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Abstract

Background: Preeclampsia, a multisystem disorder in pregnancies complicates with maternal and fetal morbidity.
Early- and late-onset preeclampsia, defined as preeclampsia developed before and after 34 weeks of gestation,
respectively. The early-onset disease was less prevalent but associated with poorer outcomes. Moreover, the risk
factors between early -and late- onset preeclampsia could be differed owing to the varied pathophysiology. In the
study, we evaluated the incidences, trends, and risk factors of early- and late- onset preeclampsia in Taiwan.

Methods: This retrospective population-based cohort study included all 220 weeks singleton pregnancies resulting
in live-born babies or stillbirths in Taiwan between January 1, 2001 and December 31, 2014 (n = 2,884,347). The data
was collected electronically in Taiwanese Birth Register and National Health Insurance Research Database. The
incidences and trends of early- and late-onset preeclampsia were assessed through Joinpoint analysis. Multivariate
logistic regression was used to analyze the risk factors of both diseases.

Results: The age-adjusted overall preeclampsia rate was slightly increased from 1.19%(95%confidence interval [CI], 1.
1-1.2) in 2007 to 1.3% (95%Cl, 1.2-1.3) in 2012 with average annual percentage change (AAPC) 0.1%/year (95%C|,
0-0.2%). However, the incidence was remarkably increased from 1.3% (95%Cl, 1.3-1.4) in 2012 to 1.7% (95%Cl, 1.6-1.
8) in 2014 with AAPC 1.3%/year (95%Cl,0.3-2.5). Over the study period, the incidence trend in late-onset
preeclampsia was steadily increasing from 0.7% (95%Cl, 0.6-0.7) in 2001 to 0.9% (95%Cl, 0.8-0.9) in 2014 with AAPC
0.2%/year (95%Cl, 0.2-0.3) but in early-onset preeclampsia was predominantly increase from 0.5% (95%Cl, 0.4-0.5) in
2012 to 0.8% (95%Cl, 0.8-0.9) in 2014 with AAPC 2.3%/year (95%Cl, 0.8-4.0). Advanced maternal age, primiparity,
stroke, diabetes mellitus, chronic hypertension, and hyperthyroidism were risk factors of preeclampsia. Comparing
early- and late-onset diseases, chronic hypertension (ratio of relative risk [RRR], 1.71; 95%Cl, 1.55-1.88) and older age
(RRR, 1.41; 95%Cl 1.29-1.54) were more strongly associated with early-onset disease, whereas primiparity (RRR 0.71,
95%Cl, 0.68-0.75) had stronger association with late-onset preeclampsia.

Conclusions: The incidences of overall, and early- and late-onset preeclampsia were increasing in Taiwan from
2001 to 2014, predominantly for early-onset disease. Pregnant women with older age and chronic hypertension
had significantly higher risk of early-onset preeclampsia.
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Background

Worldwide 2.0 to 8.0% pregnancies were complicated by
preeclampsia [1-5] with variation across regions [2]. Pre-
eclampsia, the progressive disorder during pregnancy is
strongly associated with maternal and fetal complications
including eclampsia, acute renal failure, coagulopathy, pla-
centa abruption, postpartum hemorrhage, intrauterine
growth restriction, medically indicated preterm birth, and
maternal and fetal death [1, 6, 7]. In a systemic analysis
from World Health Organization (WHO), hypertensive
disorders including preeclampsia accounted for 14.0% ma-
ternal death between 2003 and 2009 [8]. Moreover, the
risk of severe obstetric morbidities in women with
eclampsia or severe preeclampsia was increasing [9]. Al-
though most of the maternal dysfunctions resolved grad-
ually in postpartum, these women were at higher risk of
developing chronic hypertension, recurrent preeclampsia
in the next pregnancy, and later-life cardiovascular dis-
eases [10].

Preeclampsia is recognized as a heterogenous syn-
drome with different pathophysiology and be divided in
two subtypes according to the disease onset [7, 11, 12].
Early-onset preeclampsia, diagnosed less than 34 gesta-
tional weeks was less prevalent than late-onset pre-
eclampsia, occurring at 34 or more weeks of gestation
[13]. The incidences of early- and late-onset preeclamp-
sia were 0.3 and 2.7%, respectively [14, 15]; nevertheless,
the early-onset disease contributed to more unfavorable
maternal and fetal outcomes [14, 16, 17]. Around
ten-fold increased risk of perinatal death and maternal
death in women with early-onset preeclampsia and two-
fold higher risk of perinatal death and threefold in-
creased risks of maternal death in women with
late-onset disease were observed, comparing with normal
pregnancy [14, 15]. In addition, some studies showed bio-
logical variations and different spectrums of pathophysi-
ology between early- and late-onset preeclampsia [18—20].

Clinical factors associated with risk of preeclampsia in-
cluded primiparity, advanced maternal age, previous pre-
eclampsia, family history of preeclampsia, multiple
gestation, obesity, African-American race, diabetes melli-
tus, chronic hypertension, chronic renal disease, and
presence of antiphospholipid antibodies were identified
[21, 22]. Besides, there were evidences that stroke and
hyperthyroidism increased the risk of preeclampsia [23,
24]. Further studies comparing predisposing factors of
early- versus late-onset preeclampsia demonstrated simi-
lar risk factors but the strengths of association were
differed among the factors. There were only two
population-based studies, to our knowledge to evaluate
each risk factor between early- and late-onset pre-
eclampsia [14, 16]. One study, carried out by Lisonkova
et al. revealed African-American race, chronic hyperten-
sion, and older age were more strongly associated with
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early-onset disease, whereas women with nulliparity and
diabetes mellitus had higher risk to develop late-onset
disease [14]. The other study conducted by Iacobelli et
al. showed older age and higher prevalence of chronic
hypertension in the group of early-onset disease [16].

The incidence of preeclampsia in Taiwan was signifi-
cantly increased from 0.87 to 1.21% between 1998 and
2010 [25]. However, there was limited data of early- and
late-onset preeclampsia rate and the associated factors
in Taiwan has not been determined yet. The aim of the
study was to investigate the population-based trends of
early- and late-onset preeclampsia and examine the ma-
ternal risk factors in Taiwanese population.

Methods

Study design and data source

The population-based cohort study retrospectively in-
cluded all 220 weeks singleton deliveries, comprising live
births and stillbirths in Taiwan from January 1, 2001 to
December 31, 2014. Two databases were used to obtain
data electronically in this study. One was Taiwanese
birth registration system in Health Promotion Adminis-
tration, Ministry of Health and Welfare (https://
www.hpa.gov.tw/EngPages/Index.aspx), which included
information of birth date, gestational age, and fetal
weights of all neonates and stillbirths with gestational age
220 weeks. Another was National Health Insurance Data-
base (NHIRD, https://nhird.nhri.org.tw/en/index.html),
which could be linked from Taiwanese birth registration
system for details of maternal general data and diagnosis.
Both databases have been encrypted to generate the
unique identification to anonymous identification.

In Taiwan, birth certificates of all neonates and still-
births with gestational age 220 weeks or gestational age
<20 weeks but fetal birth weights 2500 g are issued at
the hospital or medical institution and registered in the
Ministry of Health and Welfare. The birth register can
be linked to NHIRD, which was a database contained in-
formation of insured people, including demographic
data, dates of hospitalization and clinical visits, and diag-
nostic codes as International Classification of Diseases,
the 9th version (ICD-9) during the study period.

Participants

There were 2,973,989 registered deliveries in Taiwan
from January 1, 2001 to December 31, 2014. Women
who were younger than 15-year-old or older than
55-year-old, with multiple gestation including twins,
triplets, or quadruplets, and with gestational age at deliv-
ery less than 20 weeks were excluded. To identify the in-
cidences of early- and late-onset preeclampsia, all the
included delivers were categorized to ongoing pregnancy
at 20 weeks of gestation and 34 weeks of gestation ac-
cording to the gestational age at delivery, and each of
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which were the denominators of early- and late-onset
preeclampsia rate, respectively [14, 15, 26].

The diagnostic criteria of preeclampsia was two occa-
sions of hypertension at least 140/90 mmHg after
20 weeks of gestation accompanied by proteinuria >
300 mg/day or 21+ on dipstick based on International
Society for the Study of Hypertension in Pregnancy
(ISSHP) by 2014 [10, 26, 27]. All included delivers asso-
ciated with diagnosis of preeclampsia were identified
from NHIRD ICD-9 diagnostic codes 642.4, 6424.5,
6424.6, and 6424.7 [14, 15]. To obtain the gestational
week of onset of preeclampsia for determing early- and
late-onset preeclampsia, which were occurring less than
and later than 34 weeks of gestation, the date of diagno-
sis was subtracted from the date at delivery, and calcu-
lated the gestational age according to the information of
gestational weeks at birth in birth registers. A flow chart
illustrating patient inclusion is showed in Fig. 1. The
study was approved by Institutional Review Board of the
Chang Gung Memorial Hospital (IRB No.201600657B0).

Definition of variables

Maternal characteristics including maternal age (15-24,
25-34, and 35-55 vyears old), parity (number of
prior220 weeks births, 0 vs. 21), place of residence
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(urban, suburban, rural), income (quintiles 1 to 5), and
clinical factors associated with risk of preeclampsia were
examined for potential variables [14, 16, 22-24, 28, 29].
The clinical factors were identified in NHIRD, including
acute coronary syndrome (ICD-9 codes, 410, 412 and
413), chronic ischemic heart disease (ICD-9 codes, 4140,
4148 and 4149), stroke (ICD-9 codes, 43,301, 43,311,
43,321, 43,331, 43,381, 43,391, 43,401, 43,411, 43,491,
435, 436, 4371, 4379 and 438), diabetes mellitus (ICD-9,
250), chronic hypertension (ICD-9 codes, 401-405) and
hyperthyroidism (ICD-9 codes, 242).

Statistical analysis

The standardized preeclampsia incidence was adjusted
based on the age distribution in 2014 and 95% confi-
dence intervals (CI) were derived from the Poisson
distribution. The linear trends in proportion were
assessed using Joinpoint Regression Program version
4.2.0.2 (National Cancer Institute, Bethesda, MD,
USA) to estimate temporal trends in standardized in-
cidence of preeclampsia. Bayesian information criter-
ion was used to generate ‘joinpoints’ over time
according to the changes of trend and average annual
percentage change (AAPC) and 95%CI for each seg-
ment were calculated.

All deliveries with birth registers in Taiwan from
Jan.1, 2001 to Dec.31, 2014 (n=2,973,989)

A 4

4| 1. Ageyoungerthan 15 y/o or older

Excluded (n=89,672)

than 55 y/o (n=875)

2. Multiple gestations including
twins, triplets, or quadruplets
(n=87,992)

3. Gestational age at delivery less
than 20 weeks (n=775)

All 20-42 weeks of gestation singleton
births including live births and stillbirths

(n=2,884,347)

T

Ongoing pregnancy at 20 weeks
of gestation (n=2,884,347)

Ongoing pregnancy at 34 weeks
of gestation (n=2,814,742)

|

Early-onset Preeclampsia
(n=13,883)

Fig. 1 Flow chart of the study

|

Late-onset preeclampsia
(n=18,909)
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Multivariate logistic regression was used to obtain ad-
justed relative risks (ARR) and 95% ClIs adjusted for the
variables including maternal characteristics and clinical
factors to examine the association with preeclampsia.
The association between the clinical risk factors and
early- or late-onset preeclampsia was further compared
through the ratio of relative risks (RRR). Analyses were
carried out using SAS, version 9.4 (SAS Institute, Cary,
NC, USA). A 2-tailed P < 0.05 was considered significant.
All tests of statistical hypothesis were done on the
2-sided 5% level of significance.

Results

Among 2,973,989 delivers over the 14 years period,
2,884,347 delivers were included and 32,742 preeclamp-
sia events were identified. The subgroups of early- and
late- onset preeclampsia were 13,833 (42.3%) and 18,909
(57.6%) deliveries, respectively (Fig. 1).

The overall preeclampsia incidence increased from
1.1% (95%CI, 1.1-1.2) in 2001 to 1.7% (95%CI, 1.6—1.8)
in 2014. Table 1 reveals crude and age-adjusted overall
preeclampsia rates each year in the study period. The
analysis of the overall, early-onset, and late-onset inci-
dence trends through average annual percentage change
is presented in Table 2. The overall preeclampsia rate
was slightly increased from 1.1% (95%CI, 1.1-1.2) in
2001 to 1.3% (95%CI, 1.2—-1.3) in 2012 with average an-
nual percentage change (AAPC) 0.1%/year (95%CI, 0—
0.2%). However, the incidence was remarkably increased
from 1.3% (95%CI, 1.3-1.4) in 2012 to 1.7% (95%CI,
1.6—1.8) in 2014 with AAPC 1.3%/year (95%CI,0.3-2.5).

Over the 14 years study period, the incidence trends in
late-onset preeclampsia was steadily increasing from
0.7% (95%CI, 0.6-0.7) in 2001 to 0.9% (95%CI, 0.8—0.9)
in 2014 with AAPC 0.2%/year (95%CI, 0.2-0.3). How-
ever, in early-onset preeclampsia, similar to the trend of
overall preeclampsia, the incidence was relatively steady
around 0.5% (95%CI, 0.4—0.5) in 2001 and 0.5% (95%CI,
0.5-0.6) in 2012 but predominantly increase from 0.5%
(95%CI, 0.4-0.5) in 2012 to 0.8% (95%CI, 0.8—0.9) in
2014 with AAPC 2.3%/year (95%CI, 0.8—4.0). Figure 2 il-
lustrates the trends in overall preeclampsia, early-onset,
and late-onset disease.

Maternal characteristics (age, parity, place of resi-
dence, and income) and clinical factors (acute coronary
syndrome, chronic ischemic heart disease, stroke, dia-
betes mellitus, chronic hypertension, and hyperthyroid-
ism) are described in Table 3. In multivariate logistic
regression, all maternal characteristics and clinical fac-
tors listed in Table 3 were adjusted as possible con-
founders. Women with older age, nulliparity, chronic
hypertension, diabetes mellitus, stroke, and hyperthy-
roidism were more likely to develop preeclampsia (all p
values< 0.01), while acute coronary syndrome and
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chronic ischemic heart disease were not significantly
associated with preeclampsia. The ARR of each clin-
ical factor of overall preeclampsia are displayed in
Table 4. Of note, women with chronic hypertension
had much higher risk of preeclampsia (ARR, 12.1;
95%CI, 11.5-12.8).

For subgroup analysis of early- and late-onset pre-
eclampsia, the clinical factors associated with early- or
late-onset diseases were identical to overall preeclamp-
sia, detailed in Table 5. To compare the strength of the
association among the risk factors between early- and
late-onset preeclampsia, RRR of each clinical factor was
calculated according to the ARR of early- and late pre-
eclampsia. Advanced maternal age (>35 years) (RRR,
1.4; 95%CI, 1.3-1.5, p<0.01) and chronic hypertension
(RRR, 1.7; 95%CI, 1.6-1.9, p <0.01) had higher risk to
develop early-onset preeclampsia. In the contrary, primi-
parity (RRR, 0.7; 95%CI, 0.7-0.8, p<0.01) was more
strongly associated with late-onset disease. Other risk
factors of preeclampsia including diabetes mellitus,
stroke, and hyperthyroidism revealed no statistical differ-
ence in the association of early- and late-onset pre-
eclampsia (Table 5).

Discussion

The incidences of overall, and early- and late-onset
preeclampsia were increasing in Taiwan between
2001 and 2014, predominantly for early-onset disease.
Pregnant women with advanced maternal age, primi-
parity, chronic hypertension, stroke, diabetes mellitus,
and hyperthyroidism had significantly higher risk of
developing preeclampsia. Among the factors, older age
and hypertension were more strongly associated with
early-onset disease.

Our study has certain limitations. First, overall pre-
eclampsia was identified by diagnostic codes; thus, the
artificial coding error and misclassification bias could
not be avoided. Second, NHIRD included 99% of Tai-
wanese residents, which led to around 1.2% deliveries in
birth registration not be linked to hospital records. The
missing data could be susceptible to underascertain-
ment, resulting in slightly underestimation of the inci-
dence. Third, if a patient had neither antenatal exam nor
delivered in hospitals, or developed postpartum pre-
eclampsia without hospitalization, the diagnostic code
could not be obtained from the hospital record. The
such undetermined were few and less severe but may
cause underestimation as well. Fourth, we did not clas-
sify the severity of preeclampsia or determine the sub-
group using aspirin for prevention, both of which may
give more information to interpretate the trends of pre-
eclampsia. In addition, we failed to assess certain risk
factors including BMI, preeclampsia history in prior
pregnancy, and family history of preeclampsia, as well as



Page 5 of 11

You et al. BMC Pregnancy and Childbirth (2018) 18:199

3}e1 DDUBPIDUL Y] UOIDINBIGQY

(LT6 (16 (€L8 (€/8 (S/L (S/L

-G¥'8) 988  -S¥'8) 9878 08/1 G8800C  -S6/) ¥€8 -S6/) ¥E8 9c/l €56'90C  —¥9l) 691 -¥9l) 691 905¢€ €56'90C ¥710¢
(co6 (168 (99 (959 (TsL (R

-/18) 658 —€18) G558 0651 916'G81 -16G) 979 -S8G) 079 G8lLl eo'l6l -lvl) 9%l -0%l) Sl ST o'l €10T
(L8 (68°L (6£5 (9s5°S (G€L (et

-9¢'/) €L —LUL) €S/ 1891 6v'ece  —L1S) 8¥S  —/6F) 9CS 70Cl v//'8cC  -STL) O€l -TTl) 9Tl §88¢C ¥//'8CC T1OC
(098 (678 (596 (L€'s (g€l (cel

-9//) 8l'8 —6¥/) 68/ L6t7L 6V068L  —/67) LES  —89%) 66F 696 6076l -/Tl) €L —cTl) LTl 09%¢ S60761 L10T
(c82 (X4 (09§ (9zs (o€l (44!

-769) 8¢/ —899) 60/ oCllL ¥2/'8SL  —-98%) €CS  -8SY) 6V 108 €6'9L gLl vl €Ll 8Ll 1761 7€6'791 010T
(St (v (S6'S (ces (2 (lzt

-069) €L -—1¥9) 89 evcl 781781 -17S) 85§  -89%) 006G £¥6 Ge/'881 -cecl) T -l 9Ll 6lC GE/'881 600C
(8Tt (L9 (85S (c6¥ el (€11

-G¥9) 989  -66'G) SGE9 6Ll Grl'esl -G8Y%) IS —IEY) 9% 168 618761 -¥'Ll) 61l  -¥0l) 80l 980¢ 618'61 800C
st €Lz 66'S (ers (€€l 6Ll

-G89) [T/ -0¥9) 9/9 LlEL /89761 -7C%) 195 -lSY) 8% 196 68€'661 -lzl) et -0l vl 8/CC 68€'661 /00T
(€8 (Lre Ol9 (Lrs (6€l 6Ll

-0€/) 9L  —¥¥9) 189 8¢l [19961  -9€'S) 9/G  —LSY) I8V 896 Gee'loc —Lel) €el 0Ll Sl 90€¢C GeEE'L0T 900C
(ev'L (€9 (tTs (€0 (€L (0oL

-¥59) 869 —€95) [6G S8l 08586l  —LS¥) 68F% —0S€) L/L€ S9/ LEL'€0T —LLL) L1l —/1'6) 096 0561 LE1'€0T S00T
(LTt (966 (6v'S oz (€L (s86

-/€9) 789 -1€9) ¥9G S/LL L9¥'80C  —L/¥) Ol'S  —99¢€) €6°¢ 6€8 €er'ele Tl L1l -T06) vre 710C €EY'ELT $00C
(€er (c09 (95s (L0v (Gl (6£6

-€¥9) 889 -8€G) 0LS el 0/¥9lT  -9/%) 9IS -G5€) I8¢ €8 ced'lce €L 61l -868) 6£6 £40C CET'LTT €00T
(829 (€9°S (VA (Claz (reL (096

-€6G) 9€9 -€0G) €£€S 9¢eclL 98'LEC  —L6Y) LES  -SL€) 0¥ 056 veEl'/€C —OLL) 9Ll -€88) TC6 98l yel'/€C T00C
(869 (18s (S0 (89°¢ @1l (lze

-€19) 959 -CC%) 1SS clel €€6'/6C  —LEY) 89Y  —LTE) vrE 8¢8 /6€'ev —S0L) L'LL -9¥Q) €88 0Slc /SE'EVT 100C

(1D%56) (1D9%56) (1D956)
syuiq (ID %56) SyuIg (1D %56) SyuIg (ID %56)
0001 42d Y| sywmIg 0001 1usA9 (U) SIPM ¥E 0001 J2d Yl SymIg 0001 1UsA9 (U) Sf2am 0z 0001 42d Yl SYMIg 0001 Wwane  (u) A1RAllR@
pasipiepuels  Jad ‘Y| apnid JO ON 1e sapueubald bulobup  pasipiepuels  Jad ‘Y| apnid Jo ON 1e sapueubald Bulobup  pasipiepuels  Jad ‘Y| apnid Jo ON |e10]  JesA
195U0 21€7 195U0 AjIe3 |e10|

(LFE78]'T=U) #107 'L € 19qWiad3Q pue |00z ‘| Alenuel Usamiag aouspidul eisdwiepsesid L djgel



You et al. BMC Pregnancy and Childbirth (2018) 18:199

Page 6 of 11

Table 2 Joinpoint analysis of trend of preeclampsia incidence in Taiwan between 2001 and 2014

Standardised IR, per 1000 births ~ AAPC Trend 1 Trend 2
2001 2014 Year AAPC (95%Cl) Year AAPC (95%Cl)
Trend of entire cohort 11.1 (105-116) 169 (164-17.5) 3.01 (1.50 to 454)* 2001-2012 125 (036 to 2.14)* 2012-2014 133 (2.55t0 25.1) *
by onset weeks
< 34 weeks 4.68 (431-5.05) 834 (795-8.73) 367 (1.671to572)* 2001-2012 058 (-0.63to 1.80) 2012-2014 225 (7.50 to 39.6) *
> 34 weeks 6.56 (6.13-6.98) 886 (845-9.27) 221 (1.51to 291)*

AAPC average annual percent change
*P <0.05

the maternal and neonatal outcomes due to limited
information.

The overall preeclampsia rate in Taiwan was relatively
lower than the worldwide studies though, 42.3% pre-
eclampsia events identified as early-onset disease was re-
markable. The incidence of preeclampsia was 1.1 to 1.7%
in Taiwan compared with 2 to 8% incidence of pre-
eclampsia worldwide with regional variations [2]. The
lower incidence could be owing to the majority of Asian
race in the population, which had lower risk of develop-
ing preeclampsia, 2.0-3.0%according to previous studies
[26, 30]. We did not collect data of races in this study
but over 95% of the population is Han Chinese, who are
regarded as East Asian ethnic group based on the data
in Ministry of Interior. Besides, there could possibly be
slight underestimation because of missing data in
NHIRD or the artificial bias of disease coding. Neverthe-
less, NHIRD was one of the powerful tools in assessment
of the epidemiology in Taiwan because of the high
coverage of National Health Insurance program, finan-
cing around 99% Taiwanese residents [31]. In the
current study, the unidentified anonymous identification
between birth register system and NHIRD was around
1.2%. In addition, compared with the study by Chan et al,,
who revealed the increased incidence of preeclampsia in
Taiwan was notable from 0.87 to 1.21% between 1998 and
2010 [25]. Therefore, the interpretation of exact pre-
eclampsia rate could be somewhat underestimated owing
to the unavoidable bias but the persisted increasing

[JEarly onset [JlLate onset Overall

Rate per 1,000 births
=
o
o

Fig. 2 Trends in overall, early-onset, and late-onset preeclampsia
between 2001 and 2014

incidence of preeclampsia in the population-based study
was thoroughly informative.

Our data suggested that the trend of preeclampsia was
increasing between 2001 and 2014 after age ajustment,
especially in early-onset disease from 2012 to 2014. We
analyzed the subgroup trends of preeclampsia depend
on maternal age and women with or without hyperten-
sion, respectively [Additional file 1 and Additional file 2].
Additional file 1 shows increased trend in all three age
groups (age 15-25, 25-35, and 35-55). However, Add-
itional file 2 reveals no significant incidence change in
women with our without hypertension during the study
period. The subgroup analysis indicated that the increas-
ing trend of preeclampsia occurred in all age groups and
possibly the growing number of women with hyperten-
sion. Interestingly, the rise rate of preeclampsia was not
universally consistent, for instance, studies for the entire
USA from 1999 to 2004 showed plateaued rate [32] and
in Western New York from 1999 to 2003 [33] and Euro-
pean countries during the past ten years [34] reported
slight declines in preeclampsia. However, the increase in
preeclampsia in our population could partially affected
by the revision of diagnostic criteria. American College
of Obstetrician and Gynecologist (ACOG) in2013 and
ISSHP in 2014 have excluded proteinuria as an necessary
condition to establish diagnosis of preeclampsia in
women presence of organ dysfunction of uteroplacental
dysfunction [35, 36]. Therefore, the observation of sig-
nificant rise in early-onset preeclampsia from 2012 to
2014 in this study was a conservative indication of in-
creasing trend but the true percentage change should be
followed since overall revision of the criteria in Taiwan.

The proportion of early-onset preeclampsia was sig-
nificantly higher (42.3% in early-onset and 57.6% in late
onset disease) than previous studies conducted other
than Taiwan [14—16], about twofold to nine-fold of
late-onset disease than early-onset preeclampsia. The
difference could attributed to increasing prevalence of
chronic hypertension as a result of a surge of risk rates
of prehypertension, obesity and metabolic syndrome
in Taiwan [37]. Genetic variation or epigenetic regula-
tion such as DNA methylation or microRNA expres-
sion associated with preeclampsia in the population
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Table 3 Maternal characteristics and clinical factors associated with early- and late-onset preeclampsia
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Characteristics  Ongoing pregnancies at 20 weeks Early-onset preeclampsia

Ongoing pregnancies at 34 weeks Late-onset preeclampsia

n=2,884347 n=13883 Rate per 1000 n=2814,742 n=18909 Rate per 1000
(95% Cl) (95% Cl)

Age at delivery

15-24 525457 1305 248  (235-262) 513581 2447 476  (4.58-4.95)

25-34 1,956,147 8688 444 (435-4.53) 1914210 12,155 635 (6.24-6.46)

35-55 402,743 3890 966 (9.36-9.96) 386,951 4307 1113 (108-11.5)
Number of prior 220 weeks births (parity)

0 1,938,341 9559 493 (483-5.03) 1,893,197 14611 772 (7.59-7.84)

21 946,006 4324 457 (443-471) 921,545 4298 466 (4.52-4.80)
Place of residence

Urban 1681,534 7988 475 (465-4.85) 1,641,570 11,169 6.8 (6.68-6.93)

Suburban 826,656 4368 528 (5.13-544) 806,062 5645 7 (6.82-7.19)

Rural 192,141 1027 535 (5.02-567) 186,732 1403 751 (7.12-791)

Unknown 184,016 500 272 (248-296) 180,378 692 384 (3.55-4.12)
Income levels

Quintile 1 558314 2689 482 (463-5.00) 542450 3825 705  (6.83-7.27)

Quintile 2 516,131 2560 496 (4.77-5.15) 503,177 3441 684 (6.61-7.07)

Quintile 3 566,360 3097 547 (5.28-566) 553,016 4140 749  (7.26-7.71)

Quintile 4 527,626 2508 475  (457-4.94) 516,050 3499 678  (6.56-7.01)

Quintile 5 540,007 2554 473 (455-491) 527,737 3351 635 (6.13-6.56)

Unknown 175,909 475 2.7 (246-294) 172,312 653 379  (3.50-4.08)
Acute Coronary syndrome

No 2,878,429 13,809 4.8 (4.72-4.88) 2,809,040 18,854 6.71  (6.62-6.81)

Yes 5918 74 125  (966-154) 5702 55 965 (7.10-122)
Chronic ischemic heart disease

No 2,877,398 13,767 478 (470-4.86) 2,808,117 18,801 67  (660-6.79)

Yes 6949 116 1669 (13.7-19.7) 6625 108 163 (13.2-194)
Stroke

No 2877911 13,792 479  (471-487) 2,808,569 18824 67  (661-6.80)

Yes 6436 91 1414 (11.2-17.0) 6173 85 13.77 (10.8-16.7)
Diabetes mellitus

No 2,856,198 13,164 461  (453-469) 2,788463 18,256 6.55 (645-6.64)

Yes 28,149 719 2554 (23.7-274) 26,279 653 2485 (22.9-26.8)
Chronic hypertension

No 2,862,222 11,671 408  (4.00-4.15) 2,796,074 17,471 6.25 (6.16-6.34)

Yes 22,125 2212 99.98 (95.8-104) 18,668 1438 7703 (73.0-81.0)
Hyperthyroidism

No 2,813,030 13,316 473 (465-4.81) 2,745,618 18,231 6.64 (6.54-6.74)

Yes 71,317 567 795 (7.30-860) 69,124 678 981 (9.07-10.5)

[18, 38—40], and the theory of developmental origins
of health and disease (DOHaD) that the early life en-
vironment impacting the risk of chronic disease from
childhood to adulthood [41] could possibly cause the
population vulnerable to early- or late-onset preeclampsia.

However, none of the hypotheses has been verified. There-
fore, higher proportion, almost half of early-onset pre-
eclampsia women in the population warranted further
investigation to provide addition insights into the variation
of early- and late-onset preeclampsia incidences.
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Table 4 Maternal characteristics and clinical risk factors associated with preeclampsia
Incidence rate per 1000 births (95%Cl) Crude Relative risk P Value Adjusted Relative risk P Value
(95%Cl) (95%Cl)°

Age at delivery

15-24 7.19 (6.96-7.42) Reference Reference

25-34 10.77 (10.6-10.9) 148 (143-1.54) <001* 149 (1.44-1.55) <001*

35-55 20.78 (203-212) 278 (267-2.89) <001% 262 (251-2.73) <0.01%
Number of prior 220 weeks births (parity)

0 12,63 (125-12.8) 135 (1.32-1.38) <001* 1.71 (1.67-1.76) <001*

> 9.2 (9.00-9.39) Reference Reference
Acute Coronary syndromeb

No 1148 (11.4-11.6) Reference Reference

Yes 22.28 (184-26.1) 1.93 (1.60-2.31) <0.01% 09 (0.74-1.10) 032
Chronic ischemic heart disease

No 1145 (11.3-11.6) Reference Reference

Yes 3331 (28.9-37.7) 283 (246-3.27) <0.01% 09 (0.77-1.06) 0.21
Stroke

No 1146 (11.3-11.6) Reference Reference

Yes 28.12 (24.0-323) 244 (2.09-2.85) <0.01% 133 (1.13-1.58) <0.01%
Diabetes mellitus

No 11.12 (11.0-11.2) Reference Reference

Yes 51.24 (48.5-53.9) 428 (4.02-4.55) <0.01% 201 (1.86-2.16) <0.01%
Chronic hypertension

No 10.29 (10.2-104) Reference Reference

Yes 197.56 (191-204) 155 (14.8-16.2) <0.01% 1214 (11.5-12.8) <0.01%
Hyperthyroidism

No 1134 (11.2-11.5) Reference Reference

Yes 1777 (16.8-18.8) 1.56 (1.46-1.65) <001* 1.21 (1.14-1.29) <001*

@Adjusted Relative risk: adjusted with age at delivery, income, urbanization, parity, acute coronary syndrome, chronic ischemic heart disease, stroke, diabetes

mellitus, chronic hypertension and hyperthyroidism
PAcute Coronary syndrome included myocardial infarction and unstable angina
*P < 0.05

In the population between 2001 and 2014, our find-
ings of the risk factors including advanced maternal age,
primiparity, stroke, diabetes mellitus, chronic hyperten-
sion, or hyperthyroidism were consistent with commonly
quoted clinical factors of preeclampsia [14, 16, 21, 22].
The subgroups of women with early- and late-onset pre-
eclampsia were similar in terms of maternal risk factors
but different association in age, parity, and chronic
hypertension. Among the risk factors, advanced mater-
nal age and chronic hypertension revealed stronger asso-
ciation with early-onset disease, while primiparity had
higher risk of late-onset preeclampsia. The findings were
similar to previous studies [14, 16]. To assess the pos-
sible interaction of old age and hypertension. We divided
women according to different age groups (age 15-25.
age 25-35, age 35-55)and women with or without
hypertension, respectively [Additional file 3]. In Add-
itional file 3: Table S6 reveals that chronic hypertension

had highest ARR in all age groups and demonstrates old
age was an independent risk factor either in women with
or without hypertension. The different strength of as-
sociation among the specific risk factors between
early- and late-onset preeclampsia could be associated
with the different pathophysiologic mechanisms including
histology, hemodynamic change, or vascular adaption be-
tween early- and late-onset preeclampsia. Several evidences
supported more typical histological change of defective
trophoblast invasion and higher percentage of altered uter-
ine artery Doppler in early-onset disease [18—20]. Cheng et
al. revealed maternal serum markers associated with car-
diovascular inflammatory response such as high-sensitive
C-reactive protein and homocysteine were significantly
higher in early-onset preeclampsia, which could be related
to direct injury to vascular endothelial cells or increased
oxidative stress and resulting in the sequence of placenta
dysfunction and poorer outcomes [42]. Despite those
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Table 5 Maternal characteristics and clinical risk factors associated with early- and late-onset preeclampsia

Early onset preeclampsia Late onset preeclampsia Ratio of Relative P Value
risk (95%Cl)
Crude Relative P Value Adjusted P Value Crude Relative P Value Adjusted P Value
risk Relative risk risk Relative risk
(95%C1) (959CI)° (95%C1 (959%CIy?
Age at delivery
15-24 Reference Reference Reference Reference Reference
25-34 179 (169-190) <0.01* 173 (163-184) <001* 133 (1.27-1.39) <001* 136 (1.30-143) <001* 127 (1.78-137) <001*
35-55 384 (360-4.100 <001* 321 (299-344) <001* 231 (219-242) <001* 228 (216-240) <001* 141 (1.29-154) <0071*
Number of prior 220 weeks births (parity)
0 106 (1.02-1.09) <001* 139 (1.34-144) <001* 165 (159-1.70) <001* 195 (1.89-202) <001* 071 (068-0.75) <0.01*
21 Reference Reference Reference Reference Reference
Acute Coronary syndrome®
No Reference Reference Reference Reference Reference
Yes 259 (204-328) <001* 1 (0.78-1.30) 098 145 (1.11-190) <0.01* 077 (0.58-1.02) 0.07 1.3 (0.89-1.90) 0.09
Chronic ischemic heart disease
No Reference Reference Reference Reference Reference
Yes 344 (283-4.17) <001* 084 (068-1.04) 0.11 245 (202-298) <001* 092 (0.74-1.14) 045 091 (0.67-1.24) 0.28
Stroke
No Reference Reference Reference Reference Reference
Yes 296 (237-368) <001* 133 (1.05-1.68) 0.02* 207 (1.67-258) <001* 128 (1.02-1.61) 0.03* 1.04 (0.75-1.44) 04
Diabetes mellitus
No Reference Reference Reference Reference Reference
Yes 534 (491-581) <001* 19 (1.71-2100 <001* 376 (346-4.08) <001* 203 (1.85-223) <001* 094 (0.82-1.08) 0.19
Chronic hypertension
No Reference Reference Reference Reference Reference
Yes 2273 (215-240) <001* 168 (157-180) <001* 1221 (11.5-130) <001* 985 (9.19-106) <0.01* 171 (1.55-1.88) <001*
Hyperthyroidism
No Reference Reference Reference Reference Reference
Yes 168 (153-183) <001* 1.18 (1.07-1.29) <001* 148 (1.36-1.60) <0.01* 121 (1.12-132) <001* 098 (0.86-1.10) 0.34

?Adjusted Relative risk: adjusted for with age at delivery, income, urbanization, parity, acute coronary syndrome, chronic ischemic heart disease, stroke, diabetes

mellitus, chronic hypertension and hyperthyroidism
PAcute Coronary syndrome included myocardial infarction and unstable angina
*P < 0.05

evidences, there was yet no definite pathophysiology and
mechanism to explain the development towards early- or
late-onset preeclampsia. Thus, more investigations are
needed to identify the specific correlation between old age
or chronic hypertension and early-onset preeclampsia, and
clinicians should be aware of preeclampsia prediction in
women with clinical risk factors, particularly chronic
hypertension, which had highest risk (ARR, 16.8, 95%ClI,
15.7-18.0) of early-onset preeclampsia in the current
study. Furthermore, early intervention such as aspirin
prophylaxis may be considered in patients with evidence of
higher risk, according to the ASPRE trial [43] to prevent
severe maternal morbidities and poorer birth outcomes of
early-onset preeclampsia [14, 16, 17]. On the other hand,
Valensise et al. have found late-onset preeclampsia

appeared to be more frequent in patients with high
body mass index (BMI) compared with early-onset
disease [19]. However, we had no data of maternal
BMI to assess and the mechanism between pre-
eclampsia and obesity was yet completely understood.
In general, maternal risk factors between early- and
late- onset preeclampsia were similar but old age and
chronic hypertension appeared stronger association to
early-onset disease and primiparity had higher risk of
late-onset preeclampsia.

This study was the first documented the increasing
trend of preeclampsia in Taiwan between 2001 and
2014, predominantly in early-onset disease. The strength
of the study includes a large cohort sample from a spe-
cific geographic area which is very representative of the
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regional population and the large study size provided re-
liability in statistics.

Conclusions

In conclusion, the population-base study showed a rise in
the incidence of preeclampsia, particularly in early-onset
disease in Taiwan from 2001 to 2014, suggesting the clin-
ical early prediction, identification, and management of
the diseases will increasingly challenge obstetricians. As
increasing number of advanced maternal age and chronic
hypertension in delivering population in Taiwan, precon-
ceptional counseling and surveillance is warranted in preg-
nant women with higher risk of early-onset preeclampsia.
Further study of the predominance of early-onset pre-
eclampsia in the population and the stronger association
with old age and hypertension and early-onset preeclamp-
sia is required.
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