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Is Maternal Smoking during Early Pregnancy a Risk Factor for All
Low Birth Weight Infants?
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ABSTRACT

Background: Low birth weight (LBW) infants do not form a homogeneous group; LBW can be caused by
prematurity or poor fetal growth manifesting as small for gestational age (SGA) infants or intrauterine growth
retardation. We aimed to clarify the relationship of maternal smoking with both SGA and preterm LBW infants.
Methods: The study population comprised pregnant women who registered at the Koshu City between January 1,
1995, and December 31, 2000, and their children. We performed multivariate analyses using multiple logistic
regression models to clarify the relationship of maternal smoking during pregnancy with the SGA outcome and
preterm birth in LBW infants.

Results: In this study period, 1,329 pregnant women responded to questionnaires, and infant data were collected
from 1,100 mothers (follow-up rate: 82.8%). The number of LBW infants was 81 (7.4%). In this cohort, maternal
smoking during early pregnancy was associated with LBW and the SGA outcome. Maternal smoking during early
pregnancy was a risk factor for LBW with SGA outcome and for LBW with full-term birth. However, it was not a
risk factor for LBW with appropriate weight for gestational age (AGA) and LBW with preterm birth.
Conclusion: These results suggested that LBW with AGA and LBW with preterm birth were associated with
other risk factors that were not considered in this study, such as periodontal disease. For the prevention of LBW, not
only abstinence from smoking during pregnancy but also other methods such as establishing a clinical setting
should be adopted.
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neonatal deaths.>® It is also increasingly recognized that SGA
babies have an increased risk of developing chronic diseases

INTRODUCTION

In recent years, Japan has witnessed an increase in the
incidence of low birth weight (LBW) infants. In 1975, 5.5%
of all infants born weighed less than 2,500 g, while in 2003,
10.1%.! Contrastingly,
industrialized countries such as the US, Canada, Sweden, and
Norway have witnessed an opposite trend, i.e., a decrease in
the prevalence of LBW, during the same period.2 LBW is a
more important public health problem in Japan than in other
industrialized countries.

The cause of LBW infants can be either preterm birth or
poor fetal growth manifesting as small for gestational age
(SGA) infants or intrauterine growth retardation (IUGR).
Moreover, LBW, SGA, and prematurity or a combination of
these outcomes are closely related to neonatal and long-term
morbidity.3 *# Preterm birth accounts for a large proportion of

this wvalue increased to other

in adulthood, such as hypertension, type-2 diabetes, and
coronary heart disease.”8

Maternal smoking during pregnancy is a strong dose-
dependent risk factor for LBW.>!! It also increases the risk of
preterm birth®° although it appears to affect fetal growth
more than gestational duration.’

The relationship between maternal smoking during
pregnancy and each of these pregnancy outcomes, namely,
LBW, SGA infants, and preterm birth, have been reported in
many previous studies;>” 101213 however, there was an
overlap among the outcomes in these studies. LBW infants do
not form a homogeneous group. For example, LBW babies
who are SGA and those who show appropriate weight for
gestational age (AGA) do not exhibit the same characteristics.
To our knowledge, the relationship between maternal
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smoking and LBW has not been studied by classifying LBW
infants into SGA and AGA and into preterm and full term.
From the viewpoint of clinical and public health, to prevent
LBW, it was important to obtain further information
regarding maternal smoking during pregnancy as a risk factor
for LBW.

Moreover, no population-based study has been conducted
for identifying the difference in the etiologies of SGA and
AGA babies and of preterm and full-term birth in LBW
infants.

This study aimed to clarify the relationship of maternal
smoking with LBW by classifying LBW infants into SGA
and AGA babies and into preterm and full-term babies by
using data from a prospective cohort study in Japan.

METHODS

Participants and Study Design

The study population comprised pregnant women who
registered at the city office in Koshu City, Yamanashi
Prefecture, Japan, between January 1, 1995, and December
31, 2000, and their children. The subjects were the
participants of Project Koshu, a dynamic prospective cohort
study consisting of pregnant women and their children in a
Japanese rural area. This project commenced in 1988 and
continues to date. Koshu City has a population of 27,000 with
approximately 200 births occurring each year. We expected a
high follow-up rate in this project because most of the people
in this city had not migrated elsewhere. In the present study,
we used a part of the data obtained from this project.

In Japan, pregnant women must register at a city office, and
after delivery, the children must be registered by their parents.
First, when the expectant mothers visited the city office for
pregnancy registration, a questionnaire-based survey was
conducted to ascertain their lifestyle habits, after obtaining
informed consent. Over 95% of the expectant mothers in
Koshu City registered before week 16 of pregnancy. Next,
during their children’s medical checkup at a public health
center, we obtained data regarding the gestational age at birth
and birth weight that were recorded in the Maternal and Child
Health Handbook by the obstetrician or midwife in charge of
delivery.

In order to ensure confidentiality, the mothers and children
were identified using unique numbers; these numbers were
used to match the data obtained from the earlier pregnancy
survey and those obtained at the children’s medical checkup
performed when they reached 5 years of age.

We obtained informed consent from the participants of
Project Koshu. This study was approved by the Ethical
Review Board, Yamanashi University School of Medicine,
based on the “Guidelines Concerning Epidemiological
Research” (Ministry of Education, Culture, Sports, Science
and Technology and Ministry of Health, Labour and Welfare)
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and was performed in cooperation with the Koshu City
administration office.

Exposure

The lifestyle immediately before pregnancy and during early
pregnancy, including the smoking status during early
pregnancy, was assessed based on a self-reported
questionnaire administered at pregnancy registration. In this
study, we used the following items as independent variables:
sex of the child, birth order of the children, gestational age
(weeks) at delivery, maternal age, maternal height, maternal
body mass index (BMI) in the non-pregnant state,
occupational status, smoking habits during early pregnancy,
alcohol consumption during early pregnancy, breakfast
habits, gestational age (weeks) at pregnancy registration, and
maternal attitude toward pregnancy when the pregnancy was
confirmed. Maternal body height and weight in the non-
pregnant state were obtained from the data recorded in the
Maternal and Child Health Handbook by the attending
obstetrician or midwife. Maternal BMI was calculated
according to World Health Organization standards (body
weight (kg)/height (m?)).

Outcome

Data regarding the sex of the infants, birth weight, birth
height, and gestational age at delivery were obtained from the
data recorded in the Maternal and Child Health Handbook by
the obstetrician or midwife in charge of delivery. These data
were based on birth registration. We used these data to
diagnose the following outcomes: LBW, preterm birth, SGA,
and AGA. LBW was defined as birth weight < 2,500 g, and
preterm birth was defined as birth occurring at a gestational
age < 37 weeks. SGA infants were diagnosed when the
neonatal birth weight was below the 10th percentile of the
standard birth weight curve for Japanese male and female
infants.'* AGA infants were diagnosed when the neonatal
birth weight was between the 10th and 90th percentiles of the
standard birth weight curve. These standard birth weight
curves were calculated for each sex and parity (order of
delivery: 1%, ond etc.).

Statistical Analysis
First, to confirm whether the results of this cohort were
consistent with previous results, we used multiple logistic
regression analysis to clarify the risk factors of LBW, SGA
infants, and preterm birth in this cohort. The dependent
variables were birth weight (LBW or normal birth weight),
intrauterine growth (SGA or not SGA), and gestational age at
birth (preterm birth or no preterm birth). The independent
variables were selected from previous reports regarding
independent risk factors of LBW or SGA outcomes.

Next, we carried out 4 analyses using multiple logistic
regression models to clarify the relationship of maternal
smoking during pregnancy with SGA infants and with
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preterm LBW infants. We defined the following 4 types of
cases in this cohort: (1) LBW SGA infants, (2) LBW AGA
infants, (3) LBW preterm infants, and (4) LBW full-term
infants. The independent variables were the same as those
used in the cohort study regarding LBW, SGA, and preterm
infants.

All analyses were conducted using SAS® software, version
9.1 (SAS Institute Inc., Cary, North Carolina, USA).

RESULTS

In this study, 1,329 pregnant women responded to the
questionnaires administered at pregnancy registration. Of
these, infant data were collected from 1,100 mothers (follow-
up rate: 82.8%). Smoking during early pregnancy was
reported by 72 (6.6%) mothers. Of the 81 (7.4%) LBW
infants present, 47 (58.0%) were SGA, 34 (42.0%) were
AGA, 25 (30.9%) were preterm, and 56 (69.1%) were full-
term. The mean birth weight and gestational age (in weeks) of
LBW, SGA, and preterm infants are listed in Table 1. The
minimum birth weight recorded was 1,200 g, and the
minimum gestational age was 31 weeks.

The adjusted odds ratios (ORs) and 95% confidence
intervals (Cls) for the maternal factors that influenced the
LBW, SGA, and preterm birth outcomes are listed in Table 2.
Maternal smoking habits during early pregnancy were
associated with LBW (adjusted OR: 2.9; 95% CI: 1.2-6.9)
and SGA (adjusted OR: 2.3; 95% CI: 1.1-5.1) outcomes.
However, maternal smoking was not a risk factor for preterm
birth (adjusted OR: 0.3; 95% CI: 0.04-2.3). An independent
relationship was identified between female infants and
preterm birth (adjusted OR: 0.4; 95% CI: 0.2-0.8). A
reasonable relationship existed between the gestational age at
birth and LBW (adjusted OR: 0.4; 95% CI: 0.3-0.4).
Moreover, with regard to preterm birth, the maternal age at
delivery was an independent risk factor (adjusted OR: 1.1;
95% CI: 1.02-1.2).

Next, we carried out 2 multivariable analyses to compare
the risk factors between LBW SGA infants and LBW AGA
infants. Maternal smoking during early pregnancy was
identified as a risk factor for LBW and SGA outcomes
(adjusted OR: 3.8; 95% CI: 1.6-9.1). On the other hand, no
risk factor for the latter outcome in this analysis. (Table 3)

In addition, we compared the risk factors between LBW
preterm infants and LBW full-term infants. In the former, late

registration of pregnancy was the only risk factor identified
(adjusted OR: 2.9; 95% CI: 1.2-7.0), and no other risk factors,
including maternal smoking (adjusted OR: 0.5; 95% CI: 0.1-
3.7), were identified. In the latter, maternal smoking during
early pregnancy was identified as a risk factor (adjusted OR:
3.1; 95% CI: 1.3-7.2). (Table 4)

DISCUSSION

It is estimated that 40% of all cases of LBW occur due to
hereditary factors, and the remaining 60% occur due to
environmental factors.!> Maternal smoking during early
pregnancy is a major risk factor for LBW; however, other risk
factors for LBW remain unknown. Moreover, because LBW
infants do not form a homogeneous group, we supposed that
there are multiple etiologies responsible for LBW. In order to
clarify these issues, we carried out an epidemiologic study by
using a prospective cohort of pregnant women in a Japanese
rural area.

The follow-up rate in this study was 82.8%; the most
common reasons for discontinuing follow up might be
migration to another area or miscarriage. Moreover, the
participants in our study included 3 infants with very LBW.
Although we could not obtain information regarding the
complication(s) in these 3 cases, the mothers of these infants
did not smoke during early pregnancy. Thus, our results
pertaining to the association between maternal smoking and
outcome of pregnancy might be an underestimation.

First, we carried out a cohort study to clarify the
relationship between maternal smoking during early
pregnancy and pregnancy outcomes, such as LBW, in this
population. Our results suggested that maternal smoking
during pregnancy was a risk factor for LBW and SGA
outcomes. These results were similar to those of previous
studies.>>1%12.13 However, regarding the association between
maternal smoking during pregnancy and preterm birth,
contradictory results have been reported in previous studies.
indicated the
whereas others

studies absence of such an

16,17

Some
association,
smoking during pregnancy was a risk factor for preterm
birth.!%!” Even if an actual relationship exists between
maternal smoking and preterm birth, our result might be
attributed to the small sample size because the effect of
smoking during pregnancy on preterm birth was suggested to
be smaller than that on LBW and SGA.!® Moreover, maternal

indicated that maternal

Table 1. Mean birth weight and gestational age (in weeks) of low birth weight (LBW), small for gestational age (SGA),

and preterm infants.

LBW

Variable (n = 81)

SGA
(n =85)

Preterm
(n=40)

275.3

Birth weight (g) 22447 +
+ 19

Gestational age (weeks) 37.0

460.1

23859 +
+ 1.2

318.3 22930 =+
38.7 +

1.6 35.1

mean * standard deviation

J Epidemiol 2008; 18(3) 89-96



Effects of Maternal Smoking during Pregnancy on All Low Birth Weight Infants

92

‘pazAjeue a1am S|ge|IBAR S19M [9POW SIY} Ul Salleuuolisanb |je 0} sesuodsas Wwoym Joy sjuejul (966) WUsl-|Iny pue (Gg) wislald :
‘pazAjeue alom 9|qe|leAB 9J9M [9pOW SIY} Ul salleuuonsanb |je 0} sasuodsal woym Joj sjuejul (0G6) YOS-uou pue (18) VOS :
‘pazAjeue a1om d|qe|lBAB 919M [9pOW SIy} Ul sasleuuonsanb || 0} sesuodsas woym 1oy sjueyul (£G6) MgT-uou pue (y2) Mg :

sa|qeleA pajusasaud |je Joj pajsnipy :

*  c—cdun

7'€-80 L 82-80 Sl 80¢€ Sl L1-90 oL 91-90 ol 862 °14 1’220 'l 1'2-8°0 el S62 8C (s00m |euonelsab z|<) aje
(eouaiayal) ol (eouaiayal) 0l 25/ [ (9ouaisyal) (o (eoualayal) ol yAWA 09 (eoualayal) 0l (eouausyel) 0l vzl [} (sxoam [euoneysab g|>) Aueg

AoueuBaud jo uonesnsibal jo awi)

0v-G6'0 Sl e G0 4 oL S 02-S0 ol €2-90 L soL oL L1'2-¥'0 60 L'2-¥0 60 soL ol apnype aAnebaN
(eoualayal) ol [CRIVEIETEY)) 0l 056 [l (soualsyal) 0l (soualayal) ol 0L6 S/ (eouaiayal) 0l (soualsyal) ol V16 V. apnjije aAlsod
paWLIUCO

sem Aoueubaid usym Aoueubaid premo) spnyne [ewsjely

9C-90 €l 6'1-G0 0l S6v 6l LVv-10 [ 9'1-90 () 9.y 8¢ 1'2- 20 [ 9'1-90 o'l 9.y 8¢ Bunuiopm
(s9ouaiayal) ol (souaisyal) ol G9g 1z (souaiayel) 0l (souaiayal) ol 6ES v (souaiayal) ol (souaiayal) 0l evs [ SUON

snjejs [euonednooo [eusdley

¥'€-90 Sl 1'2-50 0l 652 ol -0 80 -0 L0 €62 9l Yi-v0 L0 91-90 60 0s2 61 sepieaiq dpjs Ajjeuoiseooo |,
(eoualayal) ol [CRIVEIETEY)) 0l 108 0g [CLIEIETEY)) ol (eoualeyal) ol 292 69 (eouauayal) ol (9oualeyal) ol 69/ 29 Jsepieaiq diys juop |,

uondwinsuod jsepiealq [eusslely

§c 1o 90 0e-¥0 L 00} 14 0C-¥0 60 1'2-S50 ol 96 8 8'C-¥0 L 0C-¥0 60 16 A jussald
[CHIEIETEY) ol (souaiayal) ol 676 9¢ (souaiayal) 0l (eouaiayal) ol 606 9/ (souauisyal) ol (souaiayal) ol Z16 el jussqy

AoueubBaud Apes Buunp uondwnsuod [oyooe [eussie|y

€2 ¥00 €0 12-G0°0 ¥'0 1L 3 LG L €T 1'¢-60 gl €9 6 69-2'1L 6¢C 0-6'0 6l €9 6 jussald
(eouaiayal) 0l [CRIVEIETEY)) 0l 686 6E (ooualsyal) 0l (eouaiayal) ol 256 9/ (eouaiajal) 0l (ooualsyal) ol 966 2zl juasqy
AoueuBaud Aues Buunp Bujows |eulsjepy

Z'1-86°0 1L €0'L-6°0 60 1'L-60 o0l (zw/B ur) Aoueubeud aiojeq xepul ssew Apoq [eussjelN
20l [ 1L~ 2670 0l ¥0'L-6°0 ol (s1eaA u) obe [eussjey
7'0-€0 70 (seam ul) A1anijep Je obe [euoije)sen)
6'L-v0 80 SL-¥0 80 [4°14 Sl -0 90 0L-v0 90 6cy 8c €-20 €l 9-20 o'l [434 S€ sid4
(eouaJayal) ol (eouauayal) ol 809 sz [CLIVEIETEY)) 0l (eouaJeyal) ol 9.6 1S (eouausyal) 0l (eoualeyel) 0l 18S o aJow Jo puodeg

juejul 8y} Jo Japio yuig

80-20 0 L'L-€0 90 0LS 14’ 81-20 zl 6'1-80 i 08y 144 €2-80 €l Lv-20 Ll 8y oy slews
(soualsyal) ol [CRIVEIETEY)) ol 0SS 9z [CRIEIETEY)) ol (soualayal) oL Ges (R4 [CRIVEIETEY)) ol [CRITEIEIEY)) 0l Ges v ale

JUBJUI JO XS

1D %S6 s[0] 10 %S6 s[e] i 10 %S6 ¥0 1D %S6 H0 w 1D %S6 s[e] 10 %S6 d0 w
u u u
(u) (u) (u)
§,PaIsnlpy apnip Sl sueyu 1, paIsnlpy apnip SWEIUL - giueyun 1 parsnipy apnip SHBUL - gteyu sa|qenen
ot wiepeid v9S  vos MEl o men
-UoN -UoN -UoN
YuIq wisiald VYOS manl

‘sisAjeue uoissaibal ajqerLieAlyjnw 213si6o| Buisn paulwiajep alam S| pue SYO aYL Juesul yuiq wuajaid pue (yog) abe jeuone}sab 1oy
llews ‘(AMg1) 3ub1am ypiig moj e jo A1aAljap ayj 10} S10)0.} YSI [e}a) pUk [eUId)eW JO (S|D) S|eAI9jUI 92USPLUOD %G Pue (SYQ) Soljel sppo pajsnipe pue apniy g ajqel

18(3) 89-96

s

J Epidemiol 2008



93

Suzuki K, et al.

‘pazAjeue alam a|qe|iBAR 9J9M [9pOW SIY} Ul salleuuonsanb |je 0} sasuodsal woym Joy syuesul (€001) VOV MgT-uou pue (8Z) VOV Mg :
‘pazAjeue alom 9|qe|ieAB 8J19M [9pOW SIY} Ul Salleuuonsanb |je 0} sasuodsal woym 1oy} sjuejul (G86) YOS MgT-uou pue (9¢) YOS Mg :
‘Aoueubaid alojeq xapul ssew Apoq |eulajew pue ‘AiaAlap je abe [eulaiew ‘sajqelieA pajuasaud |e Joj paisnipy : «

it

L'e-2L0 vl 8C-90 o Lie Zl €C-90 A" €C-10 el 10¢€ 9l (soem [euonejsab z1<) sjen
[CRIVEIETEY)) oL [CRIVEIETEY)) ol GG/ 22 (eoualayal) ol (eoualayal) ol 9¥. Le (syeam [euonelsab z|>) Alueg
Aoueubaud jo uonensibal jo swi|

6¥-G0 9l €e-10 [ Ll 14 £€Z-¢€0 60 L'€-60 €l 601 9 apnye sAnebaN
(CRIVEIETEY) ol (CRlVETETEY) ol 656 0¢ (CRIIEIETET)) ol (CRIIEIETED)) ol 6 (87 apnjie aAlylsod

pawWIU0D sem
Aoueubalid usym Aoueubalid piemo} apnyje [eussie

9Y-60 0¢C 6'C-10 Sl S6v 6l SL-v0 80 ¥'lL-%0 80 314 6l Buniopm
(eoualayal) oL (eoualayal) ol 1S Gl (eoualsyal) ol (eoualayal) ol 8GS 8z BUON
snje)s [euoiednooo |eulajely

1'€-90 el 8¢C-90 o 6G¢C ol SL-€0 90 SL-€¢0 L0 09¢ 6 Jsepjeauq diys Ajjeuoisesdo |,
(eoualayal) oL [CRIVEIEIEY)) ol 108 vz (eoualsyal) ol (eoualayal) 0l €6/ 8¢ Jsepjealq diys juop |,
uondwnsuoo jsepjealq [eussie|y

2¢e-20 10 2e-¢€0 60 L0l € G§C-¢€0 60 Ggc-¢0 60 00l 14 jussald
(eouaiayal) oL (eoualayal) ol GS6 0s (eoualayal) ol (eoualayal) ol 6 [N jussqy
Aoueubaud

Apea Buunp uondwnsuod joyooje jeulsle|y

0€-10 ¥0 c¢e-10 0 L. 3 1'6-91 8¢ VL-vL [ ¥9 8 jussald
[CRIEIETET)) oL [CRIVEIETET)) ol G66 %S [CHIVEIEIET)) ol (eouausyal) 0l 686 6¢ uasqy
Aoueubaud Ajzea Buunp Bupjows [eussiepy

6'¢c-90 €l L'¢-10 vl 0sy Ll L'L-v0 60 §'1-90 80 51474 8l 1siid
[CLIEIETET)) oL [CRIVEIETET)) ol 919 /1 [CHIVEIEIET)) ol (eouausyal) 0l 09 62 2J0W JO puodag
JuEjUl By} JO J9pJo yuig

1'2-90 0L 8¢C-10 vl S0S 6l L'1-90 60 9'L-60 60 €08 (¥4 dlewsd
[CRIVEIETET)) oL [CRIVEIETET)) ol 19G Gl (eouausyal) ol (eouausyal) 0l 0SS 9z aleN
Juejul Jo xag
10 %56 40 10 %56 d0 (u) 10 %56 d0 10 %56 d0 (u)
sjuejul (u) Ssjueyul (u)
.+ pasnl ¢ Suell SEull © o Sjuejul
paisnipy apnip YOV 1, Paisnipy apnip VoS sa|qelep
e VOV * VoS
MET - e MET
SjuBjUl YOV ME “UON Syl YOS MAT “UON

‘sisAjeue
uoissalbal ajqerieAnw o1sibo| Buisn paulwlialep alam Ss|) pue sy ayl ‘Juejul (yYov) abe jeuoneysab 1oy ajersdoisdde pag e 1o (VOS) abe jeuoiyelsab oy
llews (Md1) 3yb1am yuig moj e jo A1aAl|9p 3y} 10} SI0)Oe} YSLI [B}9) pUk [euldjew Jo (S|D) S|eAIdjUl 3DUBPUOD %66 PUe (SYO) sonel sppo pajsnipe pue apniy ‘¢ djgel

18(3) 89-96

y

J Epidemiol 2008



Effects of Maternal Smoking during Pregnancy on All Low Birth Weight Infants

94

‘pazAjeue a1am S|qe|lBAR 919M [9POW SIY} Ul Sasleuuonsanb |je 0) sesuodsas Woym Jo} sjueyul (6/26) Wial-|Iny A\g1-Uuou pue (ZG) wusk-|Iny pAg T -
‘pazAjeue a1om d|qe|IEAB 919M [9pOW SIU} Ul salleuuonsanb || 0} sesuodsas woym Joy sjuejul (0101) wusyaid pngT-uou pue (1Lz) wisyald png :
‘Aoueubaid aiojeq xapul ssew Apoq |eulajew pue ‘AIaAlap Je abe [eulsiew ‘sajqelieA pajuasaud |e Jo) palsnipy : «

ot

L'L-¥0 0L 8'L-G60 o'l 10€ 9l 0L-CL 6¢C 06-01 € Le Zl (soom |euonelseb z|<) sje
(eouaisyal) 0l (eoualayal) ol 8¢/ B¢ (eouausyal) ol (eouausyal) ol 9/ el (syoom [euonelsab z|>) Alleg
Aoueubaud jo uonensibal jo swi|

0€-90 el ze-10 Gl 101 8 8¢-20 80 2¢-20 L0 el 4 apnye sAnebaN
(CRIVEIETEY) ol (CRIVETETET) ol 8€6 Ly (CRIEIETEY)) ol (CRIIEIETEY)) ol 796 ford apnje sAlIsod

pawWIU0D Ssem
Aoueubaid uaym Aoueubalid piemo} apnyne [eussiei

L'1-90 0l ¥'L-90 80 161 €C 8V -80 6l €€e-20 gl 00S 4’ Bupiopm
[CRIVEIETEY)) oL [CRIVEIETEY)) ol GG A (eoualsyal) ol (eouausyal) ol GJS LL QUON
snje)s [euoiiednooo |eulalely

L'L-v0 60 8'1-90 ol 9G6¢ cl 2e-¥0 Ll §C-v0 0l €9¢ 9 Jsepiealq dis Ajjeuoiseodo |,
[CRIVEIETET)) oL [CRIVEIEIET)) ol 682 A% (eouauayal) ol (eouaisyal) ol 218 6l Jsepeaiq diys juop |,
uondwnsuoo jsepjealq [eussie|y

L'L-20 S0 8'1-20 S0 L0l € 96-€0 A" Yv-v0 el Lol € jussaid
(@oualayal) oL [CRIVEIETET)) ol €6 1S (eouausyal) ol (eouausyal) ol €96 z2Z juasqy
Aoueubaud

Ajes Buunp uondwnsuoo [oyoole [eulsiey

AV [ 8G-2C1l 9¢ ¥9 8 L'€-10 S0 y-10 90 L. L jussald
(eouaiayal) oL (eoualayal) ol 186 Iy (eoualayal) ol (eoualayal) ol 001 vz jussqy
AoueuBaud Alues Buninp Bujows [eussie

L'L-90 60 L'L-90 oL 14744 €C 0e-¥0 LL ¥'2-90 LL 9s¥y L 1sd14
(eouaiayal) oL (eoualayal) ol 109 A (eoualayal) ol (eoualayal) ol 619 vl 2I0W JO pUOIag
juejul 8y} Jo Jsplo yuig

2c¢-1L0 A" L1'¢-10 A" S6v 62 L1'L-20 70 9'L-¢€0 L0 143 ol olews
(eouaiayal) oL (soualayal) ol 0SS 9z (eoualayal) ol (eoualsyal) ol 19S gl aleiN
JUBJUI JO XBS
1D %S6 d0 1D %S6 d0 (u) () 10 %56 d0 1D %S6 d0 (u) ()
pajsnipy ) . Sjueyul I Sjuejul sjuejul
» | pnip wueHIny o 1 Paisnipy apnip wusyaud so|qelep
}-1In} wusyeud
man a7 mani a7
sjueul Wi}y MG -UON sjuejul wisyalid (G -UON

‘sisAjeue uoissalbal ajqelieAljnw 213s160] Buisn paujuLId}ep a1am S| pue SYO YL "Juejul widy-|Inj Mg & Jo
uuajasd (M) 3uBIam Yiig Mo] e Jo AIBAIIaP 9y} 10} S103O.) YSL [e}a) pue [eUIdjew JO (S|D) S|eAIajUl 82USPLUOD %G PUe (SYO) sonjel sppo pajsnipe pue apniy ‘i ajqel

J Epidemiol 2008; 18(3) 89-96



Suzuki K, et al. 95

age at delivery and the sex of the infants were associated with
preterm birth. These results were consistent with those of
previous studies.! 922

Next, we carried out 4 analyses to specify the risk factors
for LBW SGA, LBW AGA, LBW preterm, and LBW full-
term infants in this cohort. This cohort might be considered
similar to the general population, based on the results of a
previous cohort study regarding LBW, SGA infants, and
preterm birth. Therefore, the bias influencing each group, such
as socioeconomic background, might have been minimized in
this study. In these analyses, we clarified that maternal
smoking during early pregnancy was a major risk factor for
LBW with SGA outcome but not for LBW with AGA
outcome. These results in a prospective population-based
study showed that there was a difference in the etiology of
LBW infants. LBW AGA or LBW preterm outcomes were
associated with other risk factors that were not considered in
this study, such as periodontal disease or bacterial
Vaginosis.23'29 However, no consistent conclusion was
reached, especially, regarding an association between
periodontal disease and LBW preterm infants.>® Further
studies are required to reveal these risk factors.

Moreover, the effect of maternal smoking during early
pregnancy as a risk factor for LBW preterm infants was
similar to its effect as a risk factor for LBW AGA infants, and
its effects as a risk factor for LBW full-term and LBW SGA
infants were similar. In this study, LBW preterm infants
accounted for approximately 70% LBW AGA infants, while
LBW full-term infants constituted approximately 80% LBW
SGA infants. Our results reflect a strong association between
intrauterine growth and gestational age at delivery in LBW
infants.

Our results also indicated that late pregnancy registration
(=212 weeks) was a risk factor for LBW preterm infants. A
previous study has reported that women with unwanted
pregnancies had an increased likelihood of preterm delivery.!
Late registration of pregnancy might be due to unawareness of
or unwanted pregnancy. Therefore, our result was consistent
with that of the previous report.

Nevertheless, this study had some limitations. First, we
recruited the participants over a 6-year period. During this
time, some changes occurred in the participants’ background,
such as increase in the knowledge of perinatal risk factors.
These effects were beyond our control. Moreover, it is
possible that women who delivered 2 or more children during
this period might have participated 2 or more times in this
study. However, we collected data from the pregnant women
at the time pregnancy registration, and the BMI of mothers,
which were the main genetic factors of physical development
of the fetus, were controlled in statistical analysis. Therefore,
we thought that the effect of this limitation of our study might
be minimized.

Second, we could not collect data regarding clinical
complications such as periodontal disease or bacterial

vaginosis because our study was based on a public health
activity. Further studies to reveal these clinical risk factors and
the interaction between these factors and previously well-
known risk factors are required.

Third, we could not obtain data regarding maternal smoking
trends at various stages of pregnancy.

Fourth, it is possible that the data regarding the analysis of
preterm infants was insufficient because of the relatively small
number of cases included. However, the OR of maternal
smoking during pregnancy being associated with the preterm
delivery was lesser than that of it being associated with LBW
SGA infants. This result suggested the existence of different
risk factors for LBW SGA infants and preterm birth.

Despite these limitations, our study was based on
community-based prospective data and had a high follow-up
rate. Thus, our results were verified to have high internal
validity. Moreover, the results of our cohort study were
consistent with those of previous studies. This indicated that
our questionnaire correctly reflected the lifestyles of the
participants. Therefore, our results were verified to have high
external validity as well.

This prospective study indicated a difference in the risk
factors for LBW SGA infants and LBW preterm infants.
Moreover, LBW and preterm birth might be associated with
other risk factors that were not considered in this study, such
as periodontal disease or bacterial vaginosis.23'29 These
results suggested that for the prevention of LBW, not only
abstinence from smoking during pregnancy but also other
methods such as establishing a clinical setting should be
adopted.
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