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RiISK FACTORS FOR SPONTANEOUS PRETERM
DELIVERY BEFORE 34 WEEKS OF
GESTATION AMONG TAIWANESE WOMEN
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SUMMARY

Objective: To identify the risk factors for spontaneous preterm delivery before 34 weeks of gestation among
Taiwanese women.

Materials and Methods: This retrospective cohort study involved 36,453 Taiwanese women who delivered
between July 1990 and December 2003. Pregnancies complicated by multiple gestation, fetal anomalies, and
iatrogenic preterm births due to maternal or fetal indications were excluded.

Results: Five hundred and five spontaneous preterm deliveries (1.4%) were identified. Risk factors for early preterm
delivery included a prior preterm delivery (odds ratio [OR], 16.5; 95% confidence interval [Cl], 11.1-24.6),
placental abruption (OR, 13.4; 95% Cl, 9.4-19.2), history of fetal demise (OR, 11.8; 95% Cl, 7.7-18.0),
chorioamnionitis (OR, 10.5; 95% Cl, 7.4-14.9), oligohydramnios (OR, 10.1; 95% Cl, 6.7-15.3), history of
abruption (OR, 7.9; 95% Cl, 2.4-26.0), unmarried (OR, 6.2; 95% Cl, 2.9-13.2), conception by reproductive
technology (OR, 2.7; 95% Cl, 1.4-5.5), maternal age less than 20 years (OR, 3.5; 95% Cl, 1.8-6.7), maternal
age greater than 34 years (OR, 1.6; 95% Cl, 1.2-2.1), three or more abortions (OR, 1.6; 95% Cl, 1.9-2.3), and
premature rupture of membranes (OR, 1.6; 95% Cl, 1.3-2.0).

Conclusion: Some of the risk factors for early preterm delivery among Taiwanese women were the same as those

of other ethnic groups, whereas some of the other risk factors were different. [Taiwan J Obstet Gynecol 2007;

46(4):389-394]
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Introduction

Preterm delivery (before 37 completed weeks of gesta-
tion) is one of the leading causes of perinatal morbid-
ity and mortality. With advances in perinatal care,
infants born after 34 weeks are not at increased risk
for short- or long-term morbidities when compared
with those born after 37 weeks [1]. In contrast, infants
born before 34 weeks have an increased frequency of
permanent neurologic handicaps and mortality [1,2].
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The cause of early preterm delivery (defined as less
than 34 weeks of gestation) remains elusive. Risk fac-
tors for early preterm delivery include hypertension,
fetal growth restriction, infection, spontaneous rupture
of membranes, multiple pregnancy, cervical dysfunction,
antepartum hemorrhage, stress, and malnutrition [3-8].
Most previous studies used birth registries and data
collected over a number of decades. Accordingly, such
data may suffer from misclassification and the short-
coming of excluding cases of iatrogenic preterm deliv-
eries, which have been reported with a frequency of up
to 30% of all preterm deliveries [3,9]. More importantly,
the studies did not take into account the possibility
of including a woman for analysis if she had delivered
more than one time during the study period; inclusion
of repeat preterm deliveries may skew certain factors
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or characteristics of the same woman who had been
included in the analysis more than once.

Furthermore, most prior studies were carried out
on the American and European populations. It has
been suggested that there is racial variation in the fre-
quency and risk factor profiles for preterm delivery
[3,10]. Some studies have focused on Asian popula-
tions; however, the studies were based on small sample
sizes and did not consider the potential confounding
factors [11-13]. Most Taiwanese are the descendants
of early settlers from the southeast coast of China and
are genetically related to other south Asian populations
[14]. We, therefore, sought to examine whether there
was a similar risk factor profile for early preterm delivery
within a large homogeneous Taiwanese population.

Materials and Methods

Data were obtained from the Chang Gung Memorial
Hospital computerized obstetric database, which in-
cluded demographics, medical and obstetric histories,
the course of the current pregnancy, and perinatal out-
comes. Data in this database were collected by trained
personnel through daily abstraction of medical and deliv-
ery records with a postpartum interview, if necessary,
to collect supplemental information. Audits of these
data were routinely performed at weekly departmental
meetings. Details of the database have been reported
previously [15-17]. We included all deliveries after 20
weeks of gestation between July 1990 and December
2003 (n=51,266) for analysis.

Pregnancies complicated by multiple gestation (n=
1,738) and known fetal anomalies (chromosomal or
structural; n=683) were excluded. Furthermore, iatro-
genic preterm births due to maternal or fetal indica-
tions were excluded, such as preeclampsia (including
HELLP syndrome and eclampsia; n=656) and pla-
centa previa (n=457). During the study period, 8,903
women had two pregnancies, 971 had three preg-
nancies, 38 had four pregnancies, and one had five
pregnancies. For these women, only one pregnancy was
randomly selected for analysis, as previously described
[16]. Briefly, a computer-generated random number was
assigned to each pregnancy, and the pregnancy with
the largest number was selected for analysis. A total of
36,453 pregnancies were included in this study.

Gestational age was estimated based on the first
day of the last normal menstrual period or assigned
by ultrasound dating if the information was missing
or questionable. In our hospital, women are routinely
offered an ultrasound scan between the eighth and
12 gestational week for pregnancy dating, and two
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anatomic and biophysical scans between the 18™" and
22" gestational week and 32" to 34™ gestational
week, respectively, in which fetal anatomy, fetal growth,
amniotic fluid volume, and placental location were
assessed. Moreover, women delivered at this hospital
are mainly from the urban Taipei metropolitan area and
are from the upper or middle class. The population of
this study was, therefore, considered homogenous in
terms of socioeconomic status.

The following variables were evaluated as potential
confounders: maternal age at the time of conception,
parity, years of education, pre-pregnancy body mass
index, urinary tract infection, placental abruption, prior
placental abruption, uterine fibroids, chorioamnioni-
tis, premature rupture of membranes, marital status,
working during pregnancy (defined as work other than
housework of more than 30 hours per week), method
of conception (natural or with assisted reproductive
technology), fetal gender, having undergone amnio-
centesis, prior fetal demise, prior preterm delivery, pre-
vious cesarean delivery, previous induced abortion,
overt diabetes, gestational diabetes in the pregnancy,
uterine malformations (including didelphys, bicornu-
ate or septate uterus), polyhydramnios (defined as an
amniotic fluid index [AFI] of more than 24 cm), and
oligohydramnios (AFI of less than 5cm).

For statistical analysis, SPSS version 13.0 (SPSS Inc.,
Chicago, IL, USA) was used. The Fisher’s exact test was
used to characterize the patients with early preterm
delivery and the control cohort. Multiple logistic regres-
sion analysis with a backward elimination stepwise
regression approach was used to evaluate the associa-
tion between early preterm delivery and potential risk
factors. Adjusted odds ratios with their associated
confidence intervals were used to describe the relative
risk of the potential risk factors.

Results

Early preterm delivery affected 505 of the 36,453
(1.4%) singleton pregnancies analyzed. The character-
istics of the study population are shown in Table 1.
The early preterm delivery cohort was characterized by
a significantly higher prevalence of women who were
>34 years or <20 years of age, of low educational
level, unmarried, and with a parity of three or more. In
addition, women, who had worked during pregnancy,
had induced abortion of three times or more, a history
of fetal demise or preterm delivery, a history of placen-
tal abruption, or conception with reproductive tech-
nology were also at an increased risk for early preterm
delivery. Furthermore, pregnancies complicated by
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Table 1. Characteristics of women with early preterm delivery and control cohort*

Variables Early preterm delivery (n=3505) Control cohort (n=35,948) pt
Maternal age (yr)

<20 11(2.2) 239 (0.7) <0.01

20-33 (reference) 398 (78.8) 30,704 (85.4) 1.00

>34 96 (19.0) 5,005 (13.9) <0.01
Education (yr)

<9 45(8.9) 2,146 (6.0) <0.01

9-12 (reference) 435 (86.1) 31,157 (86.9) 1

>12 25(5.0) 2,645 (7.1) <0.01
Prepregnancy BMI¥ (kg/m?)

<19.8 167 (33.1) 12,220 (34.0) 0.70

19.8-24.2 (reference) 294 (58.2) 20,835 (58.0) 1

>24.2 44 (8.7) 2,893 (8.0) 0.57
Prior cesarean section

0 476 (94.7) 33,489 (92.7) 1

1 19 (3.8) 1,915 (5.3) 0.19

>2 10 (1.5) 544 (2.0) 0.36
Abortion

0 296 (58.6) 20,986 (58.4) 1

1-2 170 (33.7) 13,319 (37.1) 0.13

>3 39(7.7) 1,643 (4.5) <0.01
Parity

1 246 (48.7) 18,204 (50.6) 0.40

2 174 (34.5) 13,570 (37.7) 0.14

>3 65(12.9) 3,628 (10.1) 0.04
Amniocentesis 58 (11.5) 4,873 (13.0) 0.35
Work during pregnancy 435 (86.1) 26,415 (73.5) <0.01
Unmarried 9(1.8) 94 (0.3) <0.01
Placental abruption 50(9.9) 245 (0.7) <0.01
Prior history of abruption 4(0.8) 36 (0.1) <0.01
Chorioamnionitis 51(10.1) 319(0.9) <0.01
Urinary tract infection 2(0.4) 52(0.1) 0.17
Uterine anomaly 1(0.2) 52(0.1) 0.53
Fibroids 3(0.6) 255(0.7) 1
Premature rupture of membranes 118 (23.4) 6,162 (17.1) <0.01
Gestational diabetes mellitus 26 (5.2) 2,275 (6.3) 0.31
Overt diabetes mellitus 2(0.4) 71(0.2) 0.27
Prior history of fetal demise 48 (9.5) 205 (0.6) <0.01
Prior history of preterm delivery 57 (11.3) 160 (0.4) <0.01
Conception by reproduction technology 10 (2.0) 290 (0.8) <0.01
Male fetus 284 (56.2) 19,048 (53.0) 0.15
Polyhydramnios 7 (1.4) 181 (0.5) 0.02
Oligohydramnios 1(8.1) 196 (0.5) <0.01

*Data are presented as n (%); TFisher’s exact test or binary logistic regression; *body mass index (BMI) calculated as weight in kilograms divided by the square o
p 'y log] 24 y g 8! y q

height in meters.

placental abruption, chorioamnionitis, premature rup-
ture of membranes, and oligohydramnios were also
significantly associated with early preterm delivery.
The results of multiple logistic regression analysis are
presented in Table 2. Significant risk factors for early
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preterm delivery included a history of fetal demise or
preterm delivery, placental abruption, and maternal
age of <20 years or > 34 years. Moreover, women who
were unmarried, had worked during pregnancy, were
conceived by reproductive technology, had induced
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Table 2. Results of multiple logistic regression analysis
on risk factors for early preterm labor*

Variable AdJO“ ;ted 95% Cl
Prior history of preterm 16.5 11.1-24.6
delivery
Placental abruption 13.4 9.4-19.2
Prior history of fetal death 11.8 7.7-18.0
Chorioamnionitis 10.5 7.4-14.9
Oligohydramnios 10.1 6.7-15.3
Prior history of abruption 7.9 2.4-26.0
Unmarried 6.2 2.9-13.2
Conception by reproductive 2.7 1.4-5.5
technology
Work during pregnancy 2.2 1.7-2.9
Maternal age <20 years 3.5 1.8-6.7
Maternal age >34 years 1.6 1.2-2.1
Abortion >3 times 1.6 1.9-2.3
Premature rupture of 1.6 1.3-2.0
membranes

*Adjusted for all the variables listed in Table 1. OR = odds ratio; Cl =
confidence interval.

abortion three times or more, or had pregnancy com-
plications, such as oligohydramnios, premature rupture
of membranes, placental abruption and chorioamnioni-
tis, were at a 1.5- to 10-fold increased risk for early
preterm delivery.

Discussion

Estimates generated by logistic regression analysis of
data in this retrospective cohort study should be inter-
preted with caution, especially because the numbers
for risk factors were small and the confidence intervals
were wide. Nevertheless, the strength of our study lies
in its ability to adjust for as many confounding factors
as possible and in the use of patient interview and
medical record data rather than vital statistics or birth
certificate data. Thus, the association between each
potential risk factor and the presence of early preterm
delivery was objectively investigated. Moreover, only
one pregnancy was randomly selected for the women
who delivered more than once during the study period.

The prevalence of early preterm delivery was about
1.4% in our study population, which is less than the
prevalence reported by others [4,18]. A reason for this
difference may be that we excluded iatrogenic preterm
deliveries, such as pregnancies complicated by placenta
previa with antepartum hemorrhage and gestational
hypertensive diseases (including severe preeclampsia
and eclampsia). Indeed, the rate of preterm deliveries
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due to maternal or fetal indications has been estimated
to be as high as 30% [3]. Another possible cause for
the difference between our finding and the reported
prevalence is that our study was a single-hospital study
rather than a nationwide study based on birth certifi-
cate data.

Our analysis confirmed most prior studies that
women with a history of fetal demise or preterm delivery,
increased number of induced abortions, and pregnan-
cies complicated by oligohydramnios and chorioam-
nionitis were significantly associated with early preterm
deliveries [4,7,12,19]. In this study, being unmarried
was significantly associated with early preterm deliv-
ery. This is contradictory to a previous study involving
the Chinese population [12]. The reason for this dis-
crepancy is unclear; however, the previous report had
a smaller sample size and did not control for as many
confounding factors as in the current study. In support
of our findings, a recent study from Finland reported
that marital status was protective against preterm
labor and low birth weight despite maternal care [20].
Compared with that report, unmarried women in our
population carried a 5-fold increased risk of having an
early preterm delivery once they were pregnant [20].
Free maternity care and a wide acceptance by virtually
the entire pregnancy population probably contribute
to the lower magnitude of risk in Finland.

In our study, maternal age of >34 years or <20
years was significantly associated with early preterm
delivery, which is compatible with previous studies
[12,19,21,22]. The increased risks of preterm labor
and preterm delivery appear to be particularly strong
for those young adolescents who are biologically imma-
ture; such adolescents appear prone to preterm labor,
possibly reflecting the irritability and immaturity of
the adolescent uterus [21]. In contrast, women aged
34 years and older are associated with other risk fac-
tors, such as fetal demise, preterm delivery and very
low birth weight [23-25]. Uteroplacental insufficiency
is considered to be associated with an adverse obstetric
outcome, and a recent study indicated that uterine flow
impedance by Doppler ultrasonography was increased
in the maternal group older than 35 years of age as
compared with the younger cohort [26]. A notable
feature of the placental bed in pregnancies compli-
cated by preeclampsia or fetal growth restriction is the
absence of physiologic vascular change, thought to be
the result of a failure of trophoblast invasion and inter-
action with the spiral arteries in early pregnancy [27].
Moreover, vascular abnormalities, including acute ath-
erosis and thrombosis in maternal vessels, are corre-
lated with a reduction in uteroplacental blood flow
[27,28]. The real cause of the higher rate of fetal demise
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and other adverse obstetric outcomes remains elusive.
Nevertheless, antepartum fetal surveillance in women
of the advanced maternal age group is a worthwhile
addition to routine prenatal care, particularly after
37 weeks of gestation [23].

In our study, conception by reproductive technology
is associated with early preterm delivery after excluding
multiple pregnancies. The prevailing hypotheses con-
cern underlying causes of infertility that may be asso-
ciated with preterm birth, including uteroplacental
insufficiency or other female infertility factors [29,30].
Others have suggested that increased medical interven-
tion in this group of pregnancies is causal [6]. A recent
large study showed an increased incidence of abnor-
mal placentation with in vitro fertilization (IVF), includ-
ing a 2.4-fold increased risk of placental abruption
and a 6.0-fold increased risk of placenta previa noted
in IVF pregnancies compared with controls. A 2.7-fold
increased risk of preeclampsia in IVF pregnancies was
also revealed [31]. Preeclampsia, placental abruption,
and placenta previa are all related to abnormalities of
location and function of the chorion. Therefore, when
pregnancy and formation of the chorion are initiated
in vitro, an inherent difference in the nature of the pla-
centa itself may predispose the patient to these condi-
tions during pregnancy.

There are several limitations to this study. First, it
had a limitation of a hospital study in which there was
the risk of bias due to both overdiagnosis and under-
diagnosis by the attendent. Second, markers used by
some clinicians in predicting preterm labor, such as
cervical length, fetal fibronectin and Bishop’s scores
[10], were not used in this study. Our results suggest
that among this very homogenous Asian population,
some of the risk factors for early preterm delivery among
Taiwanese women were the same as those of other
ethnic groups, whereas some of the other risk factors
were different. Lastly, there were no non-Asians controls
in this study; the comparison of our findings with other
ethnicities is therefore limited.

References

1. Rutter N. The extremely preterm infant. Br J Obstet Gynaecol
1995;102:682-7.

2. Hack M, Taylor H, Klein N, Eiben R, Schatschneider C,
Mercuri-Minich N. School-age outcomes in children with
birth weights under 750 g. N Engl | Med 1994;331:753-9.

3. Steer P. The epidemiology of preterm labour. B/JOG 2005;
112(Suppl 1):1-3.

4. Martius JA, Steck T, Oehler MK, Wulf KH. Risk factors
associated with preterm (<37 +0 weeks) and early preterm
birth (<32+0 weeks): univariate and multivariate analysis

Taiwan | Obstet Gynecol - December 2007 - Vol 46 - No 4

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

Risk Factors for Spontaneous Preterm Delivery

of 106 345 singleton births from the 1994 statewide peri-
natal survey of Bavaria. Eur J Obstet Gynecol Reprod Biol
1998;80:183-9.

Dole N, Savitz DA, Hertz-Picciotto |, Siega-Riz AM,
McMahon M]J, Buekens P. Maternal stress and preterm
birth. Am J Epidemiol 2003;157:14-24.

Goffinet F. Primary predictors of preterm labour. B/JOG
2005;112(Suppl 1):38-47.

Meis PJ, Goldenberg RL, Mercer BM, et al. The preterm pre-
diction study: risk factors for indicated preterm births.
Maternal-Fetal Medicine Units Network of the National
Institute of Child Health and Human Development. Am
J Obstet Gynecol 1998;178:562-7.

Yang J, Hartmann KE, Savitz DA, Herring AH, Dole N,
Olshan AF, Thorp JM Jr. Vaginal bleeding during pregnancy
and preterm birth. Am J Epidemiol 2004;160:118-25.
Morken NH, Kallen K, Hagberg H, Jacobsson B. Preterm
birth in Sweden 1973-2001: rate, subgroups, and effect
of changing patterns in multiple births, maternal age, and
smoking. Acta Obstet Gynecol Scand 2005;84:558-65.
Goldenberg RL, lams JD, Mercer BM, et al. The preterm
prediction study: the value of new vs standard risk factors
in predicting early and all spontaneous preterm births.
Am | Pub Health 1998;88:233-8.

Nguyen N, Savitz DA, Thorp JM. Risk factors for preterm
birth in Vietnam. Int / Gynaecol Obstet 2004;86:70-8.

Chen CP, Wang KG, Yang YC, See LC. Risk factors for
preterm birth in an upper middle class Chinese population.
Eur | Obstet Gynecol Reprod Biol 1996;70:53-9.

Ko YL, Wu YC, Chang PC. Physical and social predictors
for pre-term births and low birth weight infants in Taiwan.
J Nurs Res 2002;10:83-9.

Lin M, Chu CC, Chang SL, et al. The origin of Minnan and
Hakka, the so-called “Taiwanese”, inferred by HLA study.
Tissue Antigens 2001;57:192-9.

Hung TH, Hsieh CC, Hsu JJ, Lo LM, Chiu TH, Hsieh TT.
Risk factors for placental abruption in an Asian population.
Reprod Sci 2007;14:59-65.

Hung TH, Hsieh CC, Hsu JJ, Chiu TH, Lo LM, Hsieh TT.
Risk factors for placenta previa in an Asian population.
Int | Gynaecol Obstet 2007;97:26-30.

Hsieh TT, Chen SF, Shau WY, Hsieh CC, Hsu JJ, Hung TH.
The impact of interpregnancy interval and previous preterm
birth on the subsequent risk of preterm birth. J Soc Gynecol
Investig 2005;12:202-7.

Hamilton BE, Martin JA, Ventura SJ. Births: preliminary data
for 2005. Centers for Disease Control and Prevention, January
11, 2007. Available at: http://www.cdc.gov/nchs/products/
pubs/pubd/hestats/prelimbirths05/prelimbirths05.htm
Meis PJ, Michielutte R, Peters TJ, Wells HB, Sands RE,
Coles EC, Johns KA. Factors associated with preterm birth
in Cardiff, Wales. Am | Obstet Gynecol 1995;173:590-6.
Raatikainen K, Heiskanen N, Heinonen S. Marriage still pro-
tects pregnancy. B/OG 2005;112:1411-6.

Hediger ML, Scholl TO, Schall JI, Krueger PM. Young
maternal age and preterm labor. Ann Epidemiol 1997;7:
400-6.

Lemons JA, Bauer CR, Oh W, et al. Very low birth weight
outcomes of the National Institute of Child Health and

393



C.C. Lo, etal

23.

24.

25.

Human Development Neonatal Research Network, January
1995 through December 1996. Pediatrics 2001;107:e1.
Hoffman MC, Jeffers S, Carter J, Duthely L, Cotter A,
Gonzalez-Quintero VH. Pregnancy at or beyond age 40 years
is associated with an increased risk of fetal death and other
adverse outcomes. Am | Obstet Gynecol 2007;196:e11-3.
Miller DA. Is advanced maternal age an independent risk
factor for uteroplacental insufficiency? Am J Obstet Gynecol
2005;192:1974-82.

Jacobsson B, Ladfors L, Milsom I. Advanced maternal age and
adverse perinatal outcome. Obstet Gynecol 2004;104:727-33.

26. Pirhonen |, Bergersen TK, Abdlenoor M, Dubiel M,
Gudmundsson S. Effect of maternal age on uterine flow
impedance. J Clin Ultrasound 2005;33:14-7.

27. Khong TY. Placental vascular development and neonatal
outcome. Semin Neonatol 2004;9:255-63.

394

28.

29.

30.

31.

Madazli R, Somunkiran A, Calay Z, llvan S, Aksu MF.
Histomorphology of the placenta and the placental bed of
growth restricted foetuses and correlation with the Doppler
velocimetries of the uterine and umbilical arteries. Placenta
2003;24:510-6.

Kallen B, Finnstrom O, Nygren KG, Otterblad Olausson P,
Wennerholm UB. In vitro fertilisation in Sweden: obstetric
characteristics, maternal morbidity and mortality. B/OG
2005;112:1529-35.

Wang YA, Sullivan EA, Black D, Dean J, Bryant J, Chapman M.
Preterm birth and low birth weight after assisted reproductive
technology-related pregnancy in Australia between 1996
and 2000. Fertil Steril 2005;83:1650-8.

Shevell T, Malone FD, Vidaver J, et al. Assisted reproductive
technology and pregnancy outcome. Obstet Gynecol 2005;
106:1039-45.

Taiwan | Obstet Gynecol - December 2007 - Vol 46 - No 4



