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the U.S. in 2001. IPCS (1996) noted that this substance
may be hazardous to the environment and special attention
should be given to aquatic organisms.

The toxicity of DNP in mammals is relatively well
understood and is summarized by ATSDR (1995). DNP is
an uncoupler of oxidative phosphorylation from electron
transport in mitochondria, resulting in the release of energy
as heat and in increased metabolism of lipids (ATSDR,
1995). Although the areas of reproductive and developmen-
tal toxicology are becoming an increasingly important part
of the overall toxicology profile of chemicals, only limited
reports are available on the reproductive and developmental
toxicity of DNP. Only maternal hyperexcitability and hyper-
thermia were observed at 38.3 mg/kg bw/day in mice given
DNP by gavage on gestation days (GDs) 10-12, the suscepti-
ble period for dinoseb-induced malformations (Gibson,
1973). In a study to develop a teratogenicity screen (Kavlock
et al., 1987), no adverse effects on parturition, survival or
growth of offspring were reported even at 125 mg/kg bw/day
in mice treated DNP by gavage on GDs 8-12. Decreased via-
bility of pups was found in rats given DNP by gavage twice
daily at 20 mg/kg bw beginning 8 days prior to mating and
throughout pregnancy and lactation (Wulff et al., 1935). A
human clinical study revealed that direct action of DNP was
involved because the menstrual changes were striking and
occurred soon after DNP treatment before any significant
weight loss (Simkins, 1937a,b).

These toxicology reports on DNP were determined to be
inadequate to assess the chemical, because they did not fol-
low Good Laboratory Practice (GLP) or did not totally com-
ply with specific testing guidelines (Klimisch et al., 1997;
OECD, 2005); therefore, DNP was selected as a target sub-
stance for the Safety Examination of Existing Chemicals in
Japan (MHLW, 2001) to obtain reliable information on the
possible toxic effects in compliance with the OECD Test
Guideline and in accordance with the principles of GLP. A
reproduction/developmental toxicity screening test of DNP
was performed in rats, and the results of this swdy are
reported in this article.

MATERIALS AND METHODS

This study was performed in 2005 at the Safety Research
Institute for Chemical Compounds (Sapporo, Japan) in
compliance with the OECD guideline 421 Reproduction/
Developmental Toxicity Screening Test (OECD, 1995) and
in accordance with the principles for GLP (MHLW/METI/
MOE, 2004) and **Guidance for Animal Care and Use” of
the Safery Research Institute for Chemical Compounds.

Animals
SPF Crl: CD (SD) rats were used in this study. This strain

was chosen because it is most commonly used in toxic stud-
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ies, including reproductive and developmental toxicity
studies, and historical control data are available. Males and
females at 8 weeks of age were purchased from Atsugi
Breeding Center, Charles River Japan (Yokohama, Japan).
The rats were acclimated to the laboratory for 14 days prior
to the start of the experiment. Male and female rats found
to be in good health were selected for use. Vaginal smears
of each female were recorded and only females showing a
4- to 6-day estrous cycle were used in the experiment. Male
and female rats were distributed on a random basis into
four groups of 12 males and 12 females each. Rats were
housed individually, except during the acclimation, mating,
and nursing periods. From day 17 of pregnancy to the day
of sacrifice, individual dams and litters were reared using
wood chips as bedding (White Flake; Charles River Japan).

Animals were fed on a sterilized basal diet (CRF-1; Ori-
ental Yeast, Tokyo, Japan) and tap water ad libitum, and
maintained in an air-conditioned room at 22°C * 3°C, with
a relative humidity of 50% * 20%, a 12-h light/dark cycle
and ventilation with 1015 air changes per hour.

Chemicals and Dosing

DNP is a yellow, odorless solid, very sparingly soluble in
cold water and soluble in alcohol, benzene, and aqueous
alkaline solution. Its melting point is 112-114°C and mo-
lecular weight is 184.1. DNP was obtained from Tokyo
Chemical Industry (Tokyo, Japan). The DNP (Lot No.
FGHO1) used in this study was 84.1% pure (15.9 w/w %
moisture content, 99.7% pure after dried) and it was kept in
a cool, dark place. The purity converted using the moisture
content and stability of the chemical were verified by analy-
sis before the study. DNP was suspended in 1 w/iv %
methylcellulose solution. The stability of formulations had
been confirmed for up to 14 days. During use, the formula-
tions were maintained for less than 14 days, and the con-
centration was confirmed to be 92.0 to 104.0% of the target.
Rats were dosed once daily by gastric intubation with DNP
at a dose of 0 (control), 3, 10, or 30 mg/kg bw. Dosage lev-
els were determined based on the results of a 28-day repeat
dose oral toxicity test in rats given DNP by gavage at 0, 3,
10, 30, or 80 mg/kg bw/day. Deaths occurred at 80 mg/kg
bw/day and decreased locomotor activity and salivation
were observed at 30 mg/kg bw/day and more, but no
adverse effects were detected at 3 and 10 mg/kg bw/day
(Koizumi et al., 2001). Males were dosed for 46 days, be-
ginning 14 days before mating, and females were dosed for
4047 days, beginning 14 days before mating to day 3 of
lactation throughout mating and gestation. The volume of
each dose was adjusted to 10 mL/kg bw based on the latest
body weight during the administration period in males and
during the premating and mating period in females or the
body weight on day O of pregnancy in females after copula-
tion. Control rats were given 1 w/v % methylcellulose solu-
tion only.
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Observations

All rats were observed daily for clinical signs of toxicity.
The body weight and food consumption were recorded on
days 0, 1, 4, 6, 9, and 13 of the premating period and then
once a week in males, and on days 0, 1, 4, 6, 9, and 13 of
the premating period, on days 0, 1, 3, 5, 7, 10, 14, 17, and
20 of pregnancy, and on days 0, 1, and 4 of lactation in
females. The rats were euthanized by exsanguination under
anesthesia on the next day of the last administration in
males and on day 4 of lactation in females. The external
surfaces of the rats were examined. The abdomen and tho-
racic cavity were opened, and gross internal examination
was performed. The brain, heart, liver, kidneys, spleen, ad-
renal gland, thymus, testes, epididymides, and ovaries were
weighed. The numbers of corpora lutea and implantation
sites were recorded in females. The testes and epididymides
were fixed with Bouin’s solution and preserved in 70%
ethanol, and other internal organs were stored in 10% neu-

tral-buffered formalin. In control and 30 mg/kg bw/day .

groups, histopathological evaluations were performed on
tissue sections of the testes, epididymides and ovaries, and
the stages of spermatogenesis were observed.

Daily vaginal lavage samples of each female were eval-
uated for estrous cyclicity throughout the premating period.
Each female rat was mated overnight with a single male rat
of the same dosage group until copulation occurred or the
mating period, 2 weeks, had elapsed. During the mating pe-
riod, daily vaginal smears were examined for the presence
of sperm. The presence of sperm in the vaginal smear and/
or a vaginal plug was considered evidence of successful
mating. Onee insemination was confirmed, the females
were checked daily for signs of parturition at 9:00, 13:00,
and 17:00 from day 21 of pregnancy. Females were allowed
to deliver spontaneously and nurse their pups until postnatal
day (PND) 4. The day on which parturition was completed
by 9:00 was designated as PND 0. Litter size and the num-
bers of live and dead pups were recorded. Live pups were
sexed and grossly examined on PND 0, and individually
weighed on PNDs 0, 1, and 4. The pups were euthanized by
carbon dioxide inhalation and gross external, including pal-
ate, and internal examinations were performed on PND 4.

Data Analysis

Statistical analysis of pups was carried out using the litter
as the experimental unit. The body weight, body weight
gain, food consumption, absolute and relative organ
weights, length of estrous cycle, numbers of corpora lutea,
implantation sites, pups delivered and live pups on PNDs 0
and 4, and implantation, delivery, live birth and viability
indexes were analyzed with Bartlett’s test for homogeneity
of vanance at the 5% level of significance. If homogeneous,
data were analyzed using one-way analysis of variance and
Dunnett’s multiple comparison test to compare the mean of

the control group with that of each dosage group. If not,
data were analyzed using the Kruskal-Wallis test and
Mann-Whitney U-test to compare the mean of the control
group with that of each dosage group. The numbers of Ser-
toli cell, germ cells and germ cells per Sertoli cell in vari-
ous stages of spermatogenesis were analyzed using the
Mann-Whitney U-test. Copulation, fertility, gestation and
nursing indexes, and sex ratio of pups were analyzed with
the Chi-square test and/or Fisher's exact test. The 5% level
of probability was used as the criterion of significance.

RESULTS

No deaths were observed in males and females of any
group. At 30 mg/kg bw/day, salivation was occasionally
observed in three males during the administration period
and in one female during pregnancy.

The body weight gains of male and female rats given
DNP are shown in Table 1. Significant decreases in body
weight gain were found on days 0-6, days 13-20, and days
0-45, the whole period of the administration period, in
males at 30 mg/kg bw/day. At this dose, a significant
decrease in body weight gain was found on days 04 during
lactation in females. There was no significant difference in
food consumption between the control and DNP-treated
groups.

Table II shows the organ weight of rats given DNP. The
relative weight of the liver in males and absolute and rela-
tive weights of the liver in females, the relative weights of
the kidneys in males and females, and the relative weight of
the heart in females were significantly increased at 30 mg/
kg bw/day. The absolute and relative weights of the testes
and relative weight of the epididymides were significantly
increased at 3 mg/kg bw/day. In females, the weight of ova-
ries was not affected in DNP-treated groups.

Severe atrophy of seminiferous tubules in the testis, and
sperm decrease and luminal cell debris in the epididymis
were observed on only the right side of one male at 30 mg/
kg bw/day. Slight atrophy of seminiferous tubules in the
testes was shown in another male at 30 mg/kg bw/day and
in one male of the control group. The number of spermato-
gonia at 30 mg/kg bw/day was significantly, but slightly,
decreased only in stage IX-XI, but not in other stages of
spermatogenesis. No changes in the numbers of Sertoli cell
and germ cells per Sertoli cell in various stages of sperma-
togenesis were detected between the control and the DNP-
treated group. No histopathological changes in the ovaries
were detected at 30 mg/kg bw/day.

Reproductive findings are shown in Table III. There
were no significant differences in the length of the estrous
cycle, male and female copulation, fertility, gestation and
nursing indexes, and gestation length between the control
and DNP-treated groups.

Envirenmental Toxicelogy DOI 10.1002/tox
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TABLE I. Body weight gains of male and female rats given DNP

Dose (mg/kg bw/day) 0 (Control) 3 10 30
No. of males 12 12 12 12
Initial body weight (g)* 3733+ 199 373.9 = 169 . 3752 * 202 3752 + 18.1
Body weight gain during dosing (g)*
Days 0—6 25949 21.8 94 24263 174 £ 9.2*
Days 6-13 28.1 =85 215260 27063 228*76
Days 13-20 264 * 6.6 23.1 £ 49 216 +8.1 18.6 + 8.9*
Days 20-27 232+ 54 ZH6%=73 27849 216 £ 6.2
Days 27-34 25545 23313 268 * 6.6 193+ 64
Days 3441 19.0 £ 5.6 17.8 = 4.3 215x7.1 18388
Days 41-45 11.1 £50 130 + 5.7 11.3+x52 84177
Days 045 159.2 * 26.0 1482 + 216 160.0 = 33.6 126.5 £ 34.7*
No. of females 12 12 12 12
Initial body weight (g)* 2298 +99 2294119 2283 = 8.0 2289+ 138
Body weight gain during pre-mating (g)*
Days 0-6 148+72 169*9.0 149 =71 126 = 6.3
Days 6-13 11.3£75 138279 13.0= 1.7 76x62
Days 0-13 26.1 115 T7T=58 279+ 10.7 202*+96
Body weight gain during pregnancy (g)*
Days 0-7 414 = 8.0 428+ 84 405 = 8.5 47875
Days 7-14 383+76 452 * 10.6 40.7 =179 405+ 58
Days 14-20 77.8 £ 103 83.4 = 100 76.6 = 144 748 + 6.6
Days 0-20 157.6 = 17.6 1714 £ 16.0 157.9 = 23.6 163.1 £ 10.0
Body weight gain during lactation (g)*
Days 04 324 * 163 2713+ 70 23.8 = 10.1 155 % 12.0%*

During pregnancy and lactation, data from females treated with 3, 10 or 30 mg/kg bw/day were obtained from only 11 females because one female in

each group did not become pregnant.
* Significantly different from the control group, p < 0.05.
** Significantly different from the control group, p < 0.01.
*Values are the mean *+ SD.

The developmental findings in rats given DNP are pre-
sented in Table IV. There were no significant differences in
the implantation, delivery and viability indexes, numbers of
corpora lutea and pups delivered, and sex ratio and body
weight on PND 4 of live pups between the control and
DNP-treated groups. At 30 mg/kg bw/day, significant
decreases were noted in the number of live pups on PNDs 0
and 4, live birth index, and body weight of live male and
female pups on PNDs 0 and 1. The number of implantation
sites was significantly high at 3 mg/kg bw/day. External
and internal examinations of pups revealed dilatation of the
cerebral ventricle of one pup in the control group.

DISCUSSION

In the present study in rats, DNP was given to males during
the premating and mating periods and to females during the
premating, mating, pregnancy, and early lactation periods.
As stated above, DNP was used as a weight-reduction
agent in the 1930s (Simkins, 1937a,b). Weight loss was
achieved because energy was released as heat by uncou-
pling of electron transport from ATP synthesis (ATSDR,
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1995). The decreased body weight gain unaccompanied
with decreased food consumption observed at 30 mg/kg
bw/day seems to be consistent with the action of DNP as a
metabolic activator. Higher relative weight, but not abso-
lute weight, of the heart in females at 30 mg/kg bw/day is
considered to be secondarily due. to the lowered body
weight on the day of scheduled sacrifice, not to the direct
effects of DNP. In the present study, the increased relative
kidney weights were observed in both sexes at 30 mg/kg
bw/day. In our previous 28-day repeat dose toxicity study
of DNP, renal mineralization at the corticomedullary junc-
tion was found in rats of both sexes given at 80 mg/kg bw/
day (Koizumi et al, 2001). The renal qua.ges were
reported in humans took DNP (Beinhauer, 1934; Goldman
and Haber, 1936; Simkins, 1937a,b). We concluded that the
kidney is one of the target organs for DNP toxicity, and
increased kidney weight might be due to the test substance
treatment. Liver weights at 30 mg/kg bw/day increased
regardless of the absolute and relative weights and sex in
the present study. These data indicate that the NOAEL for
the general toxicity of DNP is 10 mg/kg bw/day.

In the present study, atrophy of seminiferous tubules in
the testis and slight change in the number of spermatogonia
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TABLE Il. Absolute and relative organ weights of male and female rats given DNP

Dose (mg/kg bw/day)

0 (Control) 3 10 30
No. of males 12 12 12 12
Body weight (g) 537.7 = 39.1 526.2 = 346 537.3 = 50.9 502.9 + 50.7
Liver {g) 19.01. = 2.06 18.62 = 213 18.85 = 2.57 19.96 + 2,92
(%) 353024 354+ 025 350+0.19 3.095 £ 0.23%+
Kidneys (g 357 053 3.74 £ 0.30 3732043 378 £ 0.52
(%) 0.66 + 0.08 0.71 = 0.05 0.70 = 0.04 0.75 x 0.05**
Heart (g) 1.50 = 0.15 1.44 = 0.10 1.51 = 0.17 1.44 = 0.16
(%) 0.28 = 0.02 027 £ 0.02 0.28 = 0.02 0.29 + 0.01
Testes (g) 334 £0.27 3.58 = 0.28* 346 +0.14 329+ 049
(%) 0.62 = 0.05 0.68 * 0.05* 0.65 * 0.06 0.66 = 0.10
Epididymides (g) 1.34 £0,13 1.43 + 0.12 1.42 + 0.07 127 +0.18
(%) 0.25 = 0.02 0.28 = 0.02* 027 = 0.03 025 = 0.04
No. of females 12 Bk LiF
Body weight (g) 3513 %21 3 3487+ 153 3458 + 17.2 338.2+ 19.0
Liver [¢3) 14.84 * 1.69 14.82 = 1.10 14.54 = 1.35 16.30 = 1.21*
(%) 422 +0.33 425+ 0.24 4.21 + 0.38 4.83 + 0.30*
Kidneys (g) 2.24 =020 2.25%0.20 228 = 0.24 239+ 0.14
(%) 0.64 + 0.03 0.65 + 0.05 0.66 * 0.06 0.71 = 0.05*
Heart (g) 1.05 = 0.09 1.07 = 0.07 1.06 = 0.08 1.09 + 0.11
(%) 0.30 £ 0.02 031 = 0.02 0.31 +0.02 0.32 = 0.03*
Ovaries (mg) 116.5 = 18.7 109.7 = 133 110.7 £ 18.3 1108 + 125
(1072 %) 33.05 £ 4.02 31.58 = 4.61 3211 %570 3277*3.18

Weight values are the mean = S.D.
* Significantly different from the control group, p < 0.05.
** Significantly different from the control group, p < 0.01.

“One female in each of the 3, 10, and 30 mg/kg bw/day groups did not become pregnant.

only in the limited stage were observed at 30 mg/kg bw/
day. These changes are likely to be spontaneous, because
the incidence of atrophy was very low, the atrophy was also
observed in the control group, and no changes were
detected in the numbers of Sertoli cells and germ cells per

TABLE Illl. Reproductive findings in rats given DNP

Sertoli cell. We previously noted that dinoseb, a dinitrophe-
nol herbicide, caused a decrease in sperm motility, and an
increase in the rates of sperm with abnormal tail and head
following administration by gavage for 42 days at 7.0 mg/
kg bw/day in rats (Matsumoto et al., 2007). Takahashi et al.

Dose (mg/kg bw/day)

0 (control) 3 10 30
No. of rats (male/female) 12/12 12/12 12/12 12/12
Length of estrous cycle {(days)* 3903 4.0 x0.1 4.1*03 40+ 00
Copulation index (%)" male, female 100, 100 100, 100 100, 100 100, 100
Fertility index (%)° 100 92 92 92
Gestation index (%)" ‘ 100 100 100 100
Gestation length (days)* 227> 05 229 =05 2905 23205
Nursing index (%)° 100 100 100 100

"Values are the mean = SD.

" Number of animals with successful copulation/number of animals mated X 100,
“Number of pregnant females/number of females with successful copulation X 100.

“Number of females with live pups/number of pregnant females X 100.

“Number of females with live pups on lactation day 4/number of females with live pups delivery X 100.

Envirenmenal Toxicolagy DO 10.1002h0x
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TABLE IV. Developmental findings in rats given DNP

Dose (mg/kg bw/day)

0 {control) 3 10 30
No. of litters 12 11 11 11
No. of corpora lutea” 155413 168 = 1.2 i55+28 163x16
No. of implantation sites” 148 £ 1.5 166 = 1.1* 14718 154x13
Implantation index (%)" 959 99 95.6 948
Delivery index (%)" 958 929 94 91.1
No. of pups delivered® 14320 155216 139+23 140%+13
PNDO
No. of live pups" 143 =20 15318 136 +24 Ho % 30
Sex ratio of live pups (male/female) 83/88 80/88 87/63 61/61
Live birth index (%)* 100 98.8 97.8 79.7%*
PND 4
No. of live pups” 141520 15217 13523 109X 3.2«
Viability index (%) 98.8 99.5 98.7 98.4
Body weight of male pups (g)*
PND 0 6.89 = .067 6.91 + 0.72 6.57 = 0.62 6.09 * 0.69*
PND 1 7.54 = 0.78 7.63 + 0.88 725 = 0.79 6.61 = 0.92*
PND 4 11,18 = 1.21 10.86 *+ 1.39 10.74 = 1.23 9.87 * 1.53
Body weight of female pups (g)*
PND O 6.49 * 0.72 6.51 = 0.66 6.23 * 0.57 5.76 = 0.73*
PND | 7.09 + 0.86 7.20 + 0.83 6.94 + .68 6.21 = 0.99*
PND 4 10.54 *+ 1.37 10.29 = 1.38 10.18 * 1.12 9.16 = 1.64
Morphological examinations of pups on PND 4
No. of pups (litters) examined 169 (12) 167 (11) 148 (1) 120(11)
Dilatation of cerebral ventricle * 1(D) 0(0) 0(0) 0(0)

PND, postnatal day.

* Significantly different from the control group, p < 0.05.

** Significantly different from the control group, p < 0.01.

*Values are the mean + SD.

®Number of implantation sites/number of corpora lutea X 100.
“Number of live pups borm/number of implantation sites > 100,
4Number of live pups on lactation day O/number of pups born X 100.

* Number of live pups on lactation day 4/number of live pups on lactation day 0 > 100.

(2003, 2004) compared the testicular toxicity of dinitrophe-
nolic compounds, dinoseb, 4,6-dinitro-o-cresol (DNOC)
and DNP. In the in vitro rat Sertoli-germ cell coculture sys-
tem, DNP decreased germ cell viability only at the highest
concentration of 107* M (Takahashi et al., 2003). In rats
given DNP by gavage at 30 mg/kg bw/day for 5 days, DNP
caused a slight increase in the incidence of tailless sperm
(Takahashi et al., 2004). The authors noted that the sperma-
totoxicity of DNP was very weak compared with that of
dinoseb and DNOC; however, the mode of action of DNP
toxicity closely resembled that of dinoseb and DNOC
(Takahashi et al., 2004). It is suggested that the induction
of sperm toxicity by dinitrophenolic compounds is involved
in the uncoupling effect (Linder et al., 1982; Takahashi
et al., 2004). The uncoupling action of DNP is weaker than
that of dinoseb and DNOC in liver mitochondria in vitro
and their toxicities tend to increase with increasing uncou-
pling potency (Ilivicky and Casida, 1969); therefore, it
appears that a lack of sperm toxicity of DNP is due to the
weak uncoupling potency of this compound.

Environmental Toxicology DOI 10.1002/tox

With regard to reproductive parameters, no effects of
DNP on estrous cyclicity, length of gestation, copulation,
fertility and nursing indexes, and reproductive organ
weights were observed. As for developmental parameters,
decreases in the live birth index, and the numbers of live
pups on PNDs 0 and 4, and body weights of live pups on
PNDs 0 and 1 were detected at 30 mg/kg bw/day; however,
there was no increased incidence of pups with malforma-
tions in DNP-treated groups. These findings indicate that
DNP is toxic to the survival and growth of offspring during
the pre- and postnatal periods, and has developmental tox-
icity, but not teratogenicity, at 30 mg/kg bw/day. In the
present study, maternal adverse effects were observed dur-
ing early lactation, as evidenced by decreased body weight
gain at 30 mg/kg bw/day, and these phenomena might
affect the survival and growth of offspring. Koizumi et al.
(2001) noted that DNP directly gavaged to pups on PNDs
4-21 caused decreased body weight gain and death at 20
and 30 mg/kg bw/day, respectively, although the exposure
levels of DNP to pups after direct administration is thought
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to be much higher than to offspring after maternal adminis-
tration. Consideration of these findings suggests that
adverse effects on the survival and growth of offspring are
due to a combination of direct effects of DNP and/or its
metabolites and altered maternal physiology.

DNP produced dose-related hyperthermia resulted from
the uncoupling of oxidative phosphorylation action (Tainter
and Cutting, 1933; Pugh and Stone, 1968; ATSDR, 1995).
Hyperthermia is known to be teratogenic and embryolethal
in rats (Cockroft and New, 1978; Germain et al., 1985), and
rectal temperature at 41.0°C, an elevation of 2.5°C, for I h
was the threshold combination for teratogenic potential
(Germain et al., 1985). In the present study, intrauterine
death of offspring, as evidenced by a lowered live birth
index, increased at 30 mg/kg bw/day, but no pups with mal-
formations were found in DNP-treated groups. The possi-
bility that elevation of body temperature participates in the
developmental toxicity of DNP persists. Further studies are
needed to clarify the relationship between increased body
temperature and developmental toxicity of DNP.

In conclusion, DNP shows general and reproductive/de-
velopmental toxicity, but not teratogenicity, under the pres-
ent study conditions. The NOAEL of DNP for general and
reproductive/developmental toxicity was 10 mg/kg bw/day
in rats.
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*—DJ—F: QECD. HPV 745 A, SIDS H)EFHESE

Abstract: The 23rd Screening Information Data Set (SIDS) Initial Assessment
Meeting (SIAM 23) was held in Jeju, hosted by Korea. The initial assessment
documents of two substances (CAS numbers: 88-09-5, 111-41-1) at SIAM 23 were
submitted by the Japanese Government with or without the International Council of
Chemical Associations (ICCA) and all of them were agreed at the meeting. SIAM 24
was held at the Organisation for Economic Co-operation and Development (OECD)
headquarters in Paris, France. The initial assessment documents of two substances
(CAS numbers: 88-85-7, Mixture of 110-30-5, 5136-44-7, 5518-18-3) and one
substance (CAS: 7782-63-0) as a member of a chemical category (iron salts and their
hydrates) at SIAM 24 were submitted by the Japanese Government with or without
ICCA and all of them were agreed at the meeting. In this report, the documents of
these substances are introduced.

Keywords: OECD, HPV programme, SIDS Initial Assessment Meeting
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1 [FL®IC

EFBHAFEMME (Organisation for Economic Co-operation and Development : OECD)
MEEEIBHA2ELEERELEYHE (High Production Volume Chemical : HPV) [2DUL\T,
1992 F£IZ18F o1 OECD BEEELEMESRETO T S L (HPV Programme) 12K Y RE
HOFEHNITHA TS (RE)IDS 1999a. SIF 2006), BARBUAFIZHMESL YEHEXE ERE
LTHY. £ 22 @FEFTOYMETMSEE (Screening Information Data Set (SIDS) Initial
Assessment Meeting : SIAM) IZEVWTHABFAIEY LERE S UBIENEESAI-LED
HEOHEXEOE FOREEEF-IBREE - BEFBITOVLTRIBRICBANLTE: (RS
JII 5 1999b. 2000, 2001 ; &#& 5 2004, 2005a. 2005b, 2006a. 2006b. 2006¢c. 2007a. 2007b,
2007c), E£71=. % 19 [@ SIAM (SIAM 19) /5 SIAM 24 OEFEFHAE. SIAM 1 i 5 SIAM 18
FTORBORFEOBEIIOVTHLABN L TS (#aFK 5 2005a, 2005b, 2006a. 2006b, 2007a.
2007b, 2007c),

BRI 2B S (International Council of Chemical Associations : ICCA) 245
HEXEOREMERICEVBRIZBLTD 2001 £ 5, BEBMFICNZ BXREEITEBESME
TELFMEXEORELZEAL TS,

FEEEE. i, BMEER. REEELSUBRRERCETIERNSHBEEIhTLS,
FRBTIEE 23@B &UE 24 6] STAM (SIAM 23, SIAM 24) TEEICE-~T-{LEYWHEEL £
UBXEZYMEOFEXNEOBRELRENT L.

2 SIAM 238 & USIAM 24 TEESh-{tEPYER L BFBUDEONMFHEAT

2006 £ 10 BIZHEM (8E) THEShESIAM23I2ELWT., 10 YESLIV 12HEHATT
—DNFEXENABE SN, R ICTRTELEDEOVBIERERS L UBENEE ST,

Ffz. 2007 F 4 BITNY (75 0R) THESNIZSIAM24ITEWT, 15 WEELU 4D
BEHATFIU—0¥HFEXENEFZIA. K2 ISTTEEVEOVNBFEERS S UBENE
Baht=,

SIAM 28+ 5 & E(L FW (The chemical is a candidate for further work.) F£7z1Z LP (The
chemical is currently of low priority for further work.) & L TRENA TS, FWIE 1§
BNOREAREENVETH D). LP X TRROERKRICEVTIZEMERDBEILELN
CEERT,

2—1 SIAM 23 [=DL\T

(1) 2-Ethylbutyric acid (88-09-5) (B &EHF)
1) BRERR

AYETHBROPMELERFNAE LTERASATL S, BEBRSOITEZEBEIRASL
FUREEEZOND, AVEBEROERIIEFHFIMAIZFHBEATVSIOT, HEERED
LARJLITELY,

2) RIEEE

AYMEHFEBEICHEEN-18E. FI2HIE (64.7%) HLUKE (30.6%) I2H5FmL. BY
IFTRR (4.56%) I290H TS, EPERZEBICESREL., ABITHTSBBEREN (£MER
#E{E% BCF : 3.16 [EtHED .

KEEMIZHTI22HBHTIE. REOEBIFFERE (LCso) 1E> 50 mg/L (96 Effdl. OECD
TG 203). PREOFHEERE (ECs) 1E 70 mg/L (48 Bfd. #i%kMEE : OECD TG 202).
EBOS0%ERBAERE (EC:) IE> 63 mg/l (72 85, £REEE : OECD TG 201) TH»
1-. BHENTIR. FRSORXESZEERE (NOEC) 1249mg/L (21 BR. EHEE : OECD TG

LFAEDBREEE H4%% 25 (2008.12) 225-236 B
EAEYE - T158-8501 HEEAX LA 1-18-1 E-mail: hirose@nihs.go.jp
Z{tB : 200843 H 24 A ZEH 200848 A 218
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211). D NOEC 1£ 39 mg/L. (72 B§fEl, £RKRERE : OECD TG 201) THo1=, AMEIIHE
MTHAN., ChoDRBRICEWT pH [EBRETH-1-1-0. BRBRERZE pH OEEEZRITT
W=, 1€ pH OEEIZDLTIEX, HPV Programme IZ# 1% Hydrogen chloride (7647-01-0) MD&¥
fXETCLE2A—ShTW,
3) REEE

FMEEOHFLS Y MIHE BO. BET) $45&7 000 BBE8KE LTRPICEIS
HHEhd, 1 XTI, BEA{ECIRREERIEHE Y. 2-pentanone BEL S,

Sw hOBEERZAHREEMRE (OECD TG 401) T® LDsolE> 2,000 mg/kg bw TH 1=,

v MIREA2EME L UREHMEZEH B TIEET 42 AR TIEHREHE 4B £ T,
0. 10. 50 F7=1% 250 mg/kg bw/day #BHBORE LE-REKESSN - £ERESHEHEH
8 (OECD TG 422) IZH LT, 250 mg/kg bw/day TIHREE—BEOFEA LM 1 H13DIZR
Hohtz, MEFHRE TIE, 50 mgkg bw/day ELE THOBMEKMAEEICEA L. 250 mg/kg
bw/day THOMM/NREAGEL LT, B EE TIE. 250 mg/kg bw/day THOBROENES.
MoOBMOR - ENEENAEN L, ChoDFERM M, RIERSEHEHORSEE (NOAEL)
(L 1# T 10 mg/kg bw/day .t T 50 mg/kg bw/day & e t= . FF- EWEMEIZ DL TIE.50 mgkg
bw/day AL TLOHBIOBEMMICEREED ST CREBEFLET LTHORM. H5 W EH %
BIEENBOH oD, BREFENTIIEL, -1z, REBMHICOWLTIE. 250 mg/kg bw/day T
HEERHMNABRS L, ERHEESIUHEENFLL, WEH 41 BICBH2EFRULBLL
f=e ChoDFEEMNS, £TEHMEDO NOAEL (X 250 mg/kg bw/day (REHRE). REBHED
NOAEL (% 50 mg/kg bw/day & &=,

HEZAVLEREATELZR T SImix DFEFEFETICANDOLTIEETH oA
BERERB T SImix EFEETTHBHUETH oz, Invivo/MNEREBTIEIRETH-1=.
4) BREBE

FOBEFRECH LTHENE (RERSSE. RESHE) R0, BHEENLLTVLOT,
REFZEICOVWT LP &BEShi, £ BEIIHLTHLEEYE GBEH - A% - PRE~OD
SHEN) ERTH. BREICESRL., RHICETIERBEIEVLO T, BEEEICOLTLP
cEEENT:,

(2) 2-(2-Aminoethylamino) ethanol (111-41-1) (RIS : ICCA B R %)
1) BERR

EPEFFICREERFORMELTEREATVS, BEBRSOBRELTIEIRALER
NEZONDN, AEFAMRTHESINLIOT, BEOREETHTMILIGEL, BEBET
FRIGEEMEEZSE (5 ppm UA) HREOFERICKY . HESRFEOTRERIH LM, £O
BREEL,

2) RS

AYPEHNBBICHE S NIIEE. 99.99% M KBICHFHT 5. AMBEEBTHICESMRL. A¥E
1281+ 5 EMEEITIEL (BCF: £3.7),

KEEWIZHT 2B TIE. BEO LCsold 640 mg/L (96 ). S <> a0 ECso I 22
mg/L (48 BRE. iE5kEE : OECD TG 202), ZHEOD ECso (X 3564 mg/L (72 Fffd]. £REEE)
THoT=
3) BEEE

Sy bAd HUCEBEAEZAVEERZORS (0.5, 50 mgkg bw) Tl ZEHEITEPLHMIC
BN E N, 0.5 BREILRICHP LALEIREEE G0z, 5 LE-E0XKES (85-98%) AR
b2 5% 48 FRRILLAICHER e, MEBRICEERYPEOANRH o, TOHEEFRMEIZ
M (1-6 BFRMOETHEIE - 1.6-1.8 Ffffl. 8-48 BFRIMETH{E : 16.7-17.3 B¥MH) Z#R L1, FRP

(L FAEPRESER H4EFE 25 (2008.12) 225-236 H
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A 200843 H 24 R SHA 200848 H21H



OECD (kB E DB (5 14 #) 228
— %23 [@, 45 24 [0 OECD &4 ER{v Y E N MFTHE (2006 5N, 2007 4FE8Y)

ICIEEICKRECESFEEZA, FoOMt., RELFEZEST 1 BORBEDS L 2 WEITRANOHE
ETH-oT-, BIRS Y FAOEBERERFDOEES (50 mgkg bw) OFERIZ. EFERES v FERKT
Hot-. Sy FADERIZE (480 mg/kg bw, SEM) 12T, MBREIRYTELH,
o=, R~ ah, £PENFREIROBREDHN 10%TH 1=, ChoDE2TORER
ITBLNT. RBRE~OLSHIIRBEICLLL, £z, EE5E. BEER. IHROAEICLDHE
BB oniihotz,

OECD i€ K54 5B (OECD TG 401) #8¢. S v MIET2HMEBEHEOEREORSE
HHEHEB TO LD (3> 2,000 mg/kg bw Tho71-, BHEEK (FFIREH. BEL. L2005
T) 1> 2,000 mgkg bw THohtz, Fiz, EREFIBCIVERZSISEI L. BERAS
45188 (OECD TG 403) ITEVWTEYEDRENZES (REFH) 125 v % 6 £121% 8 B
MESEE-EZA, BHEIEOOILEN STz, SY FEBLUDHTEAV-ERRRESEMN
HE: (OECD TG 402) 28T, LDsolE> 2,000 mg/kg bw., £1f-. SHERTEHRIMLEICH
H2EBORESLUVERETH 21z, YHXORBERICH L TEEENEBOH SN,

EMBIZIZEBEEME (FILEFE v b Maximization SHEH LU 2R LLNA HE&) HHUY.
Diethyleneamine, Triethyleneamine, Ethylenediamine # & Uf Piperazine & D32 RIGH
BEoHohfz, £z, ERITLILF—HEMRELEZECTAEENHL, TELT. EYWEZE
EUHBRSHORLSERALEEES CEETERE7ZLLX—HHBEOE L-HELNHDHH.
BT IHBHRHERIBOBEBICELY . CO0FEMEIID LI GEEHETEL,

S MZ 0, 60, 250 £7=1% 1,000 mg/kg bw/day ZEHEOHRSE L1- 28 BMRELZO®RS
EMHHE (OECD TG 407) [2HULT. MEFRE TIE 250 mg/kg bw/day Ll LTI GOT &
D EF. 1,000 mg/kg bw/day THICTEILATO—IILOFELHEBOH . RERETIIM#EC
RN DM, 250 mg/kg bw/day LD THED LR . 1,000 mg/kg bw/day O THRE
DORFLHBHSNT=, 1,000 mg/kg bw/day QOB THEX - HHAEEDEM. HOBRTHE
HEEOEMAED Sh. EB¥MICIE 250 mg/kg bw/day U EDHH LU 1,000 mgkg
bw/day QU ICEEO RMRABICH T HEMRAEOEX EMPENMEDABA AN, F
f=. 250 mg/kg bw/day Dt i B DHERBHEORELA A oz, ChoDFERM 5. NOAEL
It & £ 12 60 mg/kg bw/day & Shiz.

Sw kIZ 0, 100, 300 F£7=I% 1,000 mg/kg bw/day % 28 BREIERESE LEEREBRIZE T, —
BHESHEIBEO LGN oz, APEICEERAME - BRELHLD T, BHEALICOH
BRBEEAALO SN, —BEHD NOAEL 1% 1,000 mg/kg bw/day & Eht-,

Sw kZ 0, 50, 250 £1=1% 1,000 mg/kg bw/day Z@FHEORSE L-EORESMHSEESM
B (OECD TG 421) TlL. 50 £ U 250 mg/kg bw/day DRIZE T, KEIIROH - fhEh
RIZCEIREAZES ohi-, EHOEBHREBICLSE. CThoDFREFHERRHMICEN, £8%
60 BE TICBIREFAML T =, 0. 0.2, 1. 5 LU 50 mg'kg bw/day x5 L 1=EME
E& (OECD TG 421 IZHEL) CBITHEAREDOREICE TEF, LOAEL A% 0.2 mg/kg bw/day &
ahtz, £1=. 1,000 mg/kg bw/day CTIXROABRIBOH oIS, REBUEHIVERBEDE
TFTIZEB2ONETEATH SN, ERA~OEEZEOTREMEN 5. £IESMHEO NOAEL (% 250 mg/kg
bw/day & Eht-,

B8R 9-19 BOWEIRS v FIZ 0, 0.5, 2, 10 F¥1=1% 50 mg/kg bw/day Z#HZEO/E L1
SRiREEMHE (OECD TG 414) TIE., LM iEE (OECD TG 421) (2HLVT 50 mg/kg
bw/day THON-BELBHEAoNT. BESELELCERE~OSEEIBDHSNGEM ST,

HEZAVEREARTREBRLUF v/ —X - NLRAZ—IEBRERZAVLEEEKR
BHREBILLICEETHY., T, b/ BEBLEETH--. TOM. B20EGEM
HBATOALY, BEEESHOTEEZRIBREBDH oGNS,

LZLEMEETERE F4%5FE 25 (2008.12) 225236 B
ARG 0 T158-8501 A X EAE 1-18-1 E-mail: hirose@nihs.go.jp
Z{tH : 200843 A 24 A ZHH 200848 A 21 H



OECD {kZ#h'Ext o8 (5 14 #) 229
— #5230, 45 24 B OECD mAERLFEYHEOMFME (2006 FFM. 2007 F-5Y)

4) RREBE

AMEIIRECH L TEEHE (EEPR~ORME., REBREE. MBEORESMN) ZRL.
Fr-. BEOUEMEZSTETETLLOT. BREEICTOVTIEIFW LHESh. BEMEER
CHBEBRGECET IAENEEEINE:, T, BEISHLTHEEYE (FRE~OSMSMN)
EREHN. BHICESBEL. ABICETAREREEVOT, BEERICOWTIE LP LB88E
=hi-.

2—2 SIAM24 (22T

(1) 2-sec-Butyl-4,6-dinitrophenol (88-85-7) (B &)

1) BEKR

AYBEIESHBERIE LTERASA TV DA, BERTIE 2006 FELUIEERE L TLVAEL (2004
FIZIX 215 b, 2005 FIZIF 110 FUEESATIV:), BEELTERASA:-C ENBEIC
HYy. AYPBEEFIEZICESBLEVOTEREBEDRICEBL TV 0EEADH S, BLHAMRTHE
AEhdOT, BEHESBREOAREEIELL,

2) BREE

AMELAKRKKITHE ShBAELE ($960%) . KA ($330%) ., KB (#1 10%) 129 L.
KBITHE Sh-IBEEKE (8 92%) LAY (# 8%) 124 L. tRITKEEh-BE
(EIB (89 100%) ITH9HL., KA - T - KBICHE S h -GS LR (380%) &KkE (8
17%) 120 T 2. ZXMERXBRICEGBELELD KEEMIZCE T 25 MBEHREEIZEL (BCF
0.3~2.5),
KEEMIZHTH2USHETIE, BED LCsxol( 0.032-0.54 mg/L. (48 BFRET-(% 96 BER) .
22200 ECso (% 0.24-0.74 me/L (48 B5fHl) . |BEHBY (32T E) D LCsolE 1.8 mg/L (96
B¥fE) . HIED ECs0ld 0.49-1.4 mg/LL (72 M. £ REER) THo1-, BHESETIE. &S
D NOEC (F<0.0005 mg/L., £ >2a® NOEC 1Z0.062 mg/L, (21 B, ¥HEEE : OECD TG
211). EHE D NOEC [ 0.36 mg/L. (72 Bff]. £ RK&E®E% : OECD TG 201) T#H-o1=.
EEBSFED~OEMEEARMRBICEVTRD O, TIRPOBZEDOREA B
ThHY. EHFFMEIELL., Fi-. SEORHMIC 5 BREESERS L CHELM%Z 3 B & L=
RIBEMESEMHEE (OECD TG 205) O#2R. LCsold 410- > 540 ppm THo7=,

3) BERE

UCEBARZAVERRBRICOVWT. AYEORERIVEER A S v FCEWLWTITHEESE
TL., TOWMUE (L 6 BRERIZITIESEDH 4% THo=H, 120 BREE T 75.9% (B
~92.5% (B ThHotz. 120 BREZICEBRT v F THREWNEOH 70% A RPIZ, £ 16%AH
EPITHE SR M 7%AMERICERE LTV 24 BEEICHBS Y FORESWHLIZE A,
FEMEILFEFERBEEIAT V-, ZYPEHED CEEXOPIZTEVTRETH 1=,
IVADENR 11 BIZHUWC 280 EAXYHEZEEARS FLEEFEORES LA, BEE
BLTIRIZEBITLE: (BHEODEDRED 25%LUT), BIZHEITS UC OREEILERER &£
OcLLICRIBETH -0, BEEICET H2OIXEEAREDIESIHNEL GEL, BETIE 1C
T2 TOMRBICEITLEZ. EYHERBOHLEEERIREORST0.02/hr, BERBSTIE
0.09hr THo1=. BEESRBITHNDLLT ., BERED 64 BRELAIZ, IRE5E0 67-78%HV K
CETEIRE N,

BAREIZHSITD LDsoF1-12 LCso £ AT 35-130 mg/m3(4 B, S5 v k) . BRE T 40-146
mg/kg bw (DHX), #OTIL 550 mgrkgbw (S k) THo1=,
FMEICEOYXORICHT 2NAMMENRH T,

v MMIRERI2AME S UREHMESH M TEH 42 BRI M TIX A HERE6 BE T,
0. 0.78, 2.33 F£1z1F 7 mg/kg bw/day FiEHIBEOHRE L-RERSSMN - EERESHHESR

(EFEMRGEE F 485275 (2008.12) 225236 B
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B2 (OECD TG 422) 2T, HORTIFROH ohiah oA, B TIE 7 mg/kg bw/day THE
bR 19 BIC 74l R 21 BIC 1 HAETL, HEiR 198 - 20 BIZ 1 T DHERELNRDH O
1= T1=. 0.78 mg/kg bw/day Tt M FHMERFFHEM L . 2.33 mg/kg bw/day T it D RS fi
ICHEFHHWAEMABD LI AL, REHBRESEHELED LOAEL (31 T 0.78 mg/kg bw/day.
NOAEL (Zitf T 0.78 mg/kg bw/day & &hitz, £, RFRER T 7 mg/kg bw/day [TH LT, &
FOEHHETORERENREHON, HTEIHEZOETHEOOAIZI LMD, EREE
S0 NOAEL (£ 2.33 mg/kg bw/day & &hi=,

OHEXOIEKRT7-1980/M. 1 B 6RO, 1. 3. 9 F/-1E 18 mg/kg bw/day TEEERELT-
RAESHEE (BHHMT E-1- 18 mg/kg bw/day OB 5 (Zi&pTdhib) ITHBLVT. 3 mgke
bw/day LLETHBEDEELEBLER. 9 mgke bw/day TERMOELD. OFH., /NEEE. /M
BREREDIEM. 3 mg/kg bw/day LLE THKEEES S UEBENREDBMARO Shi-. Tho#
BEhb, REEREESEN. BESHELURESHOELEE (NOEL) X 1 mg/kg bw/day
Ehiz,

S QIR 6-15 BIZ, 0. 25, 5. 10 B&U 15 mg/kg bw/day ZHHBORS. F=(1Z,
200 ppm (%3 15 mg/kg bw/day) #EEE#RE5 L= TIX. 10. 15 mg/kg bw/day (G&#]) &
£ U200 ppm CGEEE) THECHEEEMOFBIOMNEH SN, BIRIZELNTIX 15 mg/kg bw/day

(%%l CTEAE, BEEE. 10, 15 mgkg bw/day (&%) TEEZEEOHEM. 200 ppm GE
£8) T/NEREKEDEMAGEESH S4f-, 10 mgkg bw/day TRENBOH o2 &D, BlES
HHELURESBMD NOAEL IE 5 mg/kg bw/day & &ht-,

HEZAVWIEREATEEBELUF ¥y =X - NLRAZ—EBHREZRAV2EER
BREBIELICEETH 1=, SYLBLUIDATOENABRRBRICELNT. BEBEBEF
+HRTH M. BNARETTREEIRBOHOALGM ST,

4) BRLBE

EMEIREICHLTHESE (2SS, P, RERSSE. £ERESH) TRTH.
BREENLLTLVOT, BEEEICIONT LP L&z, £ BEBEICHLTHEE (BHR
~ANRESE. A PV ~0OEMESN. BRESFEDOSMESE. HELBYE) T
FTIEML, BREERICOVWTIEHFW LS Eh, BRESICAHAT LIRAECELEEYICHTIE
EMFMEETO ARSI,

(2) N-(2-OctadecanoylamidoethyDoctadecanamide (mixture of 110-30-5, 5136-44-7,
5518-18-3) (RFEMERKL : ICCA BERLEXR)

COFEXBIIESYE SR (N-(2-octadecanoylaminoethyl)octadecanamide (CAS No.
" 110-30-5) : 40% w/w. N-(2-octadecanoylaminoethyl)hexadecanamide (CAS No. 5136-44-7) :
40% w/w. N-(2-hexadecanoylaminoethylhexadecanamide (CAS No. 5518-18-3): 13% w/w)
IZRTH2LEDOTHAN., #ELEYE (CAS No. 110-305) OT—2MHHBEICIE. Fhiod
EREL Tz,
1) BRERR

KEESWINIEARA - ANEEA - BHENRELTTSIRAF IR (EICEFHREP
BEREDN /A=) IZERASHh,. FMEBIX 1%ww LLTTHD. £fz. USPHLEUTEEREE
T EMHAOFEMLBHOATLS, BEBRBOIEERIEEBRICETHIRA, HESE
BECIEZERINKE~OEMICLIBREEZIOND.
2) RIEEE

FEEYHLRRIZHRE S-S T LR (82.2%) EXBY (15.6%) (T4 L., KBIZHE
SNIESTXERY (93.6%) 24 L., LRMICHHSAEZBEE LR (99.9%) I2H9FmL., X
S LIE - KBICHE S B S ERBY (58.3%) LR (37.7%) ISHHT 5. FEEMIE
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BRITENB LAV, KEEM-EITSEMRBELELL (BCF : 263 [EHHIE]D.

KEEWICHT HEUEBETIE. AED LCsolE>0.027 mg/L. GEARERFR) (96 B5/. OECD
TG 203), 22220 ECso &> 0.0022 mg/L GERZMRSR) (48 F5MH. #EkFEE : OECD TG 202) .
EHEO ECso[£>0.018 mg/L. GARBR) (72 B, EMES L UEREEE : OECD TG 201)
TH-ot-, BHBHTIE. 2230 NOEC IE> 0.0056 me/l. GEfZER) (21 BM. %5EME
£ 0ECD TG 211). B4 ® NOEC [£> 0.018 mg/L, GEfERR) (72 8. £R#EREE : OECD
TG 201) ©&H 1=
3) BEEE |

Sy FrOERBMASHEHREBTO LCsold> 112 mg/ms (6 BfE) THo1-, Sv FO2MESNE
HHMEICE2EMHE (OECD TG 423) 12811+ 3 LDso 3> 2,000 mg/kg bw THo1=,
N-(2-octadecanoylamidoethyl)octadecanamide (99.7% w/w) IZE1T55 v FOBEREOERSE
ERE (OECD TG 401) T® LDsolE> 2,000 mgkgbw THot=. ZREHTIXHZH. B
B0 O XOREE LD (E> 2,000 mg/kg bw THo 1=,

Flh, BROZREHHN LS. KYPBEICITRECERICHT HRBEEENE SN,

S FIZ 0. 100, 300 F7#=1E 1,000 mg/kg bw/day Z@HEFEOHRS L1- 28 AMREZOHRS
HMRE (OECD TG 407) TlE. BERAE® 1,000 mg/kg bw/day I2H T LB S (IZREEL 1=
FEIRHONT. MO NOAEL (X 1,000 mg/kg bw/day & &ht=, 5 v FIZ 0, 100, 300
F1=1Z 1,000 mg/kg bw/day @ N-(2-octadecanoylamidoethyloctadecanamide (99.7% w/w)
Z 28 BMEHRO/RE LE-EHORBTL BEICEEL-RE (TR O o h T gD NOAEL
IZ 1,000 mg/kg bw/day & &ht=.

FEEWE LU N-(2-octadecanoylamidoethylloctadecanamide (99.7% wiw) OEAE L.
MEZAVIEREARTRABELIUF Y/ Z—X - NLARAA—IERHEBRERANZ2EEER
REITEBICEETH T,

Wi S v MICAECRT 2 BRSO XEMES S, HTE 47 B, BTRSHREWE 4 BZE T

(42~52 B). 0. 100, 300 £71=1% 1,000 mg/kg bw/day ZHHFEOREL-BORSHEE
MEEMEE (OECDTG 421) Tlk, H#S v FELURELIIBSICEEL-EETEOON
T, —EMSLIUEERESMEO NOAEL (1,000 mg/kg bw/day & Sht=,

4) EREBS

FEESWIE, @ECESICH L TEEFENBELOT, BREESLUBRBEELLIC. LP &

EhEShtz.

(3) EAHTT')— : Iron salts and their hydrates (10 chemicals: 7705-08-0, 7720-78-7,
7782-63-0, 10025-77-1, 10028-22-5, 13463-43-9, 13520-56-4, 15244-10-7, 17375-41-6,
24290-40-2) (JREMERK : ICCA 21 5> Fi %/ BEREF)

BB DOIH S % EMA L. MYOLE, B, RAKIZZLEEID, T, 2{D&E
MIZE>THEBRUUNBATETHLEMD, TAOCOEYICEIEARRENLBTRTEED
PRI L, Ff-. HEBEMNICERT 2HEI LTS,

MR A 4 D OWESEUME (L. SKIEEPTRAA D EBA T IEPHICAER L. RIE
MEBPHN IO 2B THEORIGERMELG D, BIEE— (7758-94-3) 2D TIIEFBRIC
SIAM19 TEBExh TS, AYPEHTITU—TIE., ELE—HOBREHE T, BIEE-&

(7705-08-0) . BB =% (10028-22-5), WHEEE—&% (7720-78-7). BLE_HAKIY
(10025-77-1) ., BREEE &N KHH (13520-56-4), HEBAE—#—KkiW (17375-41-6). B
BE—#tkiY (7782-63-0). HILFEZHKMY (24290-40-2) . HiBEE —#HKANY
(15244-10-7) . FEEE¥E —857KFH (13463-43-9) (2D WTEMEATHhI -, 4E. BEEAFIE
HEEE—HEt/AHNY (7782-63-0) IO THEH L=,
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1) BRERR

EHATFI)—PE T EIEEAOTEFE L TKLBIZEHIATLS, HEROBEDLK
ATV —PEERVE-LBKORFICLEIBERBEORREMENHL. /-, HEEBRERL
L TREDCEYE. RH~NOFBRE—HOFEAN/EREIATLS,

2) BRIBEE

2ffiELILZ 3 HOHTHI2EFHTIT)—YHEIL. FEREERMTHY. KITBBFTTE
HERT, RIIKEOEYZLE-THLAXTETHY . ARTEENICHBSENDI0T. £~
DRMBEFLEBEVENEHEESND,

KEEMICHT 58 HEEMETIE. RED LCslE 0.41 - > 28 mg/L (96 B¥fH) . S 2> ad ECso
(% 1-10 mg/L (48 B . HED ECsol 18 mg/L. (72 B, £ R#EER) THoT1- (MEIE
Fe MRE), KBBLE-HADEOHLELOHER. B pH FHICBVLTLERT IBORE
IFERICIELLGEz8, BEHENKEBBICESHEEZEERZI ARSIV LZL. —A.
pHAMEL (<5). BREBFENDL L, SSLIIHBEABNESICIE., S—HIEBICSHE
EERIFTTARERLH D,

3) BEEE

BIEFOBBARETHD. BRIEBEIBHBEELCHRALTEETRREAD, RINOATIZE—%
IFEIELTESICHAY ., PRALEVEDPII VBB LSIZFL—FEh, NEOBER~B
B9 5, BORWE, 2o LEYM I FUORBEBICLYEETSA, KBEYICLEESLS.
Sy rOHBRREEFE FLYEL . BEICLHERMERE FORN 100 ETHS RIS ATz,
ABROBHBEEEI QT VITHRELTEMICE TN, AEJ0E O—8ELD, BRY
TEBED I FUORAEISTYUIZ, HBAWE, SATDELELTETFN, SHITLE
PALBRLPOFEFOBEESEI/ QT VICHFET S —BHYH 1-2mg OfFMNEDLATL
&

Sy rOERROBZSEHHB TOEREE—8HO LD (OECD TG 423) 1E 300-2,000 mg/kg
bw (132:881 mgFe/kg). WEEE_#® LDso (OECD TG 401) (I T 500-2,000 mg/kg bw

(139-558 mgFe/kg) . T3> 2,000 mg/kg bw (558 mgFe/kg) THo1-, HEEE—#K KR
MZENTIZBREAE®D 2,000 mg/kg bw (400 mgFe/kg) (OECD TG 401) TH 5w hIZAH%
EHIEOOhGEN oz, ERIBVWTHMBME—RICIIANUSHEIFIBHONLIFAEER. 6 &
FHEDOHHRTIE 20 mg/kg (7 mgFe/kg) (BEROA). FHTIX 200-300 mg/kg (74-111
mgFe/kg) . A TIE 1,400 mg/kg (516 mgFe/kg) EEZ OGN TINS, Sy FOBEEREERS
H14E (OECD TG 402) TORIRIBILE—#D LDso (3> 2,000 mg/kg bw (881 mgFe/kg)
TH-o1=.

DHXOEBIZH L TEEOHBEE—ZKIHOALHMMEETRL. BEROEBLE—EIZIZE
WA H Y . BEROHEEE - HEHBE—SRBFRITIIRHEENZ L (OECD TG 404), 5
v FPOKEICH L TEEEZHIRBELH D, DV XORICH L TEEE—&KICITEERE.
BEEZSICIEIRHEAD Y . REBE—H L KINYBIRICIIREELEBH S AEL (OECD TG
405) ,

S RIZ 0, 0.12, 0.25, 0.5, 1.0 RU 2.0%Z8Kix5 L1- 13 AREZEORESE
HETE, L0%UEICBEWTHKEENMEOE DI TRHoN-Z M5, NOAEL X 0.5%

(I#T# 277 mg/kg/day. F£1=13. 57 mgFe/kg bw/day. T 314 mg/kg/day, E£1=1E. 65
mgFe/kg bw/day) & &htf-, S FIKEH 2 BB L UXEBEMES 5., #TIXEF 49 BRE.
it TIEHIREEE 5 BET (42~47 B . 0. 30, 100, 300 BT 1,000 mg/kg bw/day D
BME-—STKIMZEHNBORE L-RERSSE - £HERESHHERE (OECD TG 422)
[ZH LT, 300 mg/kg bw/day THICIEEBOMMEDM., HICER) VEBIELN)LOENAED S
hit=-C o REEESEMO NOAEL (ZE#H# & £ (2 100 mg/kg bw/day (20 mgFe/kg bw/day)
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EEht-, SEELICHTIESHEZIBEHONELNST-OT, £ERRLESHED NOAEL (&
1,000 mg/kg bw/day (200 mgFe/kg bw/day) & &hiz,

T, Sy MIXER 2AMB L UXEHMZESSH. HTIXE 42 B, H TIXOMEHH 4
BET (42~54 BfE). 0. 125, 250 R 500 mg/kg bw/day DIE{LE—#%EHHBOREL
-RERSSN - £FERESMHHEHEEE (OECD TG 422) I2HULVT, 500 mg/kg bw/day T3E
Th&oht-, £, REHRSSEO NOAEL (X1 & 112 125 mg/kg bw/day (55 mgFe/kg
bw/iday) Eahtz, EMRELEICEHT LBEHERELRO oML T-DOT, £WRELESHED
NOAEL (% 500 mg/kg bw/day (220 mgFe/kg bw/day) & &hiz,

ChoDRBEREIEYEHTI)—OLTONETHARETHS.

EKATT)—PEIX. BEEBOTIR) v I+—THRBLEBRE— &Lt KODOF ¥ 1
=X NLARA—BEEHREFAVIEBAERHBICARVLVTEBEERLEN, XhTTY)—
MEEZAVEZZL{OEREAZTERB TEIBREROBRERL. 2. 5D nvivo REBT
XEETH 20T, FAFIT)—PEE v tBWTEESEELEWNE SN,

2EM.MES Y FZIEIEE 8% 0.5% (i# TIX 320 mg/kg bw/day (110 mgFe/kg bw/day).
I TI% 340 mg/kg bw/day (117 mgFe/kg bw/day)) FTDERETRAKES LEREBIZBWLT.
BEEREOEMIBOH LGN 21z, BERABCEVTLEPCEESRN L OKEREHEME
BONA)AVEIMEDORBEIRO oGNS T=,

4) BREPDE

XHhTI)—PEIZ. REIHLTEEFSHZRLEZY., SAEBBRZCEVTOATH-1-D
T. BEELEICOVT LP &EEShT-, £ BHEICHLTLHEERZRLEA, HHEK
B8 (€ pH “EBHEER) BV TOHTH=NT, BIREEICOLTE LP L@#EShiz,

3 BhHYIC
FIETIE. SIAM 23 RUSIAM 24 TEEESh-EEMER S LU B XIEBEUYME Q¥ EATEE
XEBIZDOWTHANr LIz, SIAM TEESN-DEONMTEXEEISA 42—y ®D OECD

web ¥4 bk (http//cs3-hq.oecd.org/scripts/hpv/) TAFEMNETRETHD. EFHAEE TOFEIEIC
2L TIE. JIK (2006) ICEEBEHh TS,

BEXR

1. ZIE E (2006) : OECD OB 4£ERILEVHEREMABTIOISLLTOERFIE %
EMBLAEER, 2 83-103.

2. BRREN FHEF LWEXEBEF, LERE, #8%—, RSIE—, I & (2004) :
OECD {t#MEXRFENEHRE (F5#). EXEXLKELKTEREMRBS, 122, 37-42.

3. BiEEMm, FHEF NAEEF LHEHE, #BX—, RB)IE—, I8 E (2005a) :
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F1 SIAM23 CTHRIMW-PMHOSEER
wmR
CAS No. 1 LEMES B =
| ' BEEE REEE
88-09-5 | 2-Ethylbutyric acid . JP LP LP
107-29-9 | Acetaldehyde oxime | uUsacca LP LP
111-41-1 | 2-(2-Aminoethylamino)ethanol . JP/ICCA FW LP
111-76-2 | 2-Butoxyethanol ! FR: eu LP ; LP
115-96-8 | Tris(2-chloroethyl)phosphate | DE: eu FW ‘, FW
3-Isocyanatomethyl-3,5,5-trimethyl
1008-71-9 | © Socyanatomethytra,e,ortrimethy DE/ICCA LP LP
cyclohexyl 1socyanate
Pentaerythritol
6683-19-8 | tetrakis(3-(3,5-di-tert-butyl-4-hydro CH/ICCA LP I FW
B xyphenyDpropionate) |
7758-11-4 | Dipotassium hydrogenphosphate KO LP LP
Fatt i il, 2- 1
T atty acid, tall oil, 2-mercaptoethy US/ICCA W LP
ester |
86089-17-0 | Tridecylamine DE/ICCA LP FW |
— R
MEHTI)—4%& = -
BRECE REFE
Sodium chlorite and chlorine dioxide BIAC/ICCA FW FW
Esters of thioglycolic acids US/ICCA FwW FW
Monomethyltins US/ACCA FW Fw
M N o 3 -
onobutyltin trichloride and selected thioglycolate US/ICCA FW/LP* W
esters
Mono-octyltin tri i lected
t‘)no octyltin trichloride and selecte US/ICCA FW FW
thioglycolate esters
Dimethyltins US/ACCA FW FW
Dibutyltin dichloride and selected thioglycolate US/ICCA W FW
_esiers S I
Dioctyltin dichloride and selected thioesters US/MCCA FW FwW
Vinyl ethers DE/ICCA LP LP
| Alkylamidopropyl betaines | DE/ICCA LP FW
E Cyanoacetates DE/ACCA FW LP
E Crystalline, non-fibrous zeolites DE/ICCA FW | LP

$8% DBEE (F BIAC : Business and Industry Advisory Committee. CH: X4 X, DE: F4 .

FR: 75 A, JP: BAX, KO: #E. US: XETHS. ICCA FERLFEIEBEMERITE
AEEREETT . cul L. BMMESTOYRVFMEEL EICLEECEEZRT . ARBRICBVLT.

FWIZEBMORERARFEENVETHLI L2 . LPRBKTIHENEEOLENLGENI EETRT.
—EABIzELEMN-2Z &EFRT ., *Monobutyltins hFIY—IZHE VT, FW OBEIE
monobutyltin tris(2-ethylhexyl thioglycolate) (CAS: 26864-37-9) & monobutyltin tris(isooctyl
thioglycolate) (CAS: 25852-70-4) . LP M & X monobutyltin trichloride (CAS:1118-46-3) T

i’?f:o
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o %2 SIAM24 THRSII-MEOESERKR
BR
CAS No. {tEPEL B -
BEEE BEREEE
75-12-7 | Formamide DE/ICCA LP LP
88:85-7 | 2-sec-Butyl-4,6-dinitrophenol JP LP FW
100-97-0 | Methenamine DE/eu FW LP
Mixture
(110-30-5, N'(2'0ctacllecanoylamiml)ethyi)oct JPICCA ' LP
5136-44-7, | adecanamide - commercial grade
5518-18-3)
111-42-2 | Diethanolamine UK/ICCA LP | LP
872-50-4 | 1-Methyl-2-pyrrolidone US/CCA LP LP
1461-22-9 | Tributyltin chloride US/ICCA FwW FW
1461-25-2 | Tetrabutyltin US/ICCA FW FW
2487-90-3 | Trimethoxysilane US/AICCA LP LP
3194-55-6, :
95637-99-4 Hexabromocyclododecane SE/eu Fw | FW
3590-84-9 | Tetraoctyltin US/ICCA LP | FW
7646-78-8 | Tin tetrachloride US/AICCA LP 3 LP
7759-02-6 | Strontium sulfate KO LP LP
25340-17-4 | Diethylbenzene, mixed isomers CH/ICCA LP LP
Neod i i th 1 t;
51000-52-3 .eo ecanoic acid ethenyl ester, UK/ICCA LP FW
vinyl neodecanoate
HER
MEHTTY—F 8
BECE | BRE®
Phosphates US/ICCA LP LP
Iron salts and their hydrates JP+FI/ICCA LP LP
Ammonia US/ACCA LP | LP
: ; 2 : 3 : |
Nl(:ke-l, nickel sulfate, nickel chloride, nickel nitrate DKleu FW | _
and nickel carbonate J

HLUEOKSIEX CH: R4 A, DE: F4Y. DK: Fv3—% . Fl: 24252 K, JP: B
A, KO:8H, SE: A9 x—F>, UK: £E. US: XETHS. ICCA ZERLEITXIR
SRESICLIIZFARRBHEETT ., culd. RMWESTOYRIFHEEDL EICLEZZEETRT,
AEHKRIZBLT. FWIZEBNMOBEREEENVETH I L%, LP ZBRKTILEBMESR
DBENGENZLERT. —[FEBICELGEL -2 EERT.
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OECD High Production Volume Chemicals Programme: Summary of 26th SIDS

Initial Assessment Meeting

WMEEETF !, THEE . EaFE I8 R’V LHESHE!

Mariko Matsumoto', Shigeki Miyachi?, Yoshio Sugaya?, Makoto Ema!*, Akihiko Hirose!

1 BXEEREEERRMLTEHEYHBRREL 4 —REFHERRE
2: (B LY EFEFRAE R ST AT
3: () EBURBMEMREYAIHEE 22—

Health Sciences
2. Chemicals Assessment Center, Chemicals Evaluation and Research Institute

S

1. Division of Risk Assessment, Biological Safety Research Center, National Institute of

3. Research Center for Environmental Risk, National Institute for Environmental Studies

BE : ¥ 26 @0 OECD BEEELAYMHEMMTMEEA. 2008 £ 4 A 16-18 BIC
TSUAMNY TSz, CORBTIIH 24 PEOMBRIFECBICOLTEHES
h. 12PEOMNP) RVFMERES K UEEERICE S EEBICHT 285088
hi-, BRIE. BFAEEZER L= Benzoic acid, 4-methyl- (CAS:99-94-5) B &
VERMEEIXBEHES (ICCA) AREIEM L 7z Sodium sulfite (CAS:7757-83-7)
OMPFEXELIRE LEENM T Oz, KBTI, £ 26 MM ESHEOHEANS
DEBEZTRET S,

F—O—F . EFXBHAREE. SEESLEYE. SIDS M EEE. VRV
i

Abstract : The 26th SIDS (Screening Information Data Set) Initial Assessment
Meeting was held in Paris, France on 16th-18th April 2008. The initial
assessment documents of 24 substances were discussed, and the results of initial
assessment and the recommendation for 12 substances were approved at the
meeting. The Japanese Government submitted the initial assessment documents
for two substances, benzoic acid, 4-methyl- (CAS: 99-94-5) prepared by the
Japanese Government and sodium sulfite (CAS: 7757-83-7) prepared by
International Council of Chemical Association (ICCA), and both documents were
approved at the meeting. This paper reports the summary of the 26th SIDS
Initial Assessment Meeting.
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