4193-55-99)

4404-43-79
513-77-9
7632-00-0
7757-82-6

7727-21-1
7727-54-0
T775-27-1
15630-89-4

818-61-1
255684-83-2
5124-30-1
13674-87-8
38051-10-4

OECD BAERLEMERART 1S T A
- 520 Bl s BME -

Benzenesulfonic acid, 2-2"-(1,2-ethenediyl)
bis(5-((4-(bis(2-hydroxyethyDamino)-6- (phenylamino)

-1,3,5-triazin-2-yDamino)-, disodium salt
Benzenesulfonic acid,

2-2-(1,2-ethenediyDbis(5-((4-(bis(2-hydroxyethyDamino)-

6- (phenylamino)- 1,3,5-triazin-2-yl)amino)-, free acid
Barium carbonate

Sodium nitrite

Disodium sulfate

Dipotassium peroxodisulfate

Diammonium peroxydisulfate

Disodium peroxydisulfate / Persulfates
Disodium carbonate, compound with hydrogen peroxide
(2:8)

2-Hydroxyethyl acrylate

Acrylic acid, monoester with 1,2-propanediol
Cyclohexane, 1,1"-methylenebis[4-isocyanato-
tris-(2-Chloro-1-(chloromethylethyl) phosphate
Phosphoric acid, 2,2-bis(chloromethyD-1,3-
propanediyl tetrakis(2-chloroethyl)-

KO/ACCA
JP/AICCA
SK+CZ/IC
CA
US/ACCA

PL/ACCA

US/ACCA
US/ICCA
DE/ICCA
IRL/UK:eu
IRL/UK:eu

Lp
Fw
Lp

Lp

Lp

Lp
Lp
Lp
FW
Lp

453

Lp
Fw
Lp

Lp

Lp

Lp
LpP
Lp

FW = The substance is a candidate for further work. (BNOFAEMEEEISBE)
LP = The substance is currently of low priority for further work. (B ClXEBMEEDNHE

#L)

ICCA FERMEEIRBEBBRRICLIARREETRY .

eu [FEXMEARETD Y AVFHEXEE L LITLIZCEEEKRT B,

BEIFAUS : #—RX FSYT. BE: N)LF¥—, CZ: Fxa#fE. DE: FA4 Y. FR: 75
VX, IRL: 7A4NS Y FHEHE. JP: BA, KO: 8E. NL: #3524, PL: R—35 2 K.
PT: R bHN, SE: AU xz—F 2, SK: RAANFTHENE. UK: EE., US: XETHD,
a) Potassium sodium 4,4"bis[6-anilino-4-[bis(2-hydroxyethyl)amino]
-1,3,5-triazin-2-yl]amino] stilbene-2,2"-disulphonate (CAS:70942-01-7) N&BA A4 £
pHIZK Y EL LI=ME,

{LEEMRE

I B 1A% 3 B (2005.10)445-453 H

ERESE © T158-8501 HHttHA X L AHE 1-18-1 E-mail: ema@nihs.go.jp
ZfTH 20058 B30 H ZEH:10A18H
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Notes
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EfEEN - THET - MARET - [LEWAE - %R ER/E— 18 Ef

Progress an OECD Chemicals Programme (7) — SIAM 15 in Boston, 2002

Mika Takahashi, Mutsuka 1 Tirata-Koizumi, Mariko Matsumeotn, Akihiko 1lirose,
Fiichi Kamata, Ryuichi Hasegawa and Makoto Fma®

The 15" Screening Information Data Set (SIDS) Initial Assessment Meeting (SIAM 15) was held in Boston,
USA. The initial assessment documents of twelve substances at SIAM 15 (CAS numbers: 79-38-0, 88-60-8,
92-70-6, 102-76-1, 110-83-8, 135-19-3, 7647-01-0, 8B007-18-9, 10043-52-4, 11070-44-3, 25321-09-9, 68186-
90-3) were submitted by the Japanese Government with or without the Tnternational Council of Chemical
Associations ICCA) and all of them on the human health effect parts were agreed at the meeting. In this
report, the human health effect parts in their 12 substance documents are introduced.

Key Words: OLECD, 'V program, SIDS Initial Asscssment Meeting
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FHESTLN TV Y. BABRHIAE & D fFHISCEE
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WTREHA PS4 BESERLE.

b M ORREEHSIC OV T SIAMIS TEEI (L
e & A48 U E OIEEHMERNE

2002 10 HICRA R CRED THEEX Mz SIAMIS
W, BERELUToWE, FilEHEL LT 26%E,
AFAY—ELT2INV—7 GYUBRUTLIHE), 39
L MEOYBHFMXEIRE EN, RICTRTHWED
VIR R R TRV E DB E Nz, SIKBIISE
FIXFW (The chemical is a candidate for further work.)
%7213 LP (The chemical is currently of low priority for
further work.) & UTRENTWVS. FWiE 5% 48
TMOMENRIEEDNETH S, LPIE THIRDOERIR
BN TEEIEREDRER RV TEERY. BR
B EY U b2 E OSSO MO
BRI ODWT DR O BB LU ICRT .

Methacrylamide (79-39-0) (JRZE{ER | 1ICCA BALE)
AW IO AR OE FERe o — FEIDER L
LTEIERENS.
BEPHEAERR A FE W ERICE VT, IOk
PRSI 24 BEREILIPIIC 86 % 8, WIS () RUS
v b (HD) ND15~305HORBRE Tl 24 Bk
FNFEN23-52% KRU3T-5.7%H, RPlcHitans.
Zv FORERORESHMEHR (OECD TG 401) ¢
D 1Dso b 1,653-1,938 mg/kg Thote. BMAERE LT
TR, T, XADEBF, HEOHRENRDLNT
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Table.l Chemical substances discussed at SIAM15 and their outcomes
CAS No. | Name of substance Sponsor Outcome
conniry
74-87-3 | Chloromethane US/ACCA | 1P
79-34-5 | 1,1,2,2-Tetrachloroethane FRACCA | LP
79-39-0 | Methactylamide JP/ICCA LP
88-60-8 | 6-tert-Butyl-m-cresol JPACCA LP
89-78-1 | Category: Menthols DE/ICCA | ENV: —
1490-04-6 HH: LP
2216-51-5
15356-60-2
92-70-6 | 2-Hydroxy-2-naphthoic acid DE&JP | ENV: —
HH: FW
94-36-0 | Benzoyl peroxide KO FW
98-92-0 | Nicotinamide CH/ICCA | LP
100-00-5 | 1-Chloro-4-nitrobenzene DE/JCCA | 1P
100-37-8 | 2-Diethylaminoethanol DE/ICCA | LP
102-76-1 | Triacetin JP/ICCA LP
106-63-8 | Tsobuty! acrylate US/ACCA | LP
107-06-2 | 1,2-Dichloroethane DE/NCCA | LP
110-83-8 | Cyclohexene Jp ENV: FW
HH: 1P
115-86-6 | Triphenyl phosphate DE/ICCA | ENV:FW
HH: LP
120-83-2 | 2,4-Dichlorophenol FRACCA |LP
121-91-5 | Isophthalic acid US/ICCA | Lp
135-19-3 { 2-Naphthol DE & JP ENV: FW
HH: LP
141-32-2 | Butyl acrylate US/ICCA | LP
143-22-6 | Category: High Boiling Ethylene Glycol Ethers | USACCA | LP
1559-34-8
23783-42-8
144-55-8 | Sodium hydrogencarbonate BE/ICCA | 1P
497-19-8 | Sodium carbonate BEACCA | 1P
528-44-9 | 1,2 4-Benzenetricarboxylic acid US/ICCA | LP
552-30-7 | 1,2,4-Benzenetricarboxylic anhydride US/ICCA | LP
1330-20-7 | Xylene HU —
2432-99-7 | 11-Aminoundecanoic acid FR/ACCA | LP
7647-01-0 | Hydrochloric acid JP/ICCA LP
7791-25-5 | Sulfuryl chloride DE/MCCA | LP
8007-18-9 | C.1. Pigment Yellow 53 JP/ICCA [ LP
10043-52-4 | Calcium chloride JP/ICCA | LP
11070-44-3 | Tetrahydromethyl-1,3-isobenzofuranedione JPICCA LP
25321-09-9 | Diisopropylbenzene JP ENV: FW
HH: LP
68186-90-3 | C.I1. Pigment Byown 24 JPICCA 1P
90387-57-8 | Formaldehyde, reaction products with sulfonated | DEICCA | FW
1,1'-oxybis[methylbenzene], sodium salts

Note. Abbreviations show BE: Belgium, CH: Switzerland, DE: Germany, FR: France, JP: Japan,
HU: Hungary, KO: Korea and US: the United States of America in the sponsor country column,
and ENV: environment parts, HH: human health parts and —: not finalized in the outcome

colummn.

V3.

DY FOEITICHT BRI ILED SN o T,
RICH LTI PREEOFIEESED 5NT WS,

28 HREIR RO SHEEE (OECD TG 407) T,
Zv - OWEREIZ0, 30, 100%% T 300 mg/kg/day % W]
RS Ui, 100 mg/kg/dayDL_EODB#, 30 mg/kg/day
NEOHTEREHOEKRTHHNBED SN K. 300
mg/kg/day DO KBEEMNENFAD L, BERAKRT

HEERZE . (HBIRDET, SITRMD Pl Ay
b (A TRz, N OMERIZ(E) B ENhT:
f 13 100 mg/kg/day THABEBEINENRD Uiz, &
blz, 300 mg/kg/dayDBTCIENT RSP b, ~ES
oy, FEERmERGEE MCH), REEZEHR, JL7
Fov, al-FnTYy, aq2-40T Yy, TIVAHVK
AT 7 B—EEEORD, 7VTIVREFITU+Y
FOEBMNMED SN, 100 mg/kg/day DB TIINES D
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CVEUMCHORBRABRED LN, ZHBRTO
NOAEL /& 30 mg/kg/day (H), 30 mg/kg/day FKifh (#fe)
LEZ LN,

HDZw kTR0, 200, 400, 800K UF1,200
ppm (Fw 10, 46, 9.1, 195K 31.6 mg/kg/day,
TR0, 24.3, 49.6, 120 % 220.6 mg/kg/day)
127 BRIk G L RBREHERT, 59 bTIE195
mg/kg/day L EOBETR—2 0w FOFBEIERT, B
O, BB MREE RO L K, BRSO
BHHN, 31.6 mg/kg/dayBHTEAETPHTRE R
EOMIZER, MFRILAFa—L &y VIR
BHLENTE. WA T 120 mg/kg/day A LDEE TR
—Zny FORGRET, BAETOHMTRER EOMER
R, PHEshERE, BERHER, AEEINEOBIDRD
1, 49.6 mg/kg/day L O TR, BEEMEE
BEAEO NG L AN B BN T, FHETONOAEL I
Zw FT9.1mg/kg/day, < AT 24.3 mg/kg/day &)
Wi E iz,

BOREHZETMEBERER (OECD TG 421) T,
Zw hOfEEC0, 12,5, 50 BUF200 mg/kg/day % 3]
ROWSE Ul 200 mg/kg/day BECRBROWED, i
BIiE, WERY, RoEEE, £REBEDPH LN
AEBRTDOLEFEFHIED NOAEL I 50 mg/kg/day & HIHF
k.

THAREEBEERR T, YU RIC0, 24, SORT
240 ppm (F0:0, 4.5, 15.4 % U 49 mg/kg/day, F1:0,
6.8, 23.8 KR UF71.3 mg/kg/day) HHMRITH T DK
BEENTD, FOLFIDEBRICEEEHASNED S
T, R TONOAELE ZNTNRERSELRD,
49 mg/kg/day (FO) X%UF71.3 mg/kg/day (F1) &HIHf
Ehie. THODBRDLAEFEBHEDNOAEL I 49
mg/kg/day L[ E h iz,

T ADEHR6-17 HIC0, 60, 120 % T 180 mg/kg/day
ZHERORS UTREBERRBZITo . 180
mg/kg/day # TEIKEIRFETOEM, 120 mg/kg/day
U EOBTREGBEDMTNRA LN, HERICHRY
BRSCRERUNERERERbNE»olc. AT
DREBHEDNOAELW 60 mg/kg/day &I & N iz
AR HARETEEAR TR, STOWHRYERSH
BV THRERTD JBEHROMBHFI TET L. Ll
ARG, TOEEIL6.8 KT 23.8 mg/kg/day BETIEF1 A
BRTZICHWEEEZII ko7, ThEDERNS
FEB D NOAEL 1 6.8 mg/kg/day K3 & I & Wtz

MEZ AW ERERERARTIESI mix BFERT
FFETOVWTNTLRETH - Tz, BHBIERARTS
BiETho7k.

6-tert-Butyl-m-cresol (88-60-8) ([RZEMER | 1ICCAHZK
&%)

Ae2HE AR T IR ) v T LCHINT %
BERLERIOPRET S 5.

Zv M DOREROREHERE (OECD TG 401 T
O 1Dso bd 320-800 mg/kg C(hf), 130-320 mg/kg (i)
TH-oTo. BEERE UTEREBOET, BEGIHD
W REAMI RS, TS & OREDBERIRD bz
AR WA TS, BIILDsy & 580 mg/kg (H),
740 mg/kg (M) THole. BEERE UT, BHRER
DAET, HEILH, EERRE & PR R R
bide. £z, U ADOREELD;ld 1,200 mg/kg TH -
Tt

T XD LIRICEWRIESRSD b .

RERSHENE - EEREBEMEGHE (OECD TG
422) T, T b ORERE3SEIN 28 B B U AR AR,
T, HECEATEIMAT RN, T EgRER
RUSMGEMEE SHE T, 0, 2.5, 12580 60 mg/kg/day
ZEHFOIRE U, 60 mg/kg/day BHCIWTREH
indid - MERORS (), SERLEFMEREX
(HERE) PHohie. KERGHHDNOAELIX12.5
mg/kg/day LW XNz, £, 60 mg/kg/day BElC
WTEEOEEBIHIHIREER, FEREOD T
BONVRRD LN, ERBGRDDPRBEBINOHIRS & 5
Nz bbb, ERFRETIED NOAEL X 12.5 mg/kg/day
LHE N, HEMERSICER U ROBERE
KoM ah o7z,

g2 B - HIRSERE R T S mix FERT
EEETTRETH T, FrA—X NLRZ—5
Efz B REARERB TR, EROHEER TSI
mix SFFETE FOERVECERMETH > T2 h, S9 mix Tz
ETOERHETERGREEOFBREASED O
ez b, ROEREHREIGBESIN AL Ly
LB, in vivo TOT ADNGRBRIT I 5Tk 5
BHEICBWTERETH T bbb, RMbEHEIL in
vivo CISIBEEEEZER Uk e HlE e hi.

2-Hydroxy-2-naphtheic acid (92-70-6) (BABGRU F
AV ERRFHERR)

FCEYE L RECBE R EOHETH S.

Zv FOBERORE5HEHE (OECD TG 401 T
DLDspl3823-1,040 mg/kg THo Tz, BIEERE LT
BREBDET, MRrTE R THAMED LN
BVEY FOERBEIC24BEEA L EERTIER 2,000
mg/kg TIREMA SN

TYFOEBICH LU TEIFOEEENRO 5, TV
B FOEETCEEIESE THILAHR N, UYF0
AR U TV RBIE» RS e, 7, HERYE
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28 HINR GO Joiitel% (OECD TG 407) Tl
Z oy FORMEIIC0, 12, 60 KT 300 mg/kg/day & IEHIEE
OS5 Uk, 60 KU 300 mg/kg/day BEOMORBICE
ENB LNz, BT 300 mg/kg/day Blc B\ T T
PR O L-ULWMET L, MERTRERFEUILE Y
BERL, BTRILEFEEOBMABZL N,
NOAEL ik 60 mg/kg/day (M) R U'12 mg/kg/day ()
Thofz. £, Tv P \ORERAFREEERRT
300 mg/m*% 10 HERBE S 8- & T A BMICEENR
HhoHn.

—HREREEEHER (OECD TG 415) Tk, Fv b
ORI 10 AL HHIRATEE T (8 HAE), MIcX
flfi2 @E»r OEE20HE T, 0, 12.5, 50 RT 200
mg/kg/day ZUIFR 38 L7z, 200 mg/kg/day If T
REEBRT, KRREE, ARBEESHON. EWRE
#Z MO NOAEL W 50 mg/kg/day, HO—EHEED
NOAEL 14 12.5 mg/kg/day (50 mg/kg/day TO&IE D
), Mo—i%# %0 NOAEL I 50 mg/kg/day (200
mg/kg/day TOEKEEINEDRH D & #E OKE) &¥
Wi,

HEE AV EREREREMBR TS mix FERT
FEEETTRETH 2. FyA—X - NLAZ—IE
e HOTREEEERR T, SO mixFE FOE
FFRGE CREMETH - 120, ESMER U S9 mix JETE
ETORERMLE T RAEBEEOFRIEANED LN
e ks, REFEEHRIGE LW ENTE. In
vivold BV 2L DWW T I SR OB T D
FW) &ni:.

Triacetin (102-76-1) ([RZ{ERL : ICCA BATHE)

A EII Z30 7 4V —DE ], REEtILa
— A, wibaA FHEROER, BEE 7 0L, (KEAHO
BACH], BREmZEe LTHERENS. iz, &
EaRmm (EEa—5>7H) £ UTFDADK
BEBETVES.

In vitro TRES €S w bORE L L EICAVFa
AN— bR LEBIC Y u—ib L EEEIIIk DR E N
fo. RICHIRAES LIRS, MENTIkSEEN,
& CTEEE O RER D DS THRb o E Nz,

RORURAL X232 HEIIEV. Sy FOBER
H3E G R (OECD TG 401) Tk, héeylliio
2,000 mg/kg THITIEH 50T, LDspld 2,000 mg/kg
PRy hic. JYFLx ey FORBELD, L
2,000 mg/kg Bl ETH - Ty FOBEEIRARSHFE
#ER (OECD TG 403) O LCs131,721 mg/m* LU LETH
-,

VY FORME E BIch U TRBEERRS oY, €L

Ty MoBOWTRIMEERRED shigh o7, v+ T
& R RIS MR EE I B S o Te b, Z3a
THTOT LILF—EEMMEELICET 2REN 1S
5.

REHRGSENE - EHERESBEIMAEER (OECD TG
422) T, S FOBICIEERTZAN S 4 AR, M
IIRECRI 2D S DB IEE T, 0, 40, 200%
1,000 mg/kg/day Z5afilR RS L. REEED
1,000 mg/kg/day TLHEMEHENLLNT, RERSE
RCEBEEESFENDONOAELIZZF N FN1,000
mg/kg/day ¥ PRI iz,

Ty hADRER AR GEERRICE VT 249 ppm
(2,220 mg/m*) ZOHMBE Lz LT ABHBEESH
579, NOAEL(X249 ppm (2,220 mg/m*) L¥#ix
iz,

HEZ AW EREREERRTIE S mix FERY
FEEETTRETHE . FryAo—X - NLAX—1E
EMREAVWROEREEBRTE, SImxBEHETOR
BRETREHREENHZONEN, RMEEHERNED
EpH (4.9 IKXBEEBALNE. THMOBRENSE
tEMBEEEEEEEHRE LAV e HE SN

Cyclohexene (110-83-8) (B AREAFIERL)

FeFMEIL Y yanNFY S —)b, L-UTVORER,
FRAHL, v onaFtrd 394 FESBEERERERE
HeLTHEASNTWS.

In vitroffBRICB W T 7 U IV TORIED R ENTWY
BH, in vivolc BUF 2 G - TIRICINT 28350,

B0, BERUBRAI LSO HEIES. Sy o
HEROR5HEEEE (OECD TG 401) itk %, LDy
1X1,000-2,000 mg/kg Tdhofz. EIEy FORRELDs
1316,220 mg/kg L ETH - fz. BERARSHEER
KHBWT 21,388 mg/m* TH Ty FOETIEFED Sz
Mot

RE®REENE - EERESEHIHERE (OECD TG
422) T, Tv FORNCIERERI2E, D 48 HR,
IITRCHET 2BA S 0 ETEE 4 HE T, 0, 50, 150 %
U500 mg/kg/day Z38HI#E R 5 LTz, 150 mg/kg/day
DEitofgrc—RAtoRENBEDLNT. 150
mg/kg/day LA b D TonE IO EME, 500
mg/kg/day DEECEEE VLY D wufii, 150 mg/kg/day
BLE ot TRap g Ol B btz KRR
0D NOAEL X 50 mg/kg/day & Hlf & k. ERERE
IR 2B EEHAED 500 mg/kg/day TEBHENH
T, EFEFREREONOAEL IE 500 mg/kg/day & &
.

HEE I RERE AW e BEEEEBR TSI
mix FILRCIEFE T TRETH 5 T
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2-Naphthol (135-19-3) (BABHRERU F 1V EHHER)

RCEWE LS R L TE B BB H08hEE
BEIRCHELT, BHEGS, 2H, SRR E0RKEL
TILSFIHENT VWS,

FFlg e BlIc kY 5 ) /o= Raa Rk UREBHEEIC
S TREICfREEND.

Zv FOEERORSEERS (OECD TG 401) T
D LDyt 1,320 mg/kg THo T, BIFERE LTEFE
ByOET, PRR{EE, BAR, &, THAMELD LN
Fv FOEERAKGEERR (OECD TG 403) @
LCsid 2,200 mg/m® LM & iz, BIEERE LTER
BEEOKT, EBIEE, RINEE, st ABRES T
FINRD O NTe.

7Y F ORI U TR b s o T,
BRI U TR W SR bz, EVEY FOK
B TR RS bz, -

Fw D28 HERERO®RE5BHFER (OECD TG
407) BT, 50 mg/kg/day BLEDEOMERICISWT
BAIBEEOHEINGZ SN, 150 mg/kg/day BEOMECHE
BEEERL, WERS LT F o OENPEBREOE
LB oh.

ARy FOFTFTRUBRAI K B ERSEHRR
EBWTHREEEANOZENRA SN, 1.35KT10.1
mg/m* B T Mk RE RS & O IR & B mIEE ke
B RS BRSNS REEN TV 5.

—iRAEFESERBR (OECD TG 415) T, v b
DHECEIRT10EA S HRBIHE T (8 HMED, #Hcx
BEAi2 AR A OME 208 % T, 0, 10, 40K T 160
mg/kg/day ZBHRE RS L. SHEROEHEEN
DEEXROBREEERFEDSbNEM o7, 160
mg/kg/day HFCHHER B & RFEET, LBEEREDSH
HAohfco b, EEELZHEONOEL K 40
mg/kg/day LHIRTE N7z, HEO—AREM O LOEL X RIK
BE5RD10 mg/kg/day (FR¥D, HEDO—HHED NOEL
1& 10 mg/kg/day (40 mg/kg/day COWUE, Hit, AF
EEET, HEERD) cHEEnk.

HIEZ AW BEOEHRHERE BRAR T S9 mixfF
ERUHFEETTCRETH- 2.

Hydrochloric acid (7647-01-0) (EZEAER © ICCABA
%)

A I b T 2 B0 % AR O 8LE RIS &
BLHL LT, ERMEPEEL EDERLE UTELH
AEhTw3.

> + DB ERECR G BIERERTO LDs i 238~ 277
mg/kg TH Y, HERARGEERAROLCHIE, Fv
k€ 23.7-60.9 mg/L/5 min, 5.7-7.0 mg/L/30 min,
4.2-4.7 mg/L/60 min, < XA T20.9 mg/L/5 min, 3.9

mg/L/30 min, 1.7 mg/L/30 min T&H» 7z,

TYFOEE & HicH UIBECHEMBEMICHFILT
MFg I~T580 ) FREMESRD BN TN 3.

Fw FRUTUAD W0 HERERARSBEARICE
WTO0, 10, 205050 ppm (0, 15, 30 TF75 mg/m®)
REBLE. BRXOBKET 2 BHFEMAEGZ 10 ppm T
BOoNTD, WEMICET 225D NOAELIE 20
ppm (50 ppm TOREBINBOWRA R E) LHEHEH
fz.

EREREBHLIC OV TEREOBVRRBRE A
W, BEEWEEKRBEAAETQNAFDERD,
INLRAEDOBRERTHD T b, KBEOER
DHARRRSELE 2 RIFERNEEZLONS. HE,
BREEREZ WL, £z, pHABRICELT 5 HREE
OFORETHLERIWICB O TEESHEIRDLNT
WEW. ZNEORRAND, BEBHORWT LR
ENnA. EFESEEICOWTR, b0 HRERERA
REBHARICBOTEEAED S0 ppm £ THEFEEN
DEEIH LN T

T2 W IR A BEARTIE SO mix FERT
FEEFTRETH . FrA2—RX NLAR—IE
BffaAE AV ROKEERRTE, KpHIck32®E
ALNAREEAENH LN,

HEZ oy MZ 10 ppm % 128 AWM A & B HEERTIE,
BICBU AEETORERRD LN T, TA -
O« BERSBERBRTERBABIREIA TR,
b b COREFNEBIRICBWT, R EEMEDEE
LEERE LORRBERERBD LN AT

C.L Pigment Yellow 53 (8007-18-9) (JRE/ERL : 1CCA
BALE)

FLEWEE, TIRF vy, ¥TIVvIR, BH,
a— RRIOBEERIE L THAE R TWS.

Zv M OHEBERO®RS HERER (OECD TG 401) T
i, EEHED?2,000 mg/kg THILTEZHSNT, LDy
12,000 mg/kg LA EHBE e,

DYFOEBE BICH U THBOWRBEENERD b T
5.

Z v +090 HHKERER SENAR (REHE450
mg/kg/day) &REKRESHNE - EHREEFEGEGER
(OECD TG 422, H&FI& 1,000 mg/kg/day) TlE, #
BEBIREN TV, OECD TC 422 DRI &S
¥, REBSHEIERCEFEREHRLEONOAELIEZNE
1,000 mg/kg/day ¥ ENT. &z, Sv bORIE
ARG H R (60 mg/m*ic 1 B6M, 5 HED i
BNTEEZEERDONTHEN.

M & 7o 1 I3 FLAR R LW B B R TIE S
mix FER CIEFE T TRETH - 1.
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Calcium chlovide (10043-52-4) (RZFR : IccCABX
%) v

AACEYE KRR I « EERRE - XA MMBR - O

71— MERK EORES, 8REn - BRE 2L
THERATNS.

KBTRANYT LAA Ve Tail A7 VicEPhic
BEBEL, RRICBWTRIZICRIN « 97 - gt Thn
4.

BERORSHHIIEKL, T ADLD;kk 1,940~
2,045 mg/kg, v bTU3,798-4,179 mg/kg, THF
T 500~1,000 mg/kg TH- 1. HEREEELEL,
7 F DR LDso 12 5,000 mg/kg BL_E & IBT & iz,

T FOMRICH UTiWEIEESRES Shi- b, KE
3 U TRIFRDEIEE LB b Tviay, La Lk
WD, WARFIA LS S TARR OB &1 iy R i
BERL, RMEEWEE RIET O EREARN O
BICE D FOEBANORE MBDHENTWS.

AT LLT T F VIR BEREETH
H, %41,000 mg/kgll LRI BOBME L L THFEE
NTWa. OECD TG 414 ICH U= R4 HEARIC W
T 189 mg/kg/day (7 R), 176 mg/kg/day (T }),
69 mg/kg/day (V¥ F) £THERTEEIRDLN TV
L.

I & 72 2 I3 R Vs B E AR T S
mix FEKUIFEE T TRIETH - T,

Tetrahydromethyl-1,3-isobenzofuranedione (11870-44-3)
(BZMER © 1ccA BELE)

A PHITIE E C TRSF IR B & ULTEINE R
.

RE L BREIC DOV TOEMHBRILIT O Ty,
RFODRA LB L > TR VB R
RPICHHE NS C &R MEN TS, RPBEONR
R 36 TH - 2.

Zw FORERORSHHHE (OECD TG 401) T

REAED 2,000 mg/kg THLHRTIEHLNT, LDs
1£2,000 mg/kg L ETH otz BIHERE UTRHIB O
FHLE - BT LR - REFERE EOZILPEDH S
NTWa.

T FOREBICITEEORMBESED SN, Riox
LTLEEABD SN, b PO ERLMAIE I DAK
EENEDNTWVWD

RERGENE - EREREEEHEHER (OECD TG
4&)?@,5wkmﬁmtﬁﬁﬁzﬁ%,%®%ée

, TR EREMEST IS AM, BT/,
&%@@&U TiREEE 3BT, 0, 30, 100 R U300
mg/kg/day Z5EHI RIS Uik, 300 mg/kg/day B
BV, HIC—BEORE, BEOMEMES OB

b, MRS ORBIEE - RELEBEK - RENT
VBN, REKXGHUHEONODAELIZ 100
mg/kg/day FRWENE. Ef, ERMRESEICHY
FERZEDHONT, £RREEFNHONOAELIZ 300
mg/kg/day (BEAR) SHWEhi.
HEE RS AENREAVEEGEERR TS
mix FERCIHFEE FTRETH-

Diisopropylbenzene (25321-09-9) (F&ELRFIERL)

TCFMEIXH VY T 1 —EIVEORIIKIRIER
JGEAET B, F iz, Diisopropylbenzeneperoxide D&
BRI NS,

HER5EEHR COEMEREEMOROLD,
v B T5,850 mg/kg, R LDspld 74T 14,400 mg/kg
THote. MHBAR G HERBRICB N TSy T4k
M, ¥V AC2KEEELEES, 5300 mg/m LI TO
A2 CRELCHIRD L UEh - Tz,

28 HEl ER R EH S (OECD TG 407) TR,
Zv oM, 6, 30, 150X T 750 mg/kg/day %5&
HROKRSES Llc., REHMO%E$IC150 mg/kg/day L
LORERETREN A SN, BT 150 mg/kg/day L
L, METI 750 mg/kg/day OFE T HF o>/ L FH
RS ONE. CTNEDFERIORIERSHESHO
NOAEL 3. 30 mg/kg/day & ¥l & -

BOKSHZ2EEEEHE (OECD TG 421) T,
Sy FOlEC, RERIZAM, To%E 5k, BT
REHIE 2T 36-38 A, #CIIRAREAR, HFiEM
BUOMBNGTIBAXT, 0, 6, 30, 150RT750
mg/kg/day BRROR Ui, R I YT

HEEIEDLNT, EEREHMEONOAELIZ 750
myﬁmw(mwﬁg)Kﬂ%*hh.

M E iR ERE s vk BnEN R TIE S
mix FERCIEFEETTRETH o .

C.L Pigment Brown 24 (68186-90-3) (JRZE{ERL : 1CCA
Has )

FEEWEE, TI5XF v, ¥IZv IR, BH,
I— FRIOEEH E LTRIRENTWA. SR 7o
7 7 A VIZEBLIESE % D CL Pigment Yellow 53 (_E3)
CHHEMICRLLTVS

v FOHERORSEEARTR, BEHAED
10,000 mg/kg TH iEgMMNRHR 51T, LDs 10,000
mg/kg LL b EHEE ke

DY FOEBICH UTHCVEEEPED NS,

Zw F90 A ERERSHEEE (EEHES00
mg/kg/day) KHEWTHEERBIRZONT, EHRSE
%O NOAEL 13 500 mg/kg/day & i & 417z,

HIEE & 7= 13 2R MR E AV - BB R T 59



Kt

52 =

E25 1235 (2005)

mixFERCIEFE T TRIETSH > .

Bbylc

ARTE, SIAMIS CERENTLEYEAR AR
HY D 12YE OFHAFEO R EE T ITDWTREN
LTz, SIMTHEREENDEICDOWTIE, FHAFHMES
BEVHBRENEDL, 44 —% v FDOECD web¥
A & (http://cs3-hq.oecd.org/scripts/hpv/) & b L&
DAFENARETH 5.
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OECD High Production Volume Chemicals Programme:

Summary of 19*™ SIDS Initial Assessment Meeting

MAERF ' - BREK? JIFM=°- EaFH - I &K'
1: BXEEXSESFEMAMRETMHIRE
2: BEEFBEEERSREEEHEFILEMERENRE
3: (B {LEMEFFMEREE
4. (@) ENREMEFRECEMEREYIIHEL2—
Mariko Matsumoto', Rie Tanaka?, Kazumi Kawahara® Yoshio Sugaya! Makoto Ema'"
1. Division of Risk Assessment, National Institute of Health Sciences
2. Office of Chemical Safety, Pharmaceutical and Food Safety Bureau,
Ministry of Health, Labour and Welfare
3. Chemicals Evaluation and Research Institute
4. Research Center for Environmental Risk, National Institute for Environmental Studies

EE: ¥ 1900 0D S ES2LEMBEMBFEREIE. F4 VERRERMSERR FE
Y2004 10819822 BNV o TCREShT-. BESYE TWEEXSLE 56
MEOWHFTMICEIZOVCIFE SN TATOMEATTMFER S L VB RICE <
REICRET 28ENSE SN . BERBIF & L TIE5%E . 2-Hydroxy-3-naphthoic acid
(GAS:92706) . Thiophene, tetrahydro-, 1, 1-dioxide (CAS:126330). Diallyl phthalate
(CAS:131179) . Ethanol, 2-tert-butoxy- (CAS:7580850) . 1, 2-Benzenedicarboxylic
acid, di-C13-alky!| ester (CAS:119062) MWHIFHENE#BH L=, AT TIL, F 19
BT MSEOMBERNETOBMEETRET 5,

F—0—F: BEMORREEE. SEESLLEWE. NETHsE

Abstract : The 19th SIDS, Screening Information Data Set, Initial Assessment
Meeting was held in Berlin, Germany on 19%-22™ Qctober 2004, hosted by the Germen
Federal Agency for the Enviromment. The initial assessment documents of 56
substances were submitted, and all of them were agreed at the meeting. The initial
assessment documents of five substances (CAS numbers: 92706, 126330, 131179,
7580850, 119062) were submitted by the Japanese Government. This paper reports
the summary record of the 19th SIDS Initial Assessment Meeting.

Keywords: OECD, HPY, SIDS Initial Assessment Meeting
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1. [FE®HIC

BB REHE (OECD : Organisation for Economic Co-operation and Development) T
[F. 190 ENBESREICETE, LEMBICLIEFELCERAIOARVEEXRETHEL
HiZ, EEOEEMERFOKHER - EEBFAOCEEREL TV BERREREIDII 4
ND—BLELT, BEEELEYME (W< EHLMBEAD 1 »EITEWVTER 1,000 @A
THEEINTWBLEWME, HPV : High Production Volume Chemical) (=3¢ LINBR&EO 218
I2&Y ., REWUBEREFINE - SHHT S HPV S T05S LE2To>TWW5, MBREXLE LT
AL2D, LEMEOREHVPFTMLELGR I Y- IHBET—421y + (SIDS:
Screening Information Data Set) (1B H OFEHINE CHE TV . DHFHE 0 7 7 1 JL(SIAP:
SIDS Initial Assessment Profile) . WIHAER{E L 7R— ~ (SIAR: SIDS Initial Assessment Report)
BEUIBRBMEHE (Dossier: SIDS Dossier) M3 XEDMEAFTMXEEFER L. EHTHES
B (SIAM: SIDS Initial Assessment Meeting) TEELTLVB,

EI19ESIM [F. FAviEBEHBRERMNRA &4 2004 £ 10 B 19 H-22 BIZRJLY > TH
EEht-, MBE. MMNEEERUEERMLH IO LORERLASML. 56 MEOWHATEME
IZDWTIHREET 1=, ABETIEE 19T SIMN TORBAE. Tibb, & 18 E SIAM LD
HPV B 7055 LOESKR DB THEXEORBRERERVUAR TSI S LOERNGEBESIE
IZBd SREHERICOWTHRE T 5, BH. XRBIZE 190 SIAM OKEE#HEE (0ECD, 2004a) #
SHBLUTHERL,

2. 18 [E SIAM LIBED HPV mig 705 5 LSRR

(1) MBFHETEDARKR

% 18[E SIAM (2004 £ 4 B) CTHRE SN I8 YEOMBFTFMESCEIL, EEMEOXEMEIZD
WTERHLEAHEREL TS 0ED DLESFREERMELER - BE -T2/ 00—
EEHEERAEE (Joint Meeting) CERE XN, SIAP AY0ECD o) HPV 7—%4 R — X (0ECD, 2004b)
ZHE L TARShI-, £1f-. ELEBRIZETE (UNEP : United Nations Environment Programme) (3.
OECD EFRMDIELNT- 2T ME® SIAP, SIAR BT Dossier M 3 XEZNHXWHTTMEXEL L
T. 2004 4 7 BIzgrf=(= x Y+ + (UNEP, 2004) CEERL 1=, §%%E Joint Meeting T&R
S PHEHEEL. UNEP ITESNIBRARKBREINESFETHD,

SINICHHRIBESEEL - MEEREIZTDWWTOEISEIL. FW (The substance is a candidate
for further work) ZE 7=l LP (The substance is currently of low priority for further work)
ELTRENATWD, AW TSRLENMOFAERREENDLETH L] . LP (X THKOFERIK
BICEWTIRBIMEROBEIRN] 2Lz2RT, ANOBENIES L TOENE HITHERYT
BENEFENTEY ., AT LEHLETESRTLHZENEHHINDS,

(2) SIMB ESBTORBER
1) BFELEPELRY 7+—ADES
BT LEME R R 74+ — A CIZBIFEILEDEIZCODWTHOAHZRELTH Y., 2004E9 A
ICRESNE-BELEMEAI RV 74— (UT. BIZARI TH—REWND, FHRILEME
BRYITA—REDEREBEZEL) OMBHRDS 5. SIMICEET RO 4 mhRESH
1=,
[) HPV 70535 LMD =2 T7IBIE

E1TEISIAM (2003411 B) K YBESBEShTW = HPVERTDSS LD~ =2 7L (0ECD,

ILEEYMBEEE 5155 2 B(2005.8) 280-288 H
BAESE T 158-8501 BRAHEAAX EHAE 1-18-1 E-mail: ema@nihs.go jp
BfTH 200445 12 A 22 8 XHEB 20057 H 118
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2004c) IcEH bnt-. BEOEEE M 2EERXa7OERICETSHA A X
[ZDULTIE, SIAN NEDREICFADBIEANZ Shi-ETRBEEA-, BCLLE 17
B SIAM L URESh TV -t FOBEEE -BEEEONS— FORMEICETIH1 4
VADEEIZDWTIE, LP GBIMEENBHELGY) LBETIHRORENMA oz
TREShI-, £ 18ESIANTHESh-. &Rk, AEENSHE. ARSHORER
[=xtd DEERIME (RSS : Robust Study Summary) OF > FL— FERIZDWTEHLEE
NELENT=,

) REBBERIZONT _
%18 @ SIAM TlE. BIEZEHIEOREBBROFBVAICOVTHE S, HPV 5T
A5 LDT=a7IORBERICET D544 o REROFTHE = MNEHE ST,
SIMN [FIREDOHY SR TO5SLOR=_aAaTFTILTEDOLN-SIDSIEATCERZIhZE
ZEROFEEHESMNTIVHENE. AVLESEEROEE - RELE<OFFMBED
SIRRESIAP THERL S B OVER . BENRBFEBRLEORVEHKITHAREND LS.
BEOHDERZFIBTI2HEELH D EER LIz, 512, BEFRNET=Z2T7ILOH
A FOREERENSIAM TERSh, X9 74+—RAMN, TRODRFBIZEE L1z, HPV
PRIV S LIBT3 REEROSIDSEBIZA998END TN IS5 LRE L (Refocused
HPV chemicals Programme) DS, HPV ST 04 S LOMBLZRA=-HDIZREBEROM
LEhtz, PRV 7A—RIESHRIBERBO-HO SIDS BEEHRASEY. SIM
TORBERO-OOBBAFTZEME LY LEVEVSAICEELR. 2RV 7%
—RAFHVEBRITOTSLOR a7 IWEECERERZ ECD BEHERITKRH . = I,
BRETHAIZEAFEEINIEEMYMEICENAREENDELWNEHET H-HIC
E.FDEEECFERAEL EREHEROHE RENEIEOREMICRIE S THIEE
BIEWNERERLT,

1) HIV ER 0I5 LOBESRE
# X9 7+ —XE, MBESERLET XBEHES (ICCA: International Council of
Chemical Association) &AL . 20010 EFETITH 41,000 MEZHET 5L 5 Joint
Meeting IcEh&ET B & & L=, ICCAILEE 110 SIAM (2001 )5 ICCA A =75«
TE LTHEEEXEDERIZHALTE Y E19ESIM ETIZAENF SN 500
MEONERFTECEOEETEIE 1CCA NEREEBZER LTINS, 2 RY T+ —RIEH =i
1,000 MENRABED=HIZIE. ICCADSMNEETCHDHEEHT-,

IX) BRI+ —RERRBOEE LSEDOTREY

PR EME - BECEVED AR 7+ —AERSEE. FREEYMELIRY T+—
AHEEFLCEMESL R T+ —AORBEZSRERIZ, MHRY T+ —RHDEHE AR
ElZoWTHEOEREB LI, T, HELEEVEOEERTMERD
HERTANERTT S5O FRECZMEOFTESHTEZE SIMICIRETELH S0
ES5Hh, TOMEEEEIT LI ENFTE SN,

2) IUCLID ERE I N—TDEH

% 58 IUCLID (International Uniform Chemical Information Database) EHEZES/IIL—TD
ITHRR/N—bAARILEBICEL TIE, IUCLID OF#H/A—2 a3y (IWCLIDS) OERERFENEATEH
U, ILWY IR 7H 2006 EQOTHEBIZI—RENE3FETHIZ ENREENT-,
IUCLID I& Dossier 2RSS Z{ER T BRBRICHER SN TWNBET—2N—RATHBHH. IUCLID5 TlL.
ANFTECEEMEOREAEZNREIND o1 F /- 0ECD IMBECHRILZYE.
BELYODEETOISLEO RS HEFRADEHDOF Y TL— FEFESHIZONLT, TFX
NR—= T N—TH, BiE, BE. BEFEOqHL 4 20T FRA 2 b (NKkafR, RER

ILEERSEE F 155 2 5(2005.8) 280-288 H
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M. RN, RER5EN) OFLTL— FEEERL. REES A0 Joint
Meoting I=iRt Uiz, %= 2005 4 1 ArhE) % Biklc, Mitt. B, REBENSEC, 485
T RS Y MW TF v T L— FEERT BHEHFIT SN TS S & ARES T,

3. E19[E SIAN COEERR

(1) DPEHEXEOREER

FIOESIMN T, FIREBELLTOYME, BERLLTAYE., BEOSIM TEESH
=HAMELTI)—EBETH5MEL L TCETMED 3ME (5 56 ME) OMBFMXENES
Sh, RTISRIBEVEITRATCOMBFMBERRUVEIENESE SN,

BABBFE LTRHFBEZEEL LT 4 WE . Thiophene, tetrahydro-, 1, 1-dioxide
(CAS:126330) . Diallyl phthalate (CAS:131179). Ethanol, 2-tert-butoxy- (CAS:7580850) .
1, 2-Benzenedicarboxylic acid, di—C13-alkyl ester (CAS:119062)., HEHL L TRV L i
IZPERL LT= 1 &, 2-Hydroxy-3-naphthoic acid (CAS:92706) D ¥HAFHEXEZIBH L=, 5
5.1, 2-Benzenedicarboxylic acid, di-C13-alkyl ester (CAS:119062) IZ High Molecular Weight
Phthalate Esters MEHAT IV —IC&FEh. 73X ED co-sponsor METH D, Fi:
Thiophene, tetrahydro-, 1,1-dioxide (CAS:126330). Diallyl phthalate (CAS:131179).
1, 2-benzenedicarboxylic acid, di-C13-alkyl ester (CAS:119062) I& |GCA AARZBEERL L 1=,

HRWYEIZOWTIR, 7054 U £EAIBRIRO D6 (Committee Discussion Group) (ZiBH
ShFzaAY MIHTHEERVIA Y P ERBRL-BIE SINP AEBE SN, BEEWEICD
WTIL ODG [ZiBEichiza A v Mo T AEBEODBENTHONT-, BH. BIETEDIBEOR
BERMOMONAIZOVTIE. BAOWEITKEC TR ZT o710, 8o SIMI8 8L U422 Y
TA—ROEREH LICOED EFRINER LEREFERICET A 327 ILOHAF X (E
) -~ THbNhT=,

Alkanes, C14-17, chloro (CAS:85535859) M#NEAEEESCE (L. 55 10 [ SIMM TEHR SO =M
BENSERLONT, BEEEICETIREL L CKPRUIETOMEMDOS AL, RO BCF
HEASAEMEED—HE LTRESh Tz, AEEBTHREZEICEAT IFMIEICEENED
. £ FOBEZEICET AFEM DO TIEFED SIM TR@EBET S L Lk o T,

Bis (2-ethylhexyl)terephthalate (CAS:6422862) M#HASEMScEIZE 1T EISIM TR S .
BREEE(ICHT M OLWTELSEMOEBNHENNETHIEEE SNz, XEETIEHE
E LWl ENESE SN,

p-Phenylenediamine, N-phenyl- (CAS:101542) M#EREEMCE (L. 55 18 [E SIAM THERSHh.
ErOEREZEFNME LT, TEEMERBICODLWTELRAERIAVETHI I EEE SN, K
RETIHEE L-MHFBXENESE ST,

3-Hydroxy-2-naphthoic acid (CAS:92706) M #HRFHESCEICDLNVTIXE 15E SIAM 12BNV T
BEEOSHICET I EEHIRBERS LI =N SREZEICEHT M5 DOEMIEE
NELhGh oz, HEARS—OBERANEEOSHRREZITV., BE L-HTMxE
ZIRELUARBTEESN,

MEH T T — : Butenes (2D TH 2 DOWHIEFMXE 2-butene (CAS:107-01-7) B T*
iso-buthylene (CAS:115-11-NIZZFnEhFE 1 E. F£ 178 SIM CERXEELLTEESKT:
BN, MEHATI)—ZREETIPEL LTEFHESIN ., ARETEEShYEHATFI—
DA SCE RIS, WAED 2-butene DFIEAEREXE (1993 £ E) DEHEHIBRT S
& & LTz, —A. iso-buthylene IZDWTIIRFEROMAFMXETH D20, TDOFEEF
NEELELTHT LTI,

2-Butoxyethanol (CAS:111-76-2) DEEEF—4 (X, MEHF T ') — : Monoethylene glycol

{LZAREEER 5155 2 5(2005.8) 280288 B
EAESE ¢ T158-8501 FRAMEAAX LM 1-18-1 E-mail: ema@nihs.go.jp
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ethers Z#RT 5 3 WE. Ethylene glycol propyl ether (GAS:2807-30-9 ). Ethylene glycol
butyl ether acetate (CAS :112-07-2 ). Ethylene glycol hexyl ether ( CAS:112-25-4) DU
AR T BEUREOT—2 X v v TEEDH D -OHIZHBIMIZERE S -, 2-Butoxyethanol
OMEATE X E(LE 6 @ SIM TEEINBICHEIhTUWEA, RERASHE. REMBE.
BRFSME., BEEGEOH-LEBERAAFESAEIEN. £ FOREOERICOVDTOERS
Boht=0T., 73 VADFHLOMHAEHESCEZZ TR SIM CRET S L #RMALI-.

(2) WPV AR TR S LICE T 2207 ERE

1) PEBLERTF—2O-RERHBIZONT

Z1TESIM CERINBESLE. PV ERTOIS LY 27 ILOYMBEZHAT—4D
ZREHFBIZOVWTOHAE L RAIZDWT, kELEFEEHEMESS BIAC: Business and
Industry Advisory Committee)#% CDG [0 4 2 hZiRHI LTz, &ERIZ. ShioDa A MID
WCREBELBERICEERE Lz, REOA D MIE>TEFAEZBALLBEXEIE. 2X970
*—ADEBEBRZRICHV GRTIOTSLORZ2ATILOHAFURELTMALNDFE
THd. BH.BINDO AL MEIXEDBEZLEELELEVWLDTH o1,

2) SIDSFRFF—A L QSRR FREDHBIZDINT

FoIk—®0 Henrik Tyle (&, 5 11-18 [B SIAN TEESN -8 180 D FHEILZEMED SIDS
FRMT—2L2USEE. SO HEE. TEREO QSRR FREDHBEIZTOWTHE L, 3
TV RHRA 2 TP Specificity & Sensitivity (£%& 4280-90%. 46-80% . (Q) SARDER
HNREEINT-, ERTRTII—I9OF>EEOEEREZROD—F. (OSARRFERIZIETE
BAODT—RDEBIDETCHDIE SN, -, OECDBHEBICHNV 70T S5 LTO (Q)SAR
FERAEDHA A VREERT HE5BREIT LI ENEE ST,

3) MBEATI)—FEDI=HDHA HT X

OECD EFEB/IL. 2004 F£1 Bl T Y a v TiTbhiz7—02a vy TTORRERM LY
Bh5a3)—FEDODNDIZaT7ILDAA LV RAEERFREL:, SETIHEERICHL
SELEZELOD. BEQOSIM TCEESH-HFEXEEZH7I) —BRAYEL L TEEER
TEIRRICOWTELBRZHA A VANDBETCHD ST, ShIC. WEHTI) BT
AMEE T —4SBEITSBE.RS Z/ADT—42ty MabE—F20TIEEL. Y T7
LyRELTRT S EE LTz, T MEATIT)—ORMUBEALMELT I —%5ERT D
MEDY A ME, BERXORSS T—42 1w MR T I & Eahif-, SEBHEEIL. 2004 £ 11
AVBETCICOADMERHETDILIROONTEY . OECD EHEBM. RELBED SIAM Ti&
WTBOICR_aTIDTAEVREBEBETDH L EIET=,

4) IBT (Industrial Bio-test) MIZEAOT—R MY FELNZDOWT

£ 18[E SIM Tlk, 1976 FICHE L HRZFARETHD IBTHAEMRICK IRBT—2EE
EHEEEIC, IBTHRFMOXBOEEEE ESHTNEN, LOSHBEIMNRESh., EfEE
BEO=OITHERONENBEL SN, 0. XEI P ERERALEBELT o, £E
BEISHLERNEZREITICLESh, F20ESIM THERchd L LT,

4. BhVYIC

Z19E SIM CTREBEVEIT R COMNLFEXEICERELN®OoNT=, B 18 SIM TIE. &1
EEDLBEORBEHRERTEICOVTHERVEF L, FZBTEIAEZMRRT LFRIMER

{LEAEYRRAEE 5 155 2 5(2005.8) 280-288 B
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Ehtze LALHV BRTOTSLAIZBHFEI a7 IILERBICEDOTEEIA TN RE
THY . COHIZDVTIFE20E SIM THLHBSHESTFETHD. . % 19 @ SIAMTIE,
BED SIM CEBSN-DHFEXEZECYMELT I —FEMThh. MEHTI ) —5F
flox g dEF T H A ¥ RDPBEENEPA ST,

SHEER
- QEGD (2004a) Summary Record of the nineteenth SIDS Initial Assessment Meeting (SIAM

19)  (ENV/JM/EXCH/SIAN/M (2004) 2)
- QECD (2004b) OECD integrated HPV database. http://cs3-hq. oecd. org/scripts/hpv/
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CAS No e2YER/ BEHTIV—% ARY— BRE EBb

s
85535859  Alkanes, C14-17, chloro UK:eu FW LP
6422862 Terephthalic acid, bis(2-ethylhexyl) US/1GCA LP Lp

ester
101542 p-Phenylenediamine, N-phenyl- DE/|CCA FW FW
92706 2-Hydroxy-3-naphthoic acid DE+JP LP FW
7715146 Sodium dithionite DE/1GCA LP FW
7183202 Diammonium sulfate DE/1GCA LP LP
1344009 Amorphous silicasilicates (& HF 3 UK/ICCA LP LP
1344952 Jy—=)
7631869
112926008
112945525
108952 Phenol DE:eu LP FW
102090 Dipheny!| carbonate DE/IGCA LP LP
67481 Choline, chloride UK/1GCA LP LP
95534 Aniline, 2-methyl- DE/ICCA LP LP
111488 Ethanol, 2,2 -thiodi- DE/IGCA LP LP
126330 Thiophene, tetrahydro—, 1, 1-dioxide JP/1CCA LP FW
119642 Naphthalene, 1,2, 3, 4-tetrahydro- DE/ICCA FW Fw
131179 Diallyl phthalate JP/1GCA LP LP
502443 2-0xepanone BE/1GGA LP LP
513359 But-2-ene, 2-methyl US/GCA LP LP
106989 Butenes (MEHTI)—) NL/1GCA LP LP
107017 NL (/1GCA)
115117 FR/ICCA+NL/ | CCA
590181 : NL/1CCA
624646 NL/1CCA
25167673 NL/1CCA
112889 Higher olefins (I&HFT 3 —) US/ I GCA LP LP
629732 US/1GCA
25264931 US/1CCA
25339531 US/1GCA
25339564 US/1GCA
25377837 US/1GCA
25378227 US/1GCA
27215958 US/I1GCA
85535871 US/1CCA
6104309 Urea, N”—(2-methylpropylidene)bis- DE/IGCA LP LP
2530838 Silane, trimethoxy[3- (oxirany!methoxy) US/1CCA LP LP
propyl] -
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111762 Monoethylene glycol ethers (MEHF I
112072 1) —)

112254

2807309

7580850 Ethanol, 2-tert-butoxy-

77119122 Phosphorous trichioride

10025873 Phosphory! trichloride

7758943 Iron dichloride

119062 High Molecular Weight Phthalate Esters
3648202 (MEHTIVU—)

53306540

68515413

68515435

68515479

85507795

67561 Methanol

64175 Ethanol

78831 iso-Butanol

AUS + US/ICCA
US/IGCA
US/1GCA
US/1GGA

JP

DE/1CCA

DE/ IGCA

KO

FR/IGCA+ JP/1CCA
FR/1GCA
FR/1GCA
FR/[GCA
FR/1GCA
FR/IGCA
FR/1GCA
US/1GCA
CZ+SK/1CCA
US/1GCA

LP

LP
LP
LP
FW
LP

LP
LP
LP

LP

FW
LP
LP
LP
LP

FW
LP
LP

287

FW = The substance is a candidate for further work. (ﬂ%hﬂ0)§ﬂ%§ﬁﬁ§EfF§€b§£§§§)

LP = The substance is currently of low priority for further work. (FIKRTILEMEZED

WEZL)
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SUSCEPTIBILITY OF NEWBORN RATS TO HEPATOTOXICITY OF
1,3-DIBROMOPROPANE AND 1,1,2,2-TETRABROMOETHANE,
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ABSTRACT — Newbomn rat studies were conducted with oral administration of 1,3-dibromopropane
(DBP) and 1,1,2,2-tetrabromoethane (TBE) from postnatal Days 4 to 21 to allow comparison of NOAFLs
and unequivocally toxic levels with those from 28-day young rat studies starting at 5-6 weeks of age. The
unequivocally toxic level was estimated by our specified criteria, requiring simultaneous change of organ
weights, histopathology, some biochemical parameters and body weights, because in this study only
hypertrophy of hepatocytes was observed as a major histopathological change. DBP caused centrilobular
hypertrophy of hepatocytes with alteration in biochemical parameters, as well as lowering of body
weights, regardless of sex, in both newborn and young rats. NOAELs and unequivocally toxic levels were
considered to be 50 and 150 mg/kg/day in newbomn rats and 10 and 250 mg/kg/day i young rats, respec-
tively. In the newborn rat study of TBE, some hepatic effects observed at the top dose of 50 mg/kg were
not considered adverse because of the lack of histopathological changes. Significant lowering of body
weight was noted at 200 mg/kg in the dose-finding study but histopathological data were not available.
In the young rat study, there was no definite toxicity at 6 mg/kg and hypertrophic changes in liver and
thyroids without body weight change occurred at 200 mg/kg. There were no clear sex differences in both
the newborn and young rat studies. NOAELSs were considered to be 50 and 6 mg/kg/day in newbormn and
young rats, respectively, but unequivocally toxic levels for both rats could not be estimated. Abnormalities
of external and sexual development and reflex ontogeny in the newborn were not observed with either
chemical. Based on these results, it can be concluded that the target organ of DBP and TBE is the liver
in both newborn and young rats, and that while the doses at which toxic signs began to appear are higher
in newborn rats, those causing clear toxicity may be paradoxically lower in the newborn case.

KEY WORDS: Toxicity it newborn rats, 1,3-Dibromopropane, 1,1,2,2-Tetrabromoethane
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INTRODUCTION must shift back to the mother again because the ability
of the fetus to dispose of them is extremely immature
The newborn period is a time of biological (Scheuplein et al., 2002). After elimination of com-

changes because birth creates a completely new situa-
tion for the offspring. For example, prior to birth,
maternal and fetal blood are in close equilibration, and
most xenobiotics that cross the placenta to the fetus

pounds across the placenta ceases at birth, metabolic
and excretory functions rapidly develop. In the liver,
parturition triggers the dramatic development of meta-
bolic enzymes (Alcorn and McNamara, 2002). In man,
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most enzymes have matured to adult activity levels by
the first year of life, but cytochrome P450-mediated
metabolism, glucuronidation, glutathione conjugation
and acetylation are generally deficient in the neonate.
Regarding renal clearance, although the adult function
is also approached by 1 year of age, the faster develop-
ment of filtering than absorptive or secretory functions
results in a glomerulotubular imbalance. The lack of a
balanced detoxication ability during the newborn
period would be expected to affect toxicity of chemi-
cals.

For the toxicity evaluation of various kinds of
chemicals, repeated dose and reproductive/develop-
mental toxicity studies have been generally conducted.
However, the effects of direct exposure to chemicals
during the newborn period have not been taken into
account. Furthermore, there were no sufficient data on
the differences between the newborm and young/adult
in the susceptibility to the toxicity of chemicals. There-
fore, for the purpose of understanding the sensitivity of
the newborn and wutilizing it in the toxicity evaluation,
we conducted the repeated dose toxicity studies using
newborn rats, and analyzed the differences of the sen-
sitivity from that of young rats, which have been
recenily used to evaluate the chemical toxicity in gen-
eral. These comparative studies were conducted as a
part of an existing chernical testing program of Japan.
As the candidate chemicals, phenolic and halogenated

compounds were selected among chemicals in this pro-

gram, considering the potential for endocrine disrupt-
ing action in the early development period. Because of
no standard experimental protocol, repeated dose tox-
icity studies in newborn rats were conducted with our
newly established protocol (Koizumi er al., 2001),
including a detailed examination of early development
and a complete toxicity analysis after a sufficient
recovery-maintenance period. The results were com-
pared with those of a 28-day repeated dose toxicity
study using young rats, which is generally conducted
as a screening test in existing chemical testing program
in Japan. For more precise comparison, in addition to
the no observed adverse effect levels NOAELs), we
estimated unequivocally toxic levels, defined as doses
inducing clear toxicity, including clinical toxic signs,
death or critical histopathological damage. In order to
estimate more appropriate NOAELs and unequivocally
toxic levels than those depending on the dosages of
main studies, the results of dose-finding studies for
each case were incorporated. Earlier, we reported ana-
lytical results for five chemicals (4-nitrophenol, 2,4-
dinitrophenol, 3-aminophenol, 3-methylphenol, tetra-
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bromobisphenol A) (Koizumi et al., 2001, 2002, 2003;
Fukuda er al., 2004). The susceptibility of newborn
rats to the toxicity of the first four was 2 to 4 times
higher than that of their young counterparts, although
these chemicals had no impact on development in the
newborn period and showed similar toxicity profiles in
both age groups (mainly effects on the central nervous
system). In the case of tetrabromobisphenol A, a spe-
cific rather than enhanced renal toxicity was observed
in newborn rats.

In the present study, two halogenated alkanes,
1,3-dibromopropane (DBP) and 1,1,2,2-tetrabromoet-
hane (TBE), were chosen as the sixth and seventh
chemicals for comparative toxicity analysis, because
these two chemicals have similar properties such as
analogous chemical structures and hepatotoxicity after
hepatic metabolism, and the lower susceptibility of the
newborn to these chemicals was expected in prelimi-
nary analysis, contrary to all outcomes of previous
analyses. There has hitherto been no sufficient infor-
mation on toxicity of DBP, an intermediate in the pro-
duction of pharmaceutical agents (Chemical Products’
Handbook, 2004), except that the intraperitoneal low-
est lethal dose is 750 mg/kg in mice (Sax, 1979).
Applications of TBE are various as a fire retardant, in
oils and fats, in solvents, for ore dressing, and as a
reagent for microscopic examination and as a catalyst
(Chemical Products’ Handbook, 2004). Regarding its
toxicity, inhalation exposure to TBE for 180-184 days
(7 hr/day, 5 days/week) caused slight edema and con-
gestion in lungs and slight centrilobular fatty degener-
ation in the livers of mice, rats, guinea pigs and rabbits
at an average concentration of 4 ppm (Hollingsworth et
al., 1963). Gavage studies for 3 weeks using F344/N
male rats have been conducted on many halogenated
ethanes to examine renal toxicity, but all rats adminis-
tered TBE (214 mg/kg/day and more) died or were
killed on becoming moribund by dosing Day 11 (NTP,
1996). Cytoplasmic vacuolization of hepatocytes was
observed in these rats. We have conducted the newborn
rat studies on DBP and TBE and evaluated the results
in comparison with published findings in young rats
(MHLW, 2003a, 2003b), in the same manner as for the
five chemicals already documented (Koizumi et af.,
2001, 2002, 2003).

MATERIALS AND METHODS
Materials

1,3-Dibromopropane (DBP, CAS No. 109-64-8,
purity: 99.8%) and 1,1,2,2-tetrabromoethane (TBE,
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CAS No. 79-27-6, purity: 99.2%) were obtained from
TOSOH CORPORATION (Tokyo, Japan), and dis-
solved in corn oil and olive oil, respectively. Test solu-
tions were prepared at least once a week and kept cool
and in the dark until dosing. The stability was con-
firmed to be at least 7 days under these conditions. All
other reagents used in this study were specific purity
grade.

Animals

Sprague-Dawley SPF rats [Crj:CD(SD)IGS]
were purchased from Charles River Japan Inc. (Kana-
gawa, Japan) and maintained in an environmentally
controlled room at 19-27°C with a relative humidity of
32-75%, a ventilation rate of more than 10 times per
hour, and a 12:12 hr light/dark cycle. For 18-day new-
born rat studies of DBP and TBE, 20 pregnant rats
(gestation Day 14) were purchased for each and
allowed to deliver spontaneously. All newborn were
separated from dams at postnatal Day 3 (the date of
birth was defined as postnatal Day 0), and those with
good health without external abnormality were pooled
according to sex. Groups of 12 males and 12 females
were selected and assigned to each of the 4 dose
groups, including the controls, by stratified random
sampling based on the body weight. Twelve foster
mothers were selected based on health and nursing
conditions, and suckled the 4 males and 4 females
assigned to each group up to weaning on postnatal Day
21 (termination of dosing). After weaning, the animals
of the recovery-maintenance group (see Study design)
were individually maintained for 9 weeks. In the 28-
day study of young rats, 4 week-old rats were obtained
and used at ages of 5-6 weeks after acclimation. All
animals were allowed free access to basal diet (CRF-1:
Oriental Yeast Co. Lid., Tokyo, Japan, or LABO MR
Stock: Nihon Nosan Kogyo Inc., Yokohama, Japan)
and water (tap water or well water treated with sodium
hypochlorite).

Study design (Time schedule as reported previously
(Koizumi et al., 2001))
1. 18-Day repeated dose study in newborn rats

In a dose-finding study, DBP was administered
by gastric intubation to newborn rats (5/sex/dose) from
postnatal Days 4 to 21 and TBE from postnatal Days 4
to 20. The dosages were set at 0, 10, 30, 100 or 200 mg/
kg/day for DBP and at 0, 12, 50 or 200 mg/kg/day for
TBE, based on the results of young rat study, men-
tioned below. They were examined for general behav-
ior and body weights during the dosing period, and

sacrificed at postnatal Day 21 or 22 for assessment of
hematology, blood biochemistry, macroscopic findings
and organ weights.

In the main study, newborn rats (12/sex/dose)
were administered test substances by gastric intubation
from postnatal Days 4 to 21. Based on results of the
dose-finding study, the dosage was set at 10, 50 or 150
mg/kg/day for DBP and 3, 12 or 50 mg/kg/day for
TBE. On postnatal Day 22, 6 males and 6 females in
each treated group were sacrificed (the scheduled-sac-
rifice group) and the rest of animals in all groups (6/
sex/dose) were maintained for 9 weeks without chemi-
cal treatment and then sacrificed at 12 weeks of age
(the recovery-maintenance group). During the study,
general behavior, body weight and food consumption
(only the recovery-maintenance period) were exam-
ined at least once a day. In addition, some developmen-
tal parameters were assessed, such as surface righting
and visual placing reflex for reflex ontogeny, fur
appearance, incisor eruption and eye opening for exter-
nal development, and preputial separation, vaginal
opening and estrous cycle for sexual development. Uri-
nalysis (color, pH, occult blood, protein, glucose,
ketone bodies, bilirubin, urobilinogen, sediment, vol-
ume of the urine, osmotic pressure) was conducted in
the late recovery-maintenance period.

At weaning age of postnatal Day 22 after the last
treatment, blood was collected under anesthesia from
the abdomen of all animals in the scheduled-sacrifice
group. In the recovery-maintenance group, it was con-
ducted at 85 days of age after overnight starvation. One
portion of the blood was treated with EDTA-2K and
examined for hematological parameters such as the red
blood cell count (RBC), hemoglobin (Hb), hematocrit
(Ht), mean corpuscular volume, mean corpuscular
hemoglobin, mean corpuscular hemoglobin concentra-
tion, white blood cell count, platelet count, reticulocyte
count and differential leukocyte count. In the recovery-
maintenance group, blood was also treated with 3.8%
sodium citrate and blood clotting parameters such as
prothrombin time and activated thromboplastin time
were examined. Serum or plasma from the remaining
portions of blood were analyzed for blood biochemis-
try (total protein, albumin, albumin-globulin (A/G)
ratio, glucose, total cholesterol, triglycerides, phospho-
lipid, total bilirubin, urea nitrogen, creatinine,
glutamate oxaloacetate transaminase (GOT),
glutamate pyruvate transaminase (GPT), alkaline
phosphatase, y-glutamyl transpeptidase (y-GTP), cal-
cium, inorganic phosphorus, sodium, potassium, chlo-
rine). Following collection of blood, all animals were
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sacrificed by exsanguination, and organs and tissues of
the entire body were macroscopically observed. The
brain, pituitary gland, thymus, thyroids, heart, ungs,
liver, spleen, kidneys, adrenals, testes, epididymides,
ovaries and uterus were weighed, and fixed in 10%
buffered formalin-phosphate (following Bouin’s fixa-
tion for testes and epididymides). Paraffin sections
were routinely prepared and stained with hematoxylin-
eosin for microscopic examination. All studies were
conducted in compliance with the Good Laboratory
Practice Act of the Japanese Government.

2. 28-Day repeated dose study in young rats

In a dose-finding study, DBP and TBE were
administered by gastric intubation to five-week old rats
(5 or 4/sex/dose) for 14 days. The dosages were deter-
mined at 0, 20, 60, 200 or 600 mg/kg/day for DBP, and
at 0, 10, 20, 50, 100 or 200 mg/kg/day for TBE, based
on the results of the preliminary single-dose study. The
general behavior, body weight and food consumption
were examined, and the animals were sacrificed the
day after the last treatment for assessment of hematol-
ogy, blood biochemistry, macroscopic findings and
organ weights.

Referring to the results of the dose-finding study,
doses in a main study were set at 10, 50 and 250 mg/
kg/day for DBP and at 6, 20, 60 and 200 mg/kg/day for
TBP. In the main study, 5-6 week old rats were given
the test substances by gastric intubation daily for 28
days and sacrificed after overnight starvation following
the last treatment (scheduled-sacrifice group). Recov-
ery groups (0, 50, 250 mg/kg/day for DBP and 0, 200
mg/kg/day for TBE) were maintained for 2 weeks
without chemical treatment and sacrificed at 11 or 12
weeks of age. The number of animals for each sex/dose
for both scheduled-sacrifice and recovery cases was 6
for DBP and 5 for TBE. Rats were examined for gen-
eral behavior, body weight, food consumption, urinal-
ysis, hematology and blood biochemistry, necropsy
findings, organ weights and histopathological findings
in compliance with the Test Guideline in the Japanese
Chemical Control Act (Official Name: Law Concern-
ing the Examination and Regulation of Manufacture,
etc. of Chemical Substances) under Good Laboratory
Practice conditions.

Statistical analysis

Parametric data such as body weights, food con-
sumption, urinalysis findings (except for the results of
qualitative analysis), hematological and blood bio-
chemical findings, and organ weights were analyzed
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by Bartlett’s test (Bartlett, 1937) for homogeneity of
distribution. When homogeneity was recognized,
Dunnett’s test (Dunnett, 1964) was conducted for com-
parison between control and individual treatment
groups (p < 0.01 or 0.05). If not homogenous, the data
were analyzed using Steel’s multiple comparison test
(Steel, 1959) or the mean rank test of the Dunnett type
(Hollander and Wolfe, 1973) (p < 0.01 or 0.05). If the
number of groups was two, parametric data were ana-
lyzed by the F test (Snedecor and Cochran, 1967).
When homogeneity was recognized, the Student’s #-
test (Steel and Torrie, 1980} was conducted and if not,
the Aspinn-Welch’s ¢ test (Snedecor and Cochran,
1967) (p < 0.01 or 0.05). For histopathological find-
ings, the Mann-Whitney’s U test (Mann and Whitney,
1947) or the Fisher’s exact test (Fisher, 1973) were per-
formed (p < 0.01 or 0.05). In the newborn study, the chi
square test (Fisher, 1922) was conducted for physical
and sexual development and reflex ontogeny (p < 0.01
or 0.05).

Judgment criteria for NOAEL and the unequivo-
cally toxic level

NOAEL is the greatest dose at which no adverse
effects are observed. In the case of hepatotoxicity,
increased liver weights or changes in biochemical
parameters alone are not considered to be adverse
effects. The unequivocally toxic level has been used
only for our comparative toxicity analysis as a clear
toxic dose. However, it is generally not readily defin-
able because it depends on the type of toxicity. In this
study, centrilobular hypertrophy of hepatocytes was
observed as a major histopathological change with
both chemicals. Appearance of hypertrophic hepato-
cytes may not be considered to be a sign of clear toxic-
ity because it is not usually accompanied by increase in
GOT and GPT, typically found with hepatotoxic
agents. Therefore, for the special purposes of this
study, the unequivocally toxic level was estimated on
the basis of concomitant changes in organ weights, his-
topathology, biochemical parameters and body
weights.

RESULTS

1,3-Dibromopropane (DBP)
1. 18-Day study in newborn rats (including the dose-
finding study)
In the dose-finding study at doses of 10, 30, 100
and 200 mg/kg, 2 of 5 males and 2 of 5 females of the
highest group died on dosing Days 2 to 3, but no



