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Blood Lead Levels in Japanese Children -Effects of Passive Smoking-

Masayuki Kaji

Health and Hygiene Department, Health, Welfare and Youth Affairs Bureau, Shizuoka City,
Shizuoka 420-8602, Japan

Abstract

Lead is highly toxic to human body especially to children and pediatric lead poisoning has been a public health prob-
lem not only in the developing countries, but also in the developed countries. Many studies have been conducted to inves-
tigate blood lead levels (BLL) of children of those countries. The mean BLL of Japanese children was among the lowest
levels in the industrialized world in the early 1990°s and also in the early 2000’s according to our study. Fortunately the
BLL of children and adults have been decreasing steadily in many countries during these two decades.

Recent studies have revealed that even low-level lead exposure (BLL less than 10ug/dl) might adversely affect growth
and intellectual development of children, and it is considered now that there does not exist the safe level of blood lead.

Several studies have suggested that passive smoking causes increase of BLL of children, therefore, children should be
protected from cigarette smoke for the purpose of avoiding the risk of lead exposure.

Keywords : lead, passive smoking, growth, intellectual development, children

Introduction

Lead (Pb) is one of major environmental pollutants,
and is highly toxic to human body. Since children are
much more vulnerable to lead toxicity than adults, pedi-
atric lead poisoning has been a public health problem not
only in the developing countries, but also in the devel-
oped countries. Therefore, many studies have been con-
ducted to investigate blood lead levels (BLL) of children
of those countries,

In recent years many studies revealed that low-level
lead exposure could adversely affects human health, es-
pecially to childhood growth and intellectual develop-
ment. On the other hand, it has been reported that chil-
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dren of smoking parents have a higher BLL than those of
non-smoking parents'”,

In this paper, blood lead levels of children of several
countries including Japan will be presented partly in rela-
tion to passive smoking, and the effects of lead mainly
on growth and development of children will be discussed.

Blood lead levels of Japanese children

# Study in 1993":

There had been few data on the BLL of Japanese chil-
dren until we studied in 1993. Then we measured the
BLL of 188 children (106 boys, 82 girls) aged | to 15
years, who visited the pediatric outpatient clinic of Shi-
zuoka General Hospital. We also asked their parents
about their smoking style in the home. The subjects were
divided into three groups according to the parent’s smok-
ing style as follows ;

Group A : Children of smoking parents who usually
smoke in the same room with their children.

Group B : Children of smoking parents who usually
take care not to smoke in the same room with their chil-
dren.

Group C : Children of non-smoking parents.

They were classified further into preschool children
and school children.
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As a result, there were 6 subgroups in all.

The BLL (mean+standard deviation) of all the sub-
jects was 3.16+ 1.50ug/dl, and ranged between 0.80 and
9.51pg/dl. The BLL of boys was 3.17+1.34ug/dl and
that of girls was 3.14+1.69ug/dl. There was no signifi-
cant difference between them.

The BLL of groups A, B and C in preschool children
were 4.15+1.56ug/dl (n=28), 3.22+1.46pg/dl (n=32)
and 3.06+1.31¢g/dl (n=31), respectively. The BLL of
groups A, B and C in school children were 2.97+ 1.50ug
/dl (n=34), 3.24+1.66pg/dl (n=26) and 2.56+ 1.19ug/dl
(n=37), respectively (Fig.1).
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Preschool children School children
Fig. 1 Blood lead levels in Japanese children in rela-

tion to their parents’ smoking style in 1993.

A :  Children of smoking parents who usually smoke
in the same room with their children.

B:  Children of smoking parents who usually take
care not to smoke in the same room with their
children.

C:  Children of non-smoking parents.

The mean BLL of group A preschool children was sig-
nificantly higher than those of the other five subgroups,
and there were no significant differences among the other
five subgroups.

# Study in 20042005 :

We measured the BLL of 282 children (140 boys, 142
girls) aged 3 months to 15 years, who visited the pediat-
ric outpatient clinic of Shizuoka Children’s Hospital in
2004-2005.

The BLL of all the subjects was 1.55+0.85ug/dl, and
ranged between 0.19 and 7.68¢g/dl. The BLL of boys
was 1.60£0.814g/dl and that of girls was 1.49+0.884g/
dl. There was no significant difference between them.

The BLL of groups A, B and C in preschool children
were 1.90+0.92ug/dl (n=20), 1.82+127ug/dl (n=61)

and 1.4]1%0.60ug/dl (n=60), respectively. The BLL of
groups A, B and C in school children were 1.53+0.65ug
/dl (n=36), 1.55£0.75ug/d] (n=44) and 1.30+0.52ug/dl
(n=61), respectively (Fig.2).

The mean BLL of group A and B preschool children
were significantly higher than those of group C preschool
children and group C school children. There were no sig-
nificant differences among the others.

ug/dl
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5 % p<0.01
o * * p<0.05
g 4 .
-] —
33 T
g2
o
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A B c A B Cc

Preschool children School children
Fig.2 Blood lead levels in Japanese children in rela-
tion to their parents’ smoking style in 2003-
2004.

Blood lead levels of children of foreign countries

Reviewing several data on the children’s BLL from
various regions of the world around 1990, Hayes et al.
reported that the mean BLL of children aged 6 months to
5 years (mean: 2.7 years) was 12pg/dl in Chicago in
1988*. Sherlock et al. measured the BLL of Caucasian
and Asian children (age range 2.5 to 5 years, age and sex
-matched) living in London, and reported that the mean
value was 9.71g/dl in Caucasian children and 8.1xg/dl in
Asian children in 1985”. Jin et al. reported that the mean
BLL was 6.0ug/dl (range : 1.24 to 17.6ug/dl) in children
aged 24 to 36 months in Vancouver in 1995", Cambra et
al. reported that the mean BLL of children aged 2 to 3
years in Basque county in Spain was 5.7¢g/d] and that
14% of the children had levels exceeding 10xg/dl in
1995". Andren et al. reported that the mean BLL of
Swedish children (8 to 13 years of age) of non-smoking
parents was 2.95ug/dl in 1988".

Comparing to these reported values, the mean BLL of
Japanese children, according to our study in 1993, was
among the lowest levels in the industrialized world in the
early 1990’s. Fortunately the BLL of children and adults
have been decreasing steadily in many countries during
these two decades, of which the primary reason is prohi-
bition of leaded gasoline use and subsequent reduction of
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air pollution with lead. In Switzerland, for example,
leaded gasoline was predominantly used formerly, but
unleaded gasoline use was encouraged since the late
1980s. Then the mean BLL of adults in Switzerland de-
creased remarkably in only nine years ; from 12.2 to 6.8
pg/dl in men and from 8.5 to 5.2ug/dl in women".

Decreases of BLL of children have been also observed
in many industrialized countries. In Swedish children, for
example, dramatic decrease of BLL was found during the
period 1978-2001, from about 6 to 2ug/dl, which was
considered to reflect a beneficial effect of gradual ban-
ning of leaded gasoline”,

Reviewing the latest data on the children's BLL,
Zhang et al. reported that the mean BLL of Chinese chil-
dren aged 0 to 6 years was 5.95ug/dl in 2005™. Kirel et
al. reported that the mean BLL of Turkish children was
3.56ug/dl in 2005, Friedman et al. reported that the
mean BLL of 3-year-old Ukrainian children was 3.15ug/
dl in 2005". Gulson et al. reported that the mean BLL of
Australian children aged 0.29 to 3.9 years was 2.6ug/dl
in 2006"". Comparing to these values, the mean BLL of
Japanese children according to our latest study is very
low, as it was in the 1990’s. The reasons proposed are
that leaded gasoline use was prohibited in Japan more
than three decades ago, among the earliest in the world,
and Japanese people generally do not often do house-
painting which has been considered to be a major cause
of lead poisoning in children in the United States and
European countries.

Effects of lead on growth of children

It had long been considered that blood lead of less than
20ug/dl was almost harmless to human body, because no
clinical or biochemical effects had been recognized in
such condition until about two decades ago. Since then,
however, many studies have revealed that much lower
levels of blood lead might adversely affect human health,
especially childhood growth and development. There
have been several studies investigating the relationship
between BLL and growth of children. Schwartz et al. ex-
amined about 2,700 children aged 7 years and younger in
the Second National Health and Nutrition Examination
Survey (NHANES II) in the United States, and found the
inverse correlation between BLL in the range of 5 10 35
pg/dl and body height. They concluded that low-level
lead exposure could impair the somatic growth of chil-
dren'”, Kafourou et al, also revealed negative relation-
ships between BLL and growth parameters in Greek chil-
dren aged 6-9 years, an increase in BLL of 10xg/dl being

associated with a decrease of 0.86cm in height, 0.33cm
in head circumference and 0.40cm in chest circumfer-
ence™.

In recent years several studies indicated the adverse ef-
fects of low-level lead exposure on the sexual maturation
in adolescents. Wu et al. assessed measures of puberty in
girls in relation to BLL to determine whether sexual
maturation might be affected by current environmental
lead exposure, using data from the Third National Health
and Nutrition Examination Survey (NHANES I11) in the
United States. They showed negative relationship be-
tween BLL and attainment of menarche or stage 2 pubic
hair, which remained significant in logistic regression
even after adjustment for race, age, family size, residence
in metropolitan area, poverty income ratio, and body
mass index. They concluded that higher BLL was signifi-
cantly associated with delayed attainment of menarche
and pubic hair among U.S. girls". Selevan et al. ana-
lyzed the relations between BLL and pubertal develop-
ment among girls aged 8-18 years, including three ethnic
groups ; non-Hispanic white, non-Hispanic African-
American and Mexican American, also using data from
NHANES II1. They reported that BLL of 3ug/dl was as-
sociated with significant delays in breast and pubic hair
development in African-American and Mexican Ameri-
can girls. They suggested that environmental exposure to
lead might delay growth and pubertal development in
girls, although confirmation should be warranted in pro-
spective studies'”.

Effects of lead on intellectual development of chil-
dren

The adverse effects of low-level lead exposure on chil-
dren's intellectual and academic performance at school
are more serious problems. Bellinger et al. evaluated the
relationship between BLL and neuropsychological test
score in middle-class and upper-middle-class children,
and found that over the range of approximately 0 to 25
pg/dl, a 10pg/dl increase of BLL at 24 months was asso-
ciated with a 5.8-point decline in WISC-R (Wechsler In-
telligence Scale for Children-Revised) Full Scale 1Q and
an 8.9-point decline in K-TEA (Kaufman Test of Educa-
tional Achievement) Battery Composite score at age 10
years, These data indicated that slightly elevated BLL
around the age of 2 years is associated with intellectual
and academic performance deficits at age 10 years™.

Scientific understanding of the health effects of lead
has flourished over the past two decades, Advances in
this area of research have spawned a series of efforts by
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governmental agencies to enhance the protection of pub-
lic health from the adverse effects of lead. The United
States Centers for Disease Control and Prevention and
the World Health Organization defined a BLL of 10pg/dl
as the threshold of concem in young children. Therefore,
one of main goal of those efforts was to reduce numbers
of children who had BLL exceeding 10ug/dl during these
two decades. Blood lead of less than 10xg/dl was consid-
ered to be almost harmless, because any derangement of
biochemical indices were not observed originated from
lead of the lower level.

Most recently, however, it has been considered that
there does not exist the safe level of blood lead, and lead
exposure is still a serious health problem for children,
Many studies have demonstrated that even very low-
level lead exposure causes intellectual and behavioral im-
pairment in children. Lanphear et al. reviewed recent in-
ternational population-based longitudinal cohort studies
investigating the relationship between low-level lead ex-
posure and intellectual deficits in children, and found an
inverse relationship between BLL and 1Q score even in
the range of low BLL. They reported that using a log-
linear model, a 6.9 IQ point decrement was found associ-
ated with an increase in concurrent BLL from 2.4 to 30
pg/dl. The estimated IQ point decrements associated with
an increase in blood lead from 2.4 to 10gg/dl, 10 to 20up
/dl, and 20 to 30ug/d] were 3.9, 1.9, and 1.1, respectively.
For a given increase in blood lead, the lead-associated in-
tellectual decrement for children with a maximal BLL
less than 7.5ug/dl was significantly greater than that ob-
served for those with a maximal BLL exceeding 7.5ug/dl.
They concluded that environmental lead exposure in
children who had maximal BLL less than 7.5ug/dl was
associated with intellectual deficits',

Effects of passive smoking on the blood lead level of
children

It has been suggested that children who are exposed to
cigarette smoke have higher BLL than children who are
not'™,

We measured BLL of Japanese children and evaluated
the effects of passive smoking on the BLL, and found
that passive smoking increased the BLL of preschool
children in the study in 1993. The mean BLL of pre-
school children who were exposed to cigarette smoke in
their home was 4.15ug/dl, and those whose family never
smoked was 3.06ug/dl, the difference significant. We
also found that passive smoking did not increase the BLL
of school children. About the reasons of the difference of

the effects of passive smoking on the two groups of chil-
dren, we speculate that preschool children might spend
more time with their parents and might have more con-
tact with cigarette smoke than school children, and addi-
tionally, young infants have limited ability to excrete
lead from the body because of the immaturity of renal
function.

Ballew et al. investigated the BLL of a total of 4,391
non-Hispanic white, non-Hispanic black, and Mexican-
American children of the United States aged | to 7 years,
using data from NHANES III. They reported that the
mean BLL of the children who had smoking family was
4.36ug/dl and that of the children who had not was 3.29
pg/d™, very similar to the values reported in our study
(Fig.3). Stromberg et al. also reported a significant effect
of parental smoking habits on the BLL of Swedish chil-
dren, 18% increase on average”.
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Fig.3 Blood lead levels in Japanese and US children in
relation to passive smoking.

We measured BLL of Japanese children and evaluated
the effects of passive smoking on the BLL also in the
study in 2004-2005, and found that the BLL of preschool
children who had smoking parents (both Group A and B)
were higher than that of preschool children who had non-
smoking parents (Group C). In this study, the BLL of
Group B preschool children was as high as that of Group
A, for which reason we speculate insufficiency of protec-
tion of children against cigarette smoke in their home, in
spite of the Group B parents’ answer that they usually
take care not to smoke in the same room with their chil-
dren.

It is evident that passive smoking is now a major cause
of lead exposure for children. Children should be pro-
tected from cigarette smoke for the purpose of aveiding
the risk of increased BLL which might adversely affect
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their intellectual development and physical growth.
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BEEOEREIIMETHL-OMYTIER V.
aF=rigzaFrofBERTHH, FRT
B{tahRp~ght sz, FOEPEHER
= F R 2R TARETHS 14
LT, oF=of@fI30mMilETta b,
EELTVEDY»HHRTHE, LT, £
BREOHECHSIZIE=oF y2HET S L
D, AF=ODAFERTVELEELLND,

I. BMEREICLYBSh3HE

BESHFRAFED LT> T 2 RERD
ERMDORFPIF=EWMEL, ZHREOE
WEM~2RBTHE. £0A) v M, 1)E

NREHEOBEOZHEELXZ I Tw20%
ERP BN MEI LA TES, QREE
ANOREHEFOEBEICTEL, QMECKELD
BHTHTED, QEFERALREONMEL
WETZH2ETHB, BE, RFPaF=0
MEERFRA o v rF774—, Bk 07
F# 574 —, RIA, EIA, ELISA Z2E¥H D,
207 b7 74 —7% Golden standard & i
Twh, L Lza=w 7774 —ToOfIER
flidh® <, —HIZZHORELEIEETH
BRYORANEDL. —F. EELCHEHNT
% /1284 ELISA ETHEREI20.1ng/ml
I TURETH 2 | RETO0HAIER (F¥A2 0T
i 1 W E Mo M i35.000~ 1 FAERE) T
HhH. NEEEML LENERMTREL EOS
UBREENBT LIRS THEEEL A,
EERE CRYIF -V EREEL-BRORE
70 b= VEEIEFET. RPITF=AEN

AE¥~DOER

T B >
(=40 ng/mi) =

hgENR
| (25~38.9 ng/mi)

HERQ
(10~24.9ng/mi)

2

(InoT etal. Prev Med 2006;42:427-9)

@1 RbaF-AligkoRERBORN

whOr)=w s T360-0014 HERESTHEEL-12-24

Tel * 048-528-8300 Fax : 048-526-3900
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10ng/ml Pl E @ R EOREE =2 TIEEFP|S
RLZIGN—=Uicb=b28Y 7Ly bAELR
BRI THN S, 40ng/ml LLEDREIXSE
BEREC I LSRN EREEEL TV ATRER
MHEOTHhNEHEBIBOONE,
BERS T - REOREE OBRESEILIH
HEHBYED D IX16~17%, HERED D (145
~55%, ML LBEE L LIIB%METH -
Tro 2ETORPIF_AEZRD E1/312H
EMELT, 10ng/ml B\ Ei2#20%, 5ng/ml
PEE#0%THE. ThbbEFREESED
SEREEOB AR 5 5ng/ml LLEFZEER
BhH)EEETLLE, 2F0H 400K ER
WTwahI kizhd, #E, LETIEDLH
100ng/ml # A 5 BEL 1 ~2 A5, =
NHOREIIRERAORS IF = ORIER
REeBEIZTHE, IB1~6FBELTVE
BAOaF=— iLFASEOMTHS (BEHLY
HEERTCIIES TR T A ThER A2V
CEFHBELTWS), TRbObLRELZEHR
BOHERTHLEEZLND, THELOF
ORET, 19FOFER (% 1AM DR
R) B aRPIF-CNEOHRETIE, #
HEAMERP S 1 H S ABE L TW- 1 HERT
{284 .8ng/ml L BHIE ol ZOFER
TR ERTHLII P aF rOERE
JUBHPLOBITIZEALEDRE, T
PoTHEHEREON 1B 1 ~5FDF /"0
FRoTWADEFUELRETCHALEASA. M
BFoREFMLERBRORPIF =i DRFEIL
LTl b BT 2IEOHEMMENS D LITRO 2
Vi, S BEOREAR L R 2HEMIZEL
N, FORMEAREFICBOTLRER
BV ABMAP LW THs ) LEETE
b, —F, BEOBEERM L OHEMIZr =046
EREAFLMAOREAREIMEL T (X8
+ 2 x88) /2 LAEMERLHE (r=0.39
L bEhorz, +oEHERRETHL I
BA kv, MBEOBERIZ4E L IREORP D
FoollEEETAY, mEELEREEDR
19+ 3ng/ml, XEOAHNREEDRK :
6.4+8.9ng/ml, ME L LMEEEMIBE: 139
+15.5ng/ml, MPOALBREEOIER : 36.1+
42 Ong/ml & BHAATEEIE S 0 BB ATIEH T T

hRBRRERE

BHETHAEIENFHHALL:. Zo8ah b6 bEH
OEREREROSTHRE ISR LEEERIZL
TwaI EAbHh L. Thagi A % Delpisheh A
LOBETIE, RPoaF=-liicEETsH
FERFTALE, BEIRELTVWLZ LOfE
CTHBOKTF - WAHEY, £ BF {RRB
MAMB THLZ L LMaFfEEm<T
Ao TOEMIILATASHBOKEFRES(E
FERICBEENSE {, ARBAICVWLEZLENS
Wik LTwa, T-BFIIMERIAEL
—aFOBRIIENE V=D, RREAARE
THAHALEMBIZIZITRE LS IZEFETL2REN
WMz THREBLZTEOTHHEL TS,
EELOMBRFERPIF = HEOME
TREZOLHCHEZBEBOTSRF VY
7 ETH>TWTHIFREMB O REIZ <%
ERHOZ LD R S, —F, RPTF= AL
EEERFRETCHONHB L O Tt
LVAFO— U li~OEB) W, Kz HDL &
OHHEMMH ), RPaF=— AfirEnboit
HDL 2 L A FO—L3Ev, BAICBITARE
EETORETLELEAKMET 555, ZTEHR
Eos, HDLOBETOBREIIRYL, ZoZ
LIIEHRELX ST T2 RE CIREIRE(LD
BEMBEOTREESSH S LB A, $7:19H
EXo2 s REOEFZHRT »r— b LOME
FPWELER RboF=HrBNESHL
LEBRBIRRETRE—HILEEDTD, 7
LEZFRTWwAREMES L PEHLUATAH—
VERSTVAENE ) PO IWBICHFEENE
HoHEN, FhENG v XHIE314E, 3.648 2.7
EofEBEIzLb, TROERKRE—HIIR

| —Em,VE-Y BE
I —&m
m-asonuE T
N ~anNOTF

AMBW/ICT
HEELY P00

2 MBMOBRERATERORPIF =l
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L6, FLERXERMET, #RUNTO
AF=V R o2V ERRIRPIF= VI BN
At 5. BecklakeMR & OBFFRIZL S LK
FIF - ARV REIIEASEEED F—213
YZBED 1 0¥ A% (. FD7z® nicotine-
seeking behavior (= 3F i8R 5{THY)
A, FOLOICHRRET LEREFICIL
Ay LithioT, BERBICLIVRPIF="¥
fEmVIERISHEEFEMICZIRELTL L
JIzsZ EATFHEEN, EAMICHESE
LENARETHLEELLND,

. BREREC L IREDE

—7, R 3F={l425ng/ml Ll EDOWE
ThHho-BREICKFEEBRL, RbaFr=r%
B L8R, HRS%REEOML ET
LTw/i (F3932.6£16.32517.0£20.9, p
<0.002)c FNEHED6HDREBEIZT ¥ — )
WBELTo-#R BELA 11%, REEY
o7 1 40%. TEEL 1 49% Thol. T
RT% IEME OB TRVWANEb- - AL
L EOATFIIRPTREIZOVWTELE 27,
FLLOMTIIB/bR Lol REAFMOTT
By EHithkot:, EOPTRBLE (ko
REORIEEB. ChSOBRIIREBREN
AR~ OREGHBRT T I2H 2 —EDEWE R
LictEZOLNS,

CORERELTEICLEEEICES TV i
S8, T B BEORY b7T—2HLE
ThoHLEZTWD, TTIREST CIIREE®R
FEv+—&AVRFEATEN, EMETIZI
MEDEETOELEE HFMHTIA - -
BRB L UEBFERTORSEMASE, ¢
HEIShTwa,

N. ¥ & ®

O SHEOZHREFRIIEFAERLHENT
fTbhaZ ENRE LV
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@ RPF_VREXRVI-EERBIIEA
DENREEORBLREHIHEHETLZ &
THETHOEAOREERIH, ) T (R
NORERBMICHATH S,

Q@ BEOFDRBUMABORBERENERY
LhEdET, ILRERNTOLEEEROR
ZHPMRT 5.

@ RPaF=DEMTHIREIIFLEN
(CREMGT AT RS D, MPayIZBhE
HETLIONFT L.

X 3

1) #EME HB8EKE FEtk BET=:4
REFERABB~ORFIF=HUEDKRA
HIBES 108 : 1467-1472, 2004

2) #HEAE AEH B REEE FREK B
HAZ BETEM s 2R2EME~ORN
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ZEREE=_ YY) DD
7= R PE cotinine il %€ DB & BER IS H

AH RV @}k #ED - TE #HTF°

RE
i

I. HREH

B IC L BZEBNDS T T LEEBITNS
CRET, FREENF N IEOFE > TWALRE
HWTRENICBRAT 52280 T &4~ DfF
BROEEVHLP Lo TETVE, £0O720
BT, ZTEMRM, RW, SERLZES
DS F ST REAN KL, FREFORE
MENRELNDEIHICED, F-ABEKSRE
EBVWTHREORBRERLEDOTFHL LTOR
ER 7 E e L ORB SIS 2 AHET
Wh, SOE)RFNaBORECCSZ 5 ME
KIEZ B7o0IZiX, BEEZT T2, HEM
IZIEIR LAY W B - X A BB OFEN
HEIVEETH D, R cotinine EOMEE
HINLOMBERRT IS —HLis,

Cotinine ¢ ¥, =aF Y DERICHBITATE
MW THBH, BEIZL )RS GBS
h, mMAEPICBITLA=oF ik, FRAT?2

HAY - EE &Y - Em BT
BEY - SR R - KW SR

HFHMEEOYRM TT AL KRR NS
CYP2A6 IZX WS h, {LEMICRETER
1 30 B¥ M @ cotinine (—8IX 7 V2 o
BHAEL) E2Y, RPiCHEsShE, £0
7o, BRI Z Y AHA~OBRER%
HAZBMIER Y LT, RYP cotinine Bl EA
BlE Sh—KICAWLENRTV S,

R cotinine DHPEIZIF TN T T, BWREEIC
MEFTHVTCELFAZU 75 74— K
/H (GC/MS) B &, Bk o< b
974 — (HPLC) &Y AW O TELN, &
heOMEREIZR, UTOL) 2BANDE,
BEAKRICLE (R5mL) Tha, RNz
R A5, BEBZSTBREFLETDHS,
HZICBM L BRI LETHS, ZROKE
ERBT A2, 1 BRESVD
HERAVRBMTH LY, FEICWE LI
WHBEAS L, Shicd LT BEREE
(EIA) Y R+ a2 AEREL R hhiE, 4%

1) HERHAFRERAME LS
=vz  4) HUREER FETFRRERTES

2) 8 a2A3y 7 a—FH—ar

3) BESA—AKZE wOrY

Development of high-sensitive EIA for cotinine, a biomarker of exposure to passive smoking, and its clinical

applications
Mitsuhiro Ohta et al

Department of Medical Biochemistry, Kobe Pharmaceutical University

Key words : @F =2 (cotinine), S#EPE (passive smoking), EIA, RER
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g

Abs (450 nm)
> &

o
"
I

010 L T L} T T L] ¥
0.03 0.1 0.3 1 3 10 30

Concentration of cotinine (n8/mL)
B 1 Cotinine-3 i L 5 cotinine MH iR

VR (RAIERTIAS L) T—EIE LD
BiE (1 7V — P ZE#lE T 40 Rtk HSH & T
i) MHIRMBETERTHE:2h, SHREk
DMEZEIR P TREFT L ENROLND
REHCIBREDFELEIONE,
ZTITbhbhid, WERERSH EIA &
X % cotinine MIEROMBERE L=, BT
L7=HELBE#HO GC/MSH, HPLCHiIzX 2
REMEZHBRTAZLICLY, EIA BEO#E
BRE:NEEOBBERELRHLY, 372, +0
BERIGHE LTRERREEHRE LT, R
BELIOREEFMNEML ), MELRITE
LZEREOHEEEREALT,

II. FEEHR

Cotinine-3 $i#§iZ cotinine @ 3 i % {LE M
LSRG E4ERL, ShicFuyory) o %
IERESELLOLREFELT, FRIZR
FELTHERIALLDERW, 7=, coti-
nine-3-HRP HA&IiiF US4k L AV THE
THENRNAFL ¥—+ (HRP) & cotinine %
HERESELERELTEV .

Rfkiz, #MBBEHS L URERARE
A7+ —baFaryeryrobticBohs
bORFIR L7z, [0 B2 22 Ry -+
LT »r—PRELTEREL 7=,

EFLEY-HMS3BELF-2007410H

. |MEW EIA XRICED
cotinine FEE

96 X7 L — I cotinine-3 Hifk (3.8 pg/
mL) ¥ 2RMEHELADS, 1% S mik7T
V73 (BSA) &L (0.05M Tris -
HCI, 0.2 M NaCl, 0.01 M CaCls, pH 7.4, 0.1%
Triton) (FO v % 7#) CTFuy 7Ll &
ICREE (54L) & cotinine-3-HRP ## (100
pl) EEOINVICMA, BT 1HMEE X2
ze TINEBREE, TINIZHA L HRP
BEFE*ER TMBICXhAIEL, V) YBT
RIEZA Py 78, HEE450nm CHIEL .
AR WROREREIZ0.03ng/mL £ b
30 ng/mL T 7. B 1 iZ cotinine O HEHEh
WMERL,

IV. HPLC #&IZ & D cotinine FE

HPLC 13 SCL6B (B#REFT) Tiro.
5Cu-AR-1I (4.6X150mm, +#54FZ2)
A FhER, WERGITHA L 0mL/min,
FRT, BBHAIZ, ©0.2M NaClO, (500 mL)
IZ60% HCIO, (100 2L) ZMMA ML, @ 7%
F=FUNE QHIB% -@ M 2%DOHETER
L. RRE (BEER) OMABIIUTON
HBTiro7zc RBEAES00xL # 6MKOH B
200 L TT A VHIZL, B cotinine % ¥ 2
OO AF 500l CHIHLA (RELEBH
+omiee, 3,000 rpm, 104, HL5REL
e TRV Zuuiy YRBERY, JoE
BIZAh, BoltEEORICEGICY70nR
7500l A, FROMBEEREL 2 @R
DL, BILAY 2700ty BrERs
&, ChEeBHM200uL I2ERL, 2055
50uL # VT HPLC ETHEL 7= 2 B,
GC/MSEIZLAHMEMITR S5mL 2 =Bk
ATA LA L THB7-.
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¥ 1 Cotinine #5E & o 7 B # £ F R 1%

58 : 591
# 2 Cotinine REH D B EREHAME

A B c D
o 3ng/mL 0.3 ng/mL . 3ng/mL 0.3 ng/mL
1 3.35 0.43 Day 1 3.14 0.65
2 2.86 0.40 Day 2 2.53 0.52
3 2.95 0.33 Day 3 4.03 0.51
4 3.31 0.46 Day 4 3.41 0.56
5 3.27 0.43 Day 5 3.39 0.43
Py 3.15 0.41 ] 3.30 0.53
SD 0.23 0.05 SD 0.54 0.08
CV (%) 7.3 12.2 CV (%) 16.4 15.1
(ng/mL)
V. & *® 68,0007  Coefficients :
1. Cotinine MERDHME s 000l 1088
1) [FREHESE ' n=16
Cotinine I=2WT, #H# cotinine ¥ HML 1= 4,600+
5 3ng/mL BXU0.3ng/mL) FHTE ”
EOFRBEEAE AWM - HEEELIIRT. 3 3,000 =
Cotinine FED CV fliid 3 ng/mL Ti¥ 7.3%, £
0.3ng/mL Ci 12.2% T, ZIZMET 2 FkK 2,000
BREORRTH - 7. .
2) HEBERE 1,000+

HEBAGEZM-RHELEZE2II7RT,
Cotinine #ll &£ @ CV {# i2 3ng/mL Tt
16.4%, 0.3 ng/mL TiX 15. 1% T, ZITWET
HHEBREEIB LA,

2. HPLC&& EIA REDIEM

HPLC #IZ X % cotinine RBlE&ER L, EIA
EICE DB 6N cotinine MEBEL L D
OFMARE 2 I1Z/R L

FHMRS r 12 0.89 LD TRIFLHENE T
Lo 72, BMEROMEIZ0.74 TH D,
EIAEICE ABEMDIZS A HPLCEL N E
%R FOREIZHER L GC/MS L
F#ThrLEL LN,

EIA & GC/MS B:% Flv TREES O coti-

nine M HELWHFOHME W~ (B3I,
HMERri20.88 Thh, BOTHRFLHEMN

01 T L} T L T 1
0 1,000 2,000 3,000 4,000 5,000 6,000

[ 2 EIA B IUFHPLC 2 X 5 RP cotinine
RoHEmM

DAL, T, BMEROEEL0.74 T,
EIAEICLA2HEMAS GC/MSEL H 28
flizRL72zZ L% 5, GC/MS ¥ Ti cotinine
H-9EOATRZTWEDIZH LT, EIA &
Tl cotinine & - FHLEDMEEIL 2 ® (nico-
tine {4 #& @ cotinine 7 V7 0 rlaafkl
) B DAATWATREEND D, Thi'H
xR LARAEEDbh S,

&KIZ GC/MS # & HPLC i Lk 284&EH coti-
nine ME HB L7 (B4) . HMHEE ri120.98
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(ng/mL)
6,000+

Coefficients :
y=0.74x- 162
r=0.88

n=16

5,000+

4,000+

3,000+

GC/MSik

2,000+

1,000+

1,000 2,000 3,000 4,000 5,000 6,000
EIAZ (ng/mLJ

B 3 EIA &3 XU GC/MS &2 X 2R cotinine
BoHER

o
0

(A)
304

=y
2 3
B4 cotinine &
B 5 FHmEFRDP cotinine it & B ¥ S

4
(ng/mL)

1

ETEFE OB EMM I I3 ED TRIFLHENY D 5
oo $7:, AIMEROBEED 112K 0.97 %
AL

BlEED, SERZLAWESE EIA BEIZL
% cotinine # O #ll % i, GC/MS g8 L ¥
HPLC L BOTRIFLHMBEE T LA L2
5, cotinine XERTETWAEZ LHbh o,
%8B, FHiE L nicotine & DEERIEHEIL 16%
Thol

=107

EELEE -WSSEB45 - 20005108

(ng/mL)

5,0001 (Coefficients :
y=0.97x+283
r=0.98

4,000{ n=186

ﬂi2:".,000'-
Q
-
[+
L 2,000

1,000+

0 T T T T 1
0 1,000 2,000 3,000 4,000 5,000
GC/MS#& (ng/mL)
B 4 GC/MS 5 X U HPLC #i2 & 3 R coti-
nine & DM
(A)
200-

2% © 9 .0
T R g S I
¥ 9 .
B cotinine & (ng/mL)

B 6 #EREBRTD cotinine & & EYFH

3. IINBESSIVUEHRFEEICSTERS
cotinine It
RERROT v r— FRELY, FREET
PoTHREE L L 2-REHK 52 #HD coti-
nine MR FTH TR 5ITR L7 52 Bk
@ cotinine MOFHME+2SD ix 1. 9ng/mL &
h, BEMETYH 4ng/mL %82 2REKiEA
Shehoiz. WITEERBIR 300 &0 REHK
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#HlE L, BRY cotinine @» 6, ZHEREIRE
EEORNDEWERE OB EORE X HA
2o B6ICINODERBBIRF cotinine &
DE¥GHETRT. 0~4ng/mL 2R L18E
i, WRAOERSILLEHREIIREZIATY
ZUBRERIILALIVWEHLEEINS, 4
ng/mL Y EI3EHRECBREORVWOL LK
KHBLEINTVEEREESH, 4~6ng/
mL OBETAS & —EHOZEMICETRHREDE
habaraETh T, AAREXLSIRIS
RREOBEEN L LT, B9 cotinine & 5~
100ng/mLELEELTWAZERBEICLT,
SEDER»S 4ng/mL LLEEFRTHEIZI
ZHRECBEB A TVATREN RV E#E
L7z. —%4, 10ng/mL #8&x 528113, HoHH
CEBREORRLELLN, REATOME
KRB WD, REARER L ORMENIE
WhXOBREIIWAREEREE L.

BLEEXY, RECBITHREH SRR
F® cotinine WHE % (Z(Z4ng/mL L#EEL
ToB, REROEREN CEROH 27% AR
BEZUITVWLEHETEA, 2, LLED
?6ng/mL xWFMET 2L, #17%2 %R
BEEOEELZTTwA LEESNE, 21T
b 10~20ng/mL OEHEEZ R TRENRLS
{, BELLERORENZHRBERIROFY
ML R L -ERLEEDbN,

Wiz, RENTOREREOHE S REE 72
£ DRF cotinine & (ng/mL) %, FREHRE,
LBOABERE, BEOAREHRE, WHERE
EREZFTEL, ThFhoBOFH cotinine
RERTISRLZ. WAL LRE LHOHLR
1 BEOARE L TWARENRETIE, F
REREOREEERT, HoNcEHRED
BEE T3 2 EAURF cotinine WAl E
THREsIh:. I BHROZOBREREL,
KRADAOREL TV AHHETIR, BBOALD
BREREOREN L VR SHVEOBELZ
HTwr COBRELT, XBRICEXTHER
LEREOBEMFMAIRO D LEEL SN,

(ng/mL)

25+ p<0.01
p<0.01 |
201 p<0.05 |
E 154 | T ]
£ 10- T
[#]
& I
K 57 - =
= m
i  ES

JEERME AEE EE mEmE

(31.A) (21A) (10A) (1OA)

B7 REARERRIMECE-EEORS
cotinine &

VL # %

Cotinine MOBEICIX T T, HREOHK
BN A2uw v /574 — - RE
545 (GC/MS) &%, ARG DT+ 7T
74— (HPLC) g2 ¥, KBFHRELH
rAEEN—RICHVLNRTE L, ChEAR
SRR THVWHZRWRST TS, EHE
ThiHd00, ZHOBRBOTE ISR DH
AL, BRGERVSRLELZI L, 18D
WORBAVBETHLZERENDD, FEIC
BETE2WREND o7 £/, GC/MS &
2 X A4RESHT Tl 5 ng/mL LU EAS547 97 fE
TdY, S5ng/mL UTF ORI HMEIDH -,
ZHhizr LT, REiC X 5 EIA B3, —EIZ%
{ DRGEIFERMTHZETETH), RELE
BNEMT, AERELEL, GC/MS &S
HPLC X W MM TEN TV,

SERMBLABASH EIA EZRBRET0.6
ng/mL W) RBBECHNETCEZLIRELA
LTwr, REXZAHLTEHREL LV EH
ELHER, FREECERORBROT—¥
Mo, TERBHRMIIRTIHIZIZ4~6ng/
mL DAL EX R, Lo TERERIEZD
B DA BOYEICHBETETH -7

EREE I EEERIROVAZ 772 5 —D
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—DOThh), ST LEBREOBERLEL S,
Cotinine MEFMETZZ L ICL T, SR
THEEBEOEEZHAZ LHFTE S, RP coti-
nine AWML R TEROKEIH L TIE, ¥
BEANTOMESNERLBEAN LTS,
FTOEPEROL L O TREEERUTPITAE
HREL L TRER L ERORENDH S, 8
oeEfE - FHBEIC L VEREFOSF LT L
RERERREIMMTZL LB RIILE
EBLRIZL, TOBR, B X HEOREXE
PMMTAEEND, ERLETORKICHTS
FMEAFFICD cotinine BIENTEHTE S,
¥7:, COPD (BiEMIZEMAMKLE) xREEZD
A25F, ZRHRBECLREFIHLPIZLR
Thivwbh, ZHEEOLZVCHELIELTT
ILERYITTITHEI o TV, BENICKF
ABIENTELIHMERTT L LNGHBT
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Cross-sectional study regarding with the relationships among lifestyle,
lipid profile and passive smoking in children

HEFIMYY  waxsY XWAKY xBE=Y @EETZY
1) S/~ A RRBLBRELH, 2) L O2)U =y 2, 3) REHEGS

{Abstract)

BRY :/NEMITORDHREI B OMERFTES | ZECTRREMESATVSY, EHCSTIRYNEIES
AREHTIEV, EESRETEMJMBE SLUBRBRBEGTY, A4E, ADITOBOEEEN-EHERBS
OBIFREME IR LA,
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