistical analyses in this study were calculated using SAS software (version 9.4; SAS
Institute, Cary, NC, USA).

3. Results
3.1. Clinical Characteristics of Patients with Ovarian Cancer

The total eligible population in our study included 23,737,221 beneficiaries enrolled in
the National Health Insurance (NHI) in 2015. We identified 15,785 patients with a diagnosis
of ovarian cancer between 2002 and 2015. The demographic characteristics of the patients
are listed in Table 1. The average age was 52.2 & 15.3 years. More than half of the patients
lived in urban areas (64.6%); 26.3% and 7.6% of the patients lived in suburban and rural
areas, respectively. For income levels, the proportion of ovarian cancer was similar in all
groups, indicating that there is a weak relationship between the prevalence of ovarian
cancer and the level of income in Taiwan. The incident cases of ovarian cancer increased
from 816 in 2002 to 1412 in 2015, and the average CCI score at ovarian cancer diagnosis
increased from 2.42 £ 3.12 to 4.03 £ 3.45, implying that the relationship between ovarian
cancer and other pre-existing medical conditions became stronger.
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Table 1. Clinical characteristics of ovarian cancer patients in Taiwan from 2002 to 2015.
By Calendar Year
Entire Cohort 2002 2015
(n=15785 (n = 816) (n =1412) p Value
Age (years) (mean =+ standard deviation) 52.29 + 15.35 51.72 + 16.01 53.07 + 14.95 0.0505
Place of residence, No. (%) 0.0005 *
Urban 10202 (64.63) 532 (65.20) 926 (65.58)
Suburban 4157 (26.34) 199 (24.39) 380 (26.91)
Rural 1200 (7.60) 71 (8.70) 103 (7.29)
Unknown 226 (1.43) 14 1.72) 3 (0.21)
Income levels, No. (%) <0.0001 *
Quintile 1 3118 (19.75) 142 (17.40) 255 (18.06)
Quintile 2 2982 (18.89) 393 (48.16) 132 (9.35)
Quintile 3 3137 (19.87) 20 (2.45) 352 (24.93)
Quintile 4 3183 (20.16) 120 (14.71) 325 (23.02)
Quintile 5 3177 (20.13) 132 (16.18) 347 (24.58)
Unknown 188 (1.19) 9 (1.10) 1 (0.07)
Occupation, No. (%) <0.0001 *
Dependents of the insured individuals 4786 (30.32) 268 (32.84) 447 (31.66)
Civil servants, teachers, military personnel, and veterans 899 (5.70) 39 4.78) 74 (5.24)
Nonmanual workers and professionals 3447 (21.84) 144 (17.65) 366 (25.92)
Manual workers 4861 (30.80) 295 (36.15) 372 (26.35)
Other 1792 (11.35) 70 (8.58) 153 (10.84)
Charlson index (mean =+ standard deviation) 3.44 +3.43 242 +£3.12 4.03 + 3.45 <0.0001 *

*p < 0.05.

3.2. Prevalence and Incidence of Ovarian Cancer

Tables 2 and 3 show the prevalence and incidence of ovarian cancer in Taiwan between
2002 and 2015. In 2002, the age-standardized prevalence was 51.7 (95% CI = 50.20-53.32)
per 100,000 persons, and then increased yearly to 106.1 (95% CI = 104.27-107.97) per
100,000 persons in 2015. The standardized incidence was 9.46 per 100,000 person-years
in 2002, and increased yearly, reaching a peak at 12.46 per 100,000 person-years in 2014.
Overall, the age-standardized prevalence of ovarian cancer was 2.05-fold higher in 2015
than in 2002; similarly, the age-standardized incidence of ovarian cancer was 1.26-fold

higher in 2015 than in 2002.

Table 2. Crude and age-standardized prevalence (per 100,000 people) of ovarian cancer in Taiwan

from 2002 to 2015.
Prevalence
Year
Number of Cases Taiwan Female Population Crude Standardized

2002 4664 11,352,804 41.08 (39.90-42.26) 51.76 (50.20-53.32)
2003 5122 11,418,978 44.86 (43.63-46.08) 55.60 (54.01-57.19)
2004 5623 11,475,713 49.00 (47.72-50.28) 59.87 (58.24-61.50)
2005 6140 11,528,971 53.26 (51.93-54.59) 63.87 (62.22-65.53)
2006 6669 11,577,930 57.60 (56.22-58.98) 67.78 (66.10-69.46)
2007 7273 11,625,350 62.56 (61.12-64.00) 72.32 (70.62-74.03)
2008 7895 11,670,723 67.65 (66.16-69.14) 76.62 (74.89-78.35)
2009 8510 11,711,832 72.66 (71.12-74.21) 80.63 (78.88-82.37)
2010 9167 11,746,408 78.04 (76.44-79.64) 85.06 (83.30-86.82)
2011 9871 11,775,009 83.83 (82.18-85.48) 89.55 (87.77-91.33)
2012 10,534 11,821,126 89.11 (87.41-90.81) 93.60 (91.81-95.40)
2013 11,194 11,870,801 94.30 (92.55-96.05) 97.50 (95.69-99.31)
2014 11,882 11,904,725 99.81 (98.01-101.60) 101.47 (99.65-103.30)
2015 12,676 11,945,052 106.12 (104.27-107.97) 106.12 (104.27-107.97)

The prevalence and incidence of ovarian cancer in 2015 are shown according to age
groups in Figure 1. The age-specific prevalence of ovarian cancer is seen to increase slowly
with age, peaking at age 60 and then decreasing, whereas the incidence of ovarian cancer
increases slowly with age from a young age, and plateaus after age 45.
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Table 3. Crude and age-standardized incidence (per 100,000 person-years) of ovarian cancer in

Taiwan from 2002 to 2015.
Incidence
Number of Cases  Taiwan Female Population Crude Standardized
2002 816 11,233,179 7.26 (6.77-7.76) 9.46 (8.78-10.14)
2003 859 11,305,581 7.60 (7.09-8.11) 9.48 (8.82-10.14)
2004 883 11,370,918 7.77 (7.25-8.28) 9.71 (9.05-10.38)
2005 932 11,426,403 8.16 (7.63-8.68) 9.69 (9.05-10.33)
2006 1027 11,479,273 8.95 (8.40-9.49) 10.48 (9.82-11.14)
2007 1071 11,527,754 9.29 (8.73-9.85) 10.62 (9.97-11.27)
2008 1120 11,573,487 9.68 (9.11-10.24) 10.87 (10.22-11.52)
2009 1141 11,617,937 9.82 (9.25-10.39) 10.74 (10.11-11.37)
2010 1264 11,658,091 10.84 (10.24-11.44) 11.74 (11.09-12.40)
2011 1243 11,688,571 10.63 (10.04-11.23) 11.23 (10.61-11.86)
2012 1239 11,718,184 10.57 (9.98-11.16) 11.04 (10.42-11.66)
2013 1331 11,763,497 11.31 (10.71-11.92) 11.62 (11.00-12.25)
2014 1447 11,808,153 12.25 (11.62-12.89) 12.42 (11.78-13.06)
2015 1412 11,841,957 11.92 (11.30-12.55) 11.92 (11.30-12.55)
! 0-19 0-24 ) () 35-39 40-44 45-49 50-5 ) 60-64 65-69 70 9 80
Age
(A)
2 150
'; 100
! 0-19 0-24 29 0-34 40-4 4549 50 55-59 60-64 65-69 70 ) 80

(B)

Figure 1. Differences in the trends of (A) incidence and (B) prevalence of ovarian cancer according to

age groups in Taiwan in 2015.
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Figure 2 shows the geographic distribution of the prevalence and incidence of ovarian
cancer in 2002 and 2015. Taipei City, New Taipei city (urban areas), and Chiai (suburban
area) had a relatively higher prevalence and incidence than other areas in Taiwan.

2002

Incidence Prevalence

[
P
iy
o
o o
. d I:I 3.8-53 D 53 26:8 . 68—-83 Prevalence I:I27.0 =33.0 |:|33.0 -39.0 . 39.0-45.0
incidence Ws3-9s W os-113 W45.0-51.0 [l51.0-57.0
2015
Incidence Prevalence

prevalence [190.0 -100.0 [J100.0 -110.0 [110.0 -120.0
[145-75 [O75-105 [M105-135 [ 120.0-130.0 IM130.0 - 140.0

incidence
Wi35-165 Mi65-195

Figure 2. Geographic variation in the prevalence and incidence of ovarian cancer in Taiwan
(2002/2015).
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3.3. Regression Analysis of Prevalence and Incidence of Ovarian Cancer

Table 4 shows the results of joinpoint analysis of the prevalence and incidence of
ovarian cancer. The average annual percentage change (APC) in incidence of ovarian
cancer was 2.0 per person per year (95% confidence interval, CI: 1.9 to 2.1, p < 0.05), which
indicates a linear and steady increase in ovarian cancer incidence over the study period.

3.4. Ovarian Cancer Mortality Rates

Joinpoint analysis of ovarian cancer mortality trends in Taiwan is shown in Table 5.
The 1-, 3-, and 5-year mortality rates for ovarian cancer in Taiwan declined progressively
during the study period, especially the 1-year mortality rate (Figure 3). Despite these
improvements, the 5-year mortality rate in 2012 was still as high as 40.0%. To evaluate the
influence of comorbidities on the overall mortality rates, we allocated our study samples
into two groups according to their CCI score at ovarian cancer diagnosis. There was a
statistically significant difference between the CCI <1 group and the CCI > 2 groups. In
the CCI < 1 group (48.7% of total ovarian cancer patients), the 1-, 3-, and 5-year mortality
rates declined significantly year by year. However, in the CCI > 2 group (51.2% of total
ovarian cancer patients), only the 1-year mortality rate decreased progressively, whereas
the 3- and 5-year mortality rates increased slightly.

3.5. Analysis Based on the Histological Subtypes of Ovarian Cancer

Table 6 shows the demographic characteristics of patients with different histological
subtypes of ovarian cancer. Of all patients with different histological subtypes, more than
60% lived in urban areas. Patients with ovarian serous carcinoma comprised 30.9% of
total ovarian cancer patients during 2002-2015, while germ cell tumor patients accounted
for 5.4% of all ovarian cancer patients, which was the lowest percentage observed for
histological subtypes. Moreover, patients with serous carcinoma presented at an older age
(56.21 + 12.44 years) and had more comorbidities at diagnosis (CCI: 4.36 =+ 3.80) compared
to patients with other subtypes of ovarian cancer. On the other hand, patients with germ
cell tumors were a younger age at presentation and had fewer comorbidities at diagnosis.

—1—

2005 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015
Calender year

e ]-yr mortality rate = =====3-yr mortalityl rate S-yr mortality rate

Figure 3. Trends of the one-, two-, and five-year mortality rate of ovarian cancer in Taiwan from 2002
to 2015 (blue: 1-year mortality rate; red: 3-year mortality rate; green: 5-year mortality rate).
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Table 4. Joinpoint analysis of ovarian cancer prevalence and incidence in Taiwan from 2002 to 2015.

Ovarian Cancer Prevalence

(per 100,000 People) Average APC Trend 1 Trend 2 Trend 3
2002 2015 Years APC (95%CI) Years APC (95%CI) Years APC (95%CI)
Prevalence 51.76 (50.20-53.32) 106.12 (104.27-107.97) 5.6 (5.4-5.8) * 2002-2007 6.9 (6.5-7.2) * 2007-2011 5.4 (4.8-6.0) * 2011-2015 4.3 (4.04.6)*
Incidence 9.46 (8.78-10.14) 11.92 (11.30-12.55) 2.0 (1.5-2.5)* 2002-2015 2.0(1.5-2.5) %
. Prevalence . Incidence

All: 2 Joinpoints All: 0 Joinpoints

115 *® Observed 0 ® Observed
= 2002.0-2007.0 APC =687 — 20020-20150 APC =2.00
110 + 2007.0-2011.0 APC =541 19
- 4 — 2011.0-2015.0 APC =4.29"
= 7 18
100 3
4 17|
95 3
> 16
90
o 8 ® 15
ﬁ I
¢ 14
[+ 4
g 80 g
“w 75 13|
70 12
65 1
60 10
55
9
50
8
45 2001 2003 2005 2007 2009 20m 2013 2015
2001 2003 2005 2007 2009 20m 2013 2015
yr
yr
* Indicates that the Annual Percent Change (APC) is significantly different from zero at the alpha = 0.50 level
* Indicates that the Annual Percent Change (APC) is significantly different from zero at the alpha = 0.50 level Final Selected Model: 0 Joinpoints.

Final Selected Model: 2 Joinpoints

APC, annual percent change; CI, confidence interval; * p < 0.05.
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Table 5. Joinpoint analysis of ovarian cancer overall mortality # by Charlson comorbidity index (CCI) in Taiwan from 2002 to 2015.

Mortality Rate Trend 1 Trend 2 Trend 3
Average APC
2002 End? Years APC (95%CI) Years APC (95%CI) Years APC (95%CI)
Total
1-year mortality rate 17.52  (15.08-20.31) 11.54 (9.99-13.33) —29(-3.6to —2.1)* 2002 to 2015 —29(-3.6to —2.1)*
3-year mortality rate 34.93 (31.77-38.31) 28.68 (26.42-31.09) —-1.7(-2.6to —0.8) * 2002 to 2014 —-1.7 (—-2.6to —0.8) *
5-year mortality rate 4252 (39.22-45.99) 40.04  (37.37-42.83) —1.2(—2.2t0 —0.1) * 2002 to 2012 —12(-22to —0.1)*
CCI
CCI<1
1-year mortality rate 1859  (15.10-22.78) 913  (6.21-13.31) —48(—65t0 —2.9)* 2002 to 2015 —48(—65t0 —2.9)*
3-year mortality rate 41.21 (36.55-46.21) 24.50 (19.62-30.33) —4.6 (—6.2to —3.0) * 2002 to 2014 —4.6 (—6.2to —3.0) *
5-year mortality rate 50.25 (45.45-55.26) 38.17  (32.59-44.34) —27(—64t01.2)* 2002 to 2004 5.7 (—11.6 to 26.4) 2004 to 2008 —8.5(—17.0 to 0.9) 2008 to 2012 —0.7 (—891t08.3)
CCI>2
I-year mortality rate 1651  (13.28-20.43) 1210 (10.34-14.13) —18(-25t0 —1.1)* 2002 to 2015 —18(-25t0 —1.1)*
3-year mortality rate 2895  (24.85-33.55) 29.55  (27.05-32.22) 0.6 (—0.4 to 1.6) 2002 to 2014 0.6 (—0.4 to 1.6)
5-year mortality rate 3517  (30.80-39.95) 4055  (37.54-43.70) 1.8(09t02.7)* 2002 to 2012 1.8(0.9t02.7)*
APC, annual percent change; CI, confidence interval; CCI, Charlson comorbidity index; * p < 0.05. # Overall mortality of patients with ovarian cancer was extracted from overall mortality
rates in the National Death Registry of Taiwan and corresponds to relative mortality rates estimated using the life table method. ® The end year in one-year survival was 2015, the end
year in three-year survival was 2014, and the end year in five-year survival was 2012.
Table 6. Clinical characteristics of ovarian cancer patients with different histological subtypes in Taiwan from 2002 to 2015.
Serous Carcinoma Mucinous Carcinoma Clear Cell Carcinoma Eréitr)?;:z;o;d Germ Cell Tumor Other Types
N =4751 N =2029 N =2161 N =867 N =3769
N =2211
Age (years) (mean =+ standard deviation) 56.21 + 12.44 47.89 + 16.09 50.43 +9.50 51.00 + 12.02 27.26 +£14.33 57.26 + 16.38
Place of residence, No. (%)
Utban 3045 (64.09) 1272 (62.69) 1525 (70.57) 1502 (67.93) 537 (61.94) 2322 (61.61)
Suburban 1269 (26.71) 563 (27.75) 516 (23.88) 555 (25.10) 253 (29.18) 1002 (26.59)
Rural 366 (7.70) 161 (7.93) 98 (4.53) 130 (5.88) 62 (7.15) 383 (10.16)
Unknown 71 (1.49) 33 (1.63) 2 (1.02) 24 (1.09) 15 (1.73) 62 (1.64)
Income levels, No. (%)
Quintile 1 921 (19.39) 393 (19.37) 426 (19.71) 414 (18.72) 139 (16.03) 825 (21.89)
Quintile 2 855 (18.00) 424 (20.90) 315 (14.58) 407 (18.41) 210 (24.22) 772 (20.48)
Quintile 3 1023 (21.53) 396 (19.52) 355 (16.43) 429 (19.40) 165 (19.03) 770 (20.43)
Quintile 4 947 (19.93) 426 (21.00) 470 (21.75) 465 (21.03) 187 (21.57) 688 (18.25)
Quintile 5 951 (20.02) 360 (17.74) 576 (26.65) 475 (21.48) 154 (17.76) 661 (17.54)
Unknown 54 (1.14) 30 (1.48) 19 (0.88) 21 (0.95) 12 (1.38) 53 (1.41)
Occupation, No. (%)
Dependents of the insured individuals 1537 (32.35) 582 (28.68) 486 (22.49) 504 (22.80) 431 (49.71) 1248 (33.11)
Civil servants, teachers, military personnel, and veterans 251 (5.28) 101 (4.98) 183 (8.47) 147 (6.65) 19 (2.19) 198 (5.25)
Nonmanual workers and professionals 890 (18.73) 550 (27.11) 610 (28.23) 565 (25.55) 198 (22.84) 634 (16.82)
Manual workers 1591 (33.49) 533 (26.27) 611 (28.27) 740 (33.47) 133 (15.34) 1253 (33.24)
Other 482 (10.15) 263 (12.96) 271 (12.54) 255 (11.53) 86 (9.92) 436 (11.57)

Charlson index (mean =+ standard deviation) 436 +3.80 254 +£272 2.73 £2.67 3.24 £3.12 2.13 £2.37 3.60 + 3.70
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Figure 4 illustrates the incident percentage of different subtypes of ovarian cancer in
Taiwan in 2002 and 2015. Serous carcinoma accounted for a slightly higher proportion than
other subtypes of ovarian cancer in both 2002 and 2015. The percentage of serous carcinoma
and clear cell carcinoma increased substantially during 2002-2015 (serous carcinoma, 27.33%
in 2002 to 32.44% in 2015; clear cell carcinoma, 9.8% in 2002 to 16.08% in 2015). Meanwhile,
the percentage of mucinous carcinoma decreased slightly during 2002-2015 (13.60% in 2002
to 10.69% in 2015).

2002

£

15.07

m Serous carcinoma = Mucinous carcinoma = Clear cell carcinoma
Endometrioid carcinoma = Germ cell tumor = Other types
(A)
= Serous carcinoma = Mucinous carcinoma = Clear cell carcinoma
Endometrioid carcinoma = Germ cell tumor m Other types
(B)

Figure 4. Percentage of different subtypes of ovarian cancer in (A) 2002 and (B) 2015.

Table 7 shows the variation in overall mortality rates for different subtypes of ovarian
cancer. In a joinpoint analysis, the 5-year mortality rate in 2012 for serous carcinoma,
mucinous carcinoma, clear cell carcinoma, endometrioid carcinoma, germ cell tumor, and
other subtypes was 50.42%, 25.95%, 35.71%, 25.02%, 6.06%, and 54.00%, respectively.
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Table 7. Joinpoint analysis of overall mortality ? for ovarian cancer patients with different histological subtypes in Taiwan during 2002-2015.

Ovarian Cancer Mortality Rate Trend 1 Trend 2 Trend 3
Average APC
2002 End b Years APC (95%CI) Years APC (95%CI) Years APC (95%CI)

Serous carcinoma

1-year mortality rate 13.45 (9.61-18.67) 9.39 (7.05-12.45) —2.1(—5.1t0 1.0) 2002 to 2015 —2.1(—5.1t01.0)

3-year mortality rate 4036  (34.26-47.11) 30.08  (26.20-34.39) —1.2(-3.2t0 1.0) 2002 to 2014 —1.2(-3.2t0 1.0)

5-year mortality rate 53.36  (46.98-60.03) 50.42  (45.50-55.55) —0.4 (1.7 to 1.0) 2002 to 2012 —0.4 (1.7 to 1.0)
Mucinous carcinoma

1-year mortality rate 14.41 (9.09-22.45) 8.61 (5.09-14.36) —3.8(—8.4t00.9) 2002 to 2015 —3.8(—8.4t00.9)

3-year mortality rate 26.13  (18.95-35.36) 18.75  (13.51-25.71) —34(—-6.5t0 —0.1) * 2002 to 2014 —34(—-65t0 —0.1) *

5-year mortality rate 2793  (20.54-37.28) 2595  (19.82-33.53) —0.7 (—8.6 t0 7.8) 2002 to 2004 12.5 (—21.8 to 61.8) 2004 to 2007 —17.3 (—41.9 to 17.8) 2007 to 2012 5.3 (—2.7to 14.1)
Clear cell carcinoma

1-year mortality rate 11.25 (6.02-20.50) 7.93 (5.07-12.29) —42(—65t0 —1.8)* 2002 to 2015 —42(—65t0 —1.8)*

3-year mortality rate 2375  (15.86-34.67) 28.99  (23.67-35.21) —1.1(-3.5t014) 2002 to 2014 —1.1(—-3.5t014)

5-year mortality rate 33.75  (24.54-45.23) 3571  (29.45-42.85) —12(-34t01.2) 2002 to 2012 —12(-34t01.2)
Endometrioid carcinoma

1-year mortality rate 6.50 (3.31-12.58) 5.45 (3.13-9.41) —22(—63t02.1) 2002 to 2015 —22(—6.3t02.1)

3-year mortality rate 17.89  (12.16-25.88) 21.30  (16.41-27.38) —2.1(—4.6t00.3) 2002 to 2014 —2.1(—4.6t00.3)

5-year mortality rate 2439  (17.74-32.99) 25.02  (19.09-32.39) —2.9(—6.2t00.5) 2002 to 2012 —2.9(—6.2t00.5)
Germ cell tumor

1-year mortality rate 441 (1.44-13.06) 2.82 (0.71-10.80) NA 2002 to 2015 NA

3-year mortality rate 10.29 (5.05-20.38) 11.29 (5.55-22.23) —12(—541t03.3) 2002 to 2014 —12(—54t03.3)

5-year mortality rate 10.29 (5.05-20.38) 6.06 (2.32-15.35) —2.8(—7.7t02.5) 2002 to 2012 —2.8(—7.7t02.5)
Other subtypes

1-year mortality rate 36.49  (30.40-43.38) 2632 (21.60-31.84) —1.8(—=29to —0.6) * 2002 to 2015 —1.8(=29to —0.6) *

3-year mortality rate 55.92  (49.37-62.70) 40.83  (35.42-46.73) —1.8(—28to—0.8) * 2002 to 2014 —1.8(—28t0—0.8)*

5-year mortality rate 63.03  (56.55-69.51) 54.00  (48.24-59.97) —15(—3.0to—0.0) * 2002 to 2012 —1.5(-3.0t00.0) *

APC, annual percent change; CI, confidence interval; NA, not available; * p < 0.05. # Overall mortality of patients with ovarian cancer was extracted from overall mortality rates in the
National Death Registry of Taiwan and corresponds to relative mortality rates estimated using the life table method. ? The end year in one-year survival was 2015, the end year in
three-year survival was 2014, and the end year in five-year survival was 2012.
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The secular trends of 5-year overall mortality for patients with different subtypes
(Figure 5) revealed that serous carcinoma had relatively poor prognosis, and germ cell
tumor had a relatively lower mortality rate.
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Figure 5. Trends of the 5-year mortality rate of patients with different types of ovarian cancer.

4. Discussion

In this population-based cohort study, the temporal change in the incidence of ovarian
cancer and the mortality rate by histologic subtype in Taiwan between 2002 and 2015
were evaluated. Ovarian cancer incidence rates vary depending on geographical region.
International ovarian incidence and temporal change from the 1970s to 2000s have been
reported in a previous study [3]. During the 5-year period of the study (2003-2007), the
incidence of ovarian cancer was highest in Europe, especially in eastern and southern
Europe. Intermediate rates of incidence were found in North and South America, while
the lowest incidence was seen in Oceania and Asia, including Singapore, Thailand, Japan,
South Korea, and Hong Kong [3,6,7].

In our study, the age-standardized incidence rate of ovarian cancer in Taiwan was
9.46 per 100,000 person-years in 2002, which is lower than the reported incidence rate in
Europe but still higher than North/South America and the Asia regions mentioned above.
There was some variation in the incidence over time within specific regions. From the 1970s
to the 2000s, the incidence of ovarian cancer decreased in North America and Northern
Europe, while it increased gradually in Eastern/Southern Europe and Asia, such as in
Japan, South Korea, and Hong Kong. In Taiwan, the trend of incidence was stable, rising
with an average APC of 2.0 (95% CI 1.9-2.1) during 2002-2015. A similar rising trend was
observed for other countries in Asia.

Many studies have concluded that oral contraceptive (OC) use is inversely associated
with ovarian cancer risk [8]; it is reduced by nearly 30% among regular oral contraceptive
users compared with those who had never used oral contraceptives [9]. According to
the survey conducted by the government in Taiwan, from 2004 to 2016, the percentage
of reproductive aged women who had ever used oral contraceptives was only 5.41% to
7.94% [10]. In European and North American countries, the percentage of those that had
ever used oral contraceptives is 31 to 37% [9], which is much higher than in Taiwan.
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Nulliparity and low parity are associated with increased risk of ovarian cancer [11].
Women who have ever given birth have a reduced risk of ovarian cancer, and for each
additional birth the risk is further reduced by 10-20% [8,11]. This effect appears in all
major histotypes of epithelial ovarian cancer but is probably strongest for clear cell and
endometrioid carcinomas [12]. Taiwan is one of the regions with the low birth rates in the
world, and from 2002 to 2015, the crude birth rate dropped from 11.02 to 9.10%o [13]. This
may be one of the possible reasons for the increasing incidence of ovarian cancer in Taiwan.

In Europe and North America, the proportion of ovarian cancers corresponding to
serous carcinoma is usually over 40%, and the proportion corresponding to clear cell
carcinoma is normally less than 10% [3]. However, in our study, patients with ovarian
serous carcinoma comprised 30.9% of total ovarian cancer patients during 2002-2015, and
clear cell carcinoma patients accounted for 13.6% of all ovarian cancer patients, which is
similar to representations reported for other Asian countries such as Japan, Singapore, and
Thailand [2,3]. The variation in the distribution of epithelial histologies may be explained
by population differences in genetic and environmental risk factors, which have different
effects on each histologic subtype [3]. In terms of genetic factors, the role of BRCA1
and BRCA2 mutations as risk factors for serous carcinomas has been established [14,15].
BRCA1/2 mutations are common in Taiwanese patients with serous ovarian carcinoma,
and similar mutation rates are observed in other ethnic groups [16]. However, differences
in BRCA1 or BRCA2 mutation rates are unlikely to explain the low incidence of serous
tumors in Asian countries [2].

Other risk factors, such as endometriosis, may also affect the distribution of certain
histological subtypes. Recent molecular and pathological studies suggest that endometrio-
sis may be a precursor to ovarian cancer, particularly endometrioid and clear cell ovarian
cancer [17]. The proportion of clear cell carcinoma and endometrioid carcinoma has been
increasing in Japan and Thailand relative to the international distribution of these sub-
types [3]. Part of the reason for this may be that the incidence of endometriosis is slightly
higher among women of Asian ethnicity [18,19]. Moreover, in our study, the percentage
of clear cell carcinoma increased substantially from 9.8% to 16.08% during 2002-2015.
However, no trend of endometriosis incidence has been reported in the last few decades
in Taiwan, so it is not possible to determine whether it is associated with the increasing
proportion of clear cell carcinoma. Therefore, more attention and further research should
be given to the etiological factors of histology-specific ovarian cancer.

Several population-based studies have reported that the survival trend of ovarian
cancer patients has gradually improved over time [7,20-22], although there has been some
variation regarding the improvement of survival rates across areas. Our study showed a
trend toward improved survival for ovarian cancer in Taiwan between 2002 and 2015. The
mortality rates of ovarian cancer in Taiwan progressively declined during the study period,
especially for 1-year mortality. In addition to increased medical accessibility, improvements
in general healthcare, more aggressive surgical treatment, and advances in chemotherapy
have contributed to an improved survival trend during this period. However, in our
study, the 1-year mortality rate showed greater improvement than the 5-year mortality rate.
According to the American Cancer Society (2019), early detection of ovarian cancer at a
localized stage (Stages 1A and 1B) results in far better disease prognosis [23]. Therefore,
our results show that, from 2002 to 2015, progress in early diagnosis was limited. After
further analysis, the mortality rate of the CCI < 1 group was significantly less than that of
CCI > 2 group. CCI was found to be a very important prognostic factor in the 1-, 3-, and
5-year mortality rate.

Compared with other reported population-based series after 2002, the 5-year relative
survival rates of ovarian cancer patients in our study were comparable to those reported in
other developed urban areas, such as Hong Kong [7]. According to previous reports, the
5-year relative survival rate of ovarian cancer patients in urban areas of developed Asian
populations such as Singapore [24], South Korea, and Turkey [25] was higher than in less
developed countries such as Thailand and India [25]. As in other developed regions in
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Asia, high accessibility to medical services and availability of diagnostic facilities in Taiwan
could partially explain the survival rates being higher than in less-developed regions in
Asia. In addition to the impact of medical accessibility, the prognostic factors of ovarian
cancer are also related to subtype and stage at the time of diagnosis. Serous carcinoma is
the subtype of ovarian cancer with the lowest five-year survival rate and for which the
least improvement in survival from 2002 to 2015 was observed. Delayed diagnosis is one
of the major reasons for the poor long-term survival rate of ovarian cancer patients, as
most patients are at an advanced stage at the time of first diagnosis [23]. Therefore, early
diagnosis of serous carcinoma is the main goal of future efforts.

There were several limitations of our research. First, clinical information on stages
and treatment of ovarian cancer was not presented in this study due to limitations of the
available databases with respect to this information. Therefore, we were unable to assess the
possible impact of early surveillance, new therapies, and other prognostic factors on the overall
mortality of ovarian cancer. Nevertheless, we managed to incorporate the latest evidence
and conduct a comprehensive epidemiological investigation of ovarian cancer in Taiwan.
Second, the relationship between known risk factors and the incidence or mortality rate of
ovarian cancer is difficult to assess based on the available information. For example, evidence
from a previous analysis has indicated that current use of menopausal hormone therapy
(MHT) increases the risk of ovarian cancer, and that even after stopping, the risk remains
elevated in women who used MHT for five or more years [26]. From the database, only the
percentage of menopausal hormone therapy in a given year and the trend of change over a
period of time could be extracted and not the detailed dose or exact duration of use. Third, we
could not discern the complete personal habits of each patient from the NHIRD. Thus, lack of
information on risk factors such as smoking habits, family history, fat intake, environmental
risk factors, and alcohol consumption [8] is also a limitation of this study. However, despite
these limitations, the data provided by the National Health Bureau are generally accurate and
provide nationwide coverage. Therefore, our study may help researchers to understand the
epidemiological status of ovarian cancer in Taiwan and allow comparison of the findings with
those based on populations in other parts of the world.

5. Conclusions

In summary, the major strength of this study is the large sample size selected from
a population-based database rather than a single institution, providing the first report
on ovarian cancer epidemiology in Taiwan. Our results found both the prevalence and
incidence of ovarian cancer gradually increased in Taiwan from 2002 to 2015. The mortality
rate was seen to slightly decline in our sample of ovarian cancer patients during the study
period. The epidemiological report presented here provides valuable information for the
development of future healthcare policies aimed at reducing the incidence and mortality of
ovarian cancer. More resources should be dedicated to improving diagnosis through early
surveillance and developing effective treatments for ovarian cancer patients.

Author Contributions: Conceptualization, Y.-H.T. and E-C.L.; methodology, FE-C.L.; software, C.-FK;
validation, Y.-H.T., E-C.L. and H.-P.Y,; formal analysis, Y.-H.T.; investigation, Y.-H.T.; resources, C.-
FK,; data curation, E-C.L.; writing—original draft preparation, Y.-H.T.; writing—review and editing,
E-C.L. and S.-Y.H.; visualization, H.-P.Y.; supervision, H.-P.Y.; project administration, F-C.L.; funding
acquisition, H.-P.Y. All authors have read and agreed to the published version of the manuscript.

Funding: This research was funded by Chang Gung Medical Foundation, grant number CMRPG3I0111-3.

Institutional Review Board Statement: The study was conducted in accordance with the Declaration
of Helsinki, and approved by the Institutional Review Board of Chang Gung Medical Hospital
(approval number: 201601233B0D001).

Informed Consent Statement: Patient consent was waived as the data used in this study were
deidentified and encrypted.



J. Clin. Med. 2022, 11, 5627 15 of 16

Data Availability Statement: The data used to support the findings of this study are available from
the corresponding author upon request.

Acknowledgments: Our study analyzed the data from the NHIRD, TCRD, and NDR, which was
provided by the Bureau of National Health Insurance, Ministry of Health and Welfare, and was
governed by the National Health Research Institutes. All the interpretation and conclusions contained
herein do not represent the views of the Bureau of National Health Insurance, Department of Health,
or National Health Research Institutes.

Conflicts of Interest: All authors declare no conflict of interest.

References

1.

10.

11.

12.

13.

14.

15.

16.

17.

18.
19.

20.

21.

Sung, H.; Ferlay, |J.; Siegel, R.L.; Laversanne, M.; Soerjomataram, I; Jemal, A.; Bray, F. Global Cancer Statistics 2020: GLOBOCAN
Estimates of Incidence and Mortaliy Worldwide for 36 Cancers in 185 Countries. CA Cancer J. Clin. 2021, 71, 209-249. [CrossRef]
[PubMed]

Hao, W.; Zhang, Y.; Li, Z.; Zhang, E.; Gao, S.; Yin, C.; Yue, W. International trends in ovarian cancer incidence from 1973 to 2012.
Arch. Gynecol. Obstet. 2021, 303, 1589-1597. [CrossRef] [PubMed]

Coburn, S.B.; Bray, E; Sherman, M.E.; Trabert, B. International patterns and trends in ovarian cancer incidence, overall and by
histologic subtype. Int. |. Cancer 2017, 140, 2451-2460. [CrossRef] [PubMed]

Kaku, T.; Ogawa, S.; Kawano, Y.; Ohishi, Y.; Kobayashi, H.; Hirakawa, T.; Nakano, H. Histological classification of ovarian cancer.
Med. Electron. Microsc. 2003, 36, 9—-17. [CrossRef] [PubMed]

WHO classification of tumours editorial board. Female Genital Tumours: WHO Classification of Tumours, 5th ed.; World Health
Organization: Lyon, France, 2020; Volume 4, pp. 31-143.

Park, B.; Park, S.; Kim, T.J.; Ma, S.H.; Kim, B.G.; Kim, YM.; Kim, J W.; Kang, S.; Kim, J.; Kim, T.J.; et al. Epidemiological
characteristics of ovarian cancer in Korea. J. Gynecol. Oncol. 2010, 21, 241-247. [CrossRef] [PubMed]

Wong, K.H.; Mang, O.W,; Au, K.H.; Law, S.C. Incidence, mortality, and survival trends of ovarian cancer in Hong Kong, 1997 to
2006: A populationbased study. Hong Kong Med. |. 2012, 18, 466—474. [PubMed]

Webb, PM.; Jordan, S.J. Epidemiology of epithelial ovarian cancer. Best Pract. Res. Clin. Obstet. Gynaecol. 2017, 41, 3-14. [CrossRef]
[PubMed]

Collaborative Group on Epidemiological Studies of Ovarian Cancer; Beral, V.; Doll, R.; Hermon, C.; Peto, R.; Reeves, G. Ovarian
cancer and oral contraceptives: Collaborative reanalysis of data from 45 epidemiological studies including 23,257 women with
ovarian cancer and 87,303 controls. Lancet 2008, 371, 303-314.

Family and Fertility Survey Annual Report, 2016 Taiwan, Health Promotion Administration, Ministry of Health and Welfare.
Taiwan. 2018; p. 73. Available online: https:/ /www.gender.ey.gov.tw/gecdb/Stat_Statistics_DetailData.aspx?sn=EncPAuc%20
RcZsm6MLYqe2Jkw%40%40 (accessed on 22 November 2018).

La Vecchia, C. Ovarian cancer: Epidemiology and risk factors. Eur. J. Cancer Prev. 2017, 26, 55-62. [CrossRef] [PubMed]
Wentzensen, N.; Poole, E.M.; Trabert, B.; White, E.; Arslan, A.A,; Patel, A.V,; Setiawan, V.W.; Visvanathan, K.; Weiderpass, E.;
Adami, H.O.; et al. Ovarian cancer risk factors by histologic subtype: An analysis from the Ovarian Cancer Cohort Consortium. J.
Clin. Oncol. 2016, 34, 2888-2898. [CrossRef]

Fertility Indicators, National Development Council, Population Projections for Taiwan. Available online: https://pop-proj.ndc.
gov.tw/dataSearch2.aspx?uid=3109&pid=59 (accessed on 22 August 2020).

Risch, H.A.; McLaughlin, J.R.; Cole, D.E.; Rosen, B.; Bradley, L.; Kwan, E.; Jack, E.; Vesprini, D.]J.; Kuperstein, G.; Abrahamson,
J.L.; et al. Prevalence and penetrance of germline BRCA1 and BRCA2 mutations in a population series of 649 women with ovarian
cancer. Am. J. Hum. Genet. 2001, 68, 700-710. [CrossRef] [PubMed]

Pal, T.; Permuth-Wey, |.; Betts, ].A.; Krischer, ].P; Fiorica, ].; Arango, H.; LaPolla, J.; Hoffman, M.; Martino, M.A.; Wakeley, K.; et al.
BRCA1 and BRCA2 mutations account for a large proportion of ovarian carcinoma cases. Cancer 2005, 104, 2807-2816. [CrossRef]
[PubMed]

Chao, A.; Chang, T.C.; Lapke, N.; Jung, SM.; Chi, P.; Chen, C.H,; Yang, L.Y.; Lin, C.T.; Huang, H.J.; Chou, H.H.; et al. Prevalence
and clinical significance of BRCA1/2 germline and somatic mutations in Taiwanese patients with ovarian cancer. Oncotarget 2016,
7,85529-85541. [CrossRef] [PubMed]

Herreros-Villanueva, M.; Chen, C.C.; Tsai, E.M.; Er, T.K. Endometriosis-associated ovarian cancer: What have we learned so far?
Clin. Chim. Acta. 2019, 493, 63-72. [CrossRef] [PubMed]

Arumugam, K.; Templeton, A.A. Endometriosis and race. Aust. N. Z. ]. Obstet. Gynaecol. 1992, 32, 164-165. [CrossRef] [PubMed]
Cramer, D.W.; Missmer, S.A. The epidemiology of endometriosis. Ann. N. Y. Acad. Sci. 2002, 955, 11-22; Discussion 34-36,
396-406. [CrossRef] [PubMed]

Keinan-Boker, L.; Silverman, B.G.; Walsh, PM.; Gavin, A.T.; Hayes, C. Time Trends in the Incidence and Mortality of Ovarian
Cancer in Ireland, Northern Ireland, and Israel, 1994-2013. Int. J. Gynecol. Cancer 2017, 27, 1628-1636. [CrossRef]

Everatt, R.; Intaité, B. Trends in Mortality Rates of Corpus Uteri and Ovarian Cancer in Lithuania, 1987-2016. Medicina 2020, 56,
347. [CrossRef]


http://doi.org/10.3322/caac.21660
http://www.ncbi.nlm.nih.gov/pubmed/33538338
http://doi.org/10.1007/s00404-021-05967-2
http://www.ncbi.nlm.nih.gov/pubmed/33616706
http://doi.org/10.1002/ijc.30676
http://www.ncbi.nlm.nih.gov/pubmed/28257597
http://doi.org/10.1007/s007950300002
http://www.ncbi.nlm.nih.gov/pubmed/12658347
http://doi.org/10.3802/jgo.2010.21.4.241
http://www.ncbi.nlm.nih.gov/pubmed/21278886
http://www.ncbi.nlm.nih.gov/pubmed/23223646
http://doi.org/10.1016/j.bpobgyn.2016.08.006
http://www.ncbi.nlm.nih.gov/pubmed/27743768
https://www.gender.ey.gov.tw/gecdb/Stat_Statistics_DetailData.aspx?sn=EncPAuc%20RcZsm6MLYqe2Jkw%40%40
https://www.gender.ey.gov.tw/gecdb/Stat_Statistics_DetailData.aspx?sn=EncPAuc%20RcZsm6MLYqe2Jkw%40%40
http://doi.org/10.1097/CEJ.0000000000000217
http://www.ncbi.nlm.nih.gov/pubmed/26731563
http://doi.org/10.1200/JCO.2016.66.8178
https://pop-proj.ndc.gov.tw/dataSearch2.aspx?uid=3109&pid=59
https://pop-proj.ndc.gov.tw/dataSearch2.aspx?uid=3109&pid=59
http://doi.org/10.1086/318787
http://www.ncbi.nlm.nih.gov/pubmed/11179017
http://doi.org/10.1002/cncr.21536
http://www.ncbi.nlm.nih.gov/pubmed/16284991
http://doi.org/10.18632/oncotarget.13456
http://www.ncbi.nlm.nih.gov/pubmed/27907908
http://doi.org/10.1016/j.cca.2019.02.016
http://www.ncbi.nlm.nih.gov/pubmed/30776361
http://doi.org/10.1111/j.1479-828X.1992.tb01932.x
http://www.ncbi.nlm.nih.gov/pubmed/1520204
http://doi.org/10.1111/j.1749-6632.2002.tb02761.x
http://www.ncbi.nlm.nih.gov/pubmed/11949940
http://doi.org/10.1097/IGC.0000000000001079
http://doi.org/10.3390/medicina56070347

J. Clin. Med. 2022, 11, 5627 16 of 16

22.

23.

24.

25.

26.

Machida, H.; Matsuo, K.; Yamagami, W.; Ebina, Y.; Kobayashi, Y.; Tabata, T.; Kanauchi, M.; Nagase, S.; Enomoto, T.; Mikami, M.
Trends and characteristics of epithelial ovarian cancer in Japan between 2002 and 2015: A JSGO-JSOG joint study. Gynecol. Oncol.
2019, 153, 589-596. [CrossRef] [PubMed]

Trinidad, C.V.; Tetlow, A.L.; Bantis, L.E.; Godwin, A K. Reducing Ovarian Cancer Mortality Through Early Detection: Approaches
Using Circulating Biomarkers. Cancer Prev. Res. 2020, 13, 241-252. [CrossRef] [PubMed]

Hwang, ].Y,; Lim, W.Y,; Tan, C.S.; Lim, S.L.; Chia, J.; Chow, K.Y.; Chay, W.Y. Ovarian Cancer Incidence in the Multi-Ethnic Asian
City-State of Singapore 1968-2012. Asian Pac. |. Cancer Prev. 2019, 20, 3563-3569. [CrossRef] [PubMed]

Sankaranarayanan, R.; Swaminathan, R.; Brenner, H.; Chen, K.; Chia, K.S.; Chen, ].G.; Law, S.C.; Ahn, Y.O.; Xiang, Y.B.; Yeole, B.B.;
et al. Cancer survival in Africa, Asia, and Central America: Apopulation-based study. Lancet Oncol. 2010, 11, 165-173. [CrossRef]
Collaborative Group on Epidemiological Studies of Ovarian Cancer; Beral, V.; Gaitskell, K.; Hermon, C.; Moser, K.; Reeves, G.;
Peto, R. Menopausal hormone use and ovarian cancer risk: Individual participant meta-analysis of 52 epidemiological studies.
Lancet 2015, 385, 1835-1842. [PubMed]


http://doi.org/10.1016/j.ygyno.2019.03.243
http://www.ncbi.nlm.nih.gov/pubmed/30905436
http://doi.org/10.1158/1940-6207.CAPR-19-0184
http://www.ncbi.nlm.nih.gov/pubmed/32132118
http://doi.org/10.31557/APJCP.2019.20.12.3563
http://www.ncbi.nlm.nih.gov/pubmed/31870095
http://doi.org/10.1016/S1470-2045(09)70335-3
http://www.ncbi.nlm.nih.gov/pubmed/25684585

	Introduction 
	Materials and Methods 
	Source Data and Study Population 
	Prevalence and Incidence 
	Trends of Incidence and Prevalence 
	Trends of Mortality 
	Histological Analysis of Ovarian Cancer Subtypes 
	Statistical Analysis 

	Results 
	Clinical Characteristics of Patients with Ovarian Cancer 
	Prevalence and Incidence of Ovarian Cancer 
	Regression Analysis of Prevalence and Incidence of Ovarian Cancer 
	Ovarian Cancer Mortality Rates 
	Analysis Based on the Histological Subtypes of Ovarian Cancer 

	Discussion 
	Conclusions 
	References

