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2(Vn-TFNT X)) E ) —VDEFERER ORI T 2 RAEZBEEBRETT 5720
W, AEBET A NHA RTA T T, THEAERASERR 2EE L7,

9 EEDMERE Crl:CD (SD) T v NI, #BWE % 14 & 5%, KR 14 B OREHH
R T, T0%, BIXRE 29 BEE T, #IEIN%E3 B (41~54 BE) ETHRELR, #
e L REFHEFII—RREBEE, FERUBEEHEZTV., ZKEEROE R IZHRE
Tole, FEREIIET - LEABRFBEZIREICHE L, £, HIRE 1 »5 14 BEZ
THRAHSZHE N, REHFETFRZREETO R, 2BZIIEOLHR OB IR N HE
RO—BRREBEERMFEREREDOREL T/, BEAEIZO0 (=—#H) | 10, 50 &
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LTHLNABHFICHT Lz, £z, MREEENHERE L | fITRRRBIIHEREINLZLO
DL LRI oTe, S HITHHERT B ICERMEERER S b 1 FlTiiatgd TR &%
L7ze LirL., BEMIORER, ZhE, FRE, HEFE, D2 EEFERIZETI T
TDONF A= ZIZEREIHDNRPo T,

REWIZBNTIL, SR, BE, EHFEERECTRTOREEBICEE XA DN oz,

PUED X 51T, 250 mg/kg BEIZR W THRERIZA S L=, REMW OAFERE R ORI
DFREIHTIEERZ LNV 2D, BRBREHFTICBITS 2(¥n-TFAT I /)T
&) —=)VOBREWICET 5 ESMHEE (NOAEL) X 50 mg/kg/day, EREFHEFMICETS
NOAEL 13 & EHETH D 250 mg/kg/day & L7,
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14. FERA B
141 #HEBWE
(BHEIFRBRREER OFRFAT, 2004 LY 51/H)

a) HHE

£ R 2(T-n-TFNT X))y ) —)v

CAS & B 102-81-8
b) AR

I
¢) nyv hEE

GLO1
d HTE

173.30
e) T

CIOH23NO
f) # E

99.4% (GC)
g) DER LEFEAMER

FIRIZBT 2R BWTIVREET DO TWVERAEROWREE

2 -75°C

¥R 228.7°C

wOE 0.857 g/mL (20°C)

AR AK: 04g/100g
h) RE&MHE

EN L -RERRICAN., HBRYEREZOMHREGE 001 XX 005 THETHRE Lz,

RERE 1.2~5.9°C (FF&#FHE 1~10°C)
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142 #% &
a) %& W
a— i
b) =|IREH
PRE OXIKEMREIL 0.4 g/100g LK<, 28 BREIKER DREFZMERR (HFH.
2004) IZBWTiEa—rlMEEEL L TR Z b, ARBRTHLa—VBER W,
¢) ®¥Ex, SL—FERQPey hEE

ST FTATAT AT
71— K =¥t
= V1K6344

d #* &

RE BT RERE=E
REIRE =R
143 HEHEY
ERHWE L THLINZEY T, YRBRERICBVWTCLERT—FE2HFL TS
Crl:CD (SD) 7w b (SPF) # HAF ¥ —/L X - J/\~ (BFEHEEFEZ—) WHOAFL
oo 8 WESDMEMET » & 55 ICEAF L, F—VH720 1 XL 3 [EOFEE T, A6
AteE THRE - Bt 21T o7z, $7z, I OWTATWR B LES TR T THEASEZR
B, BERBRTRIC, —BRE, AEROEERICEERSLALNRWVEMEZ BV TE
HENEEAMHETHES T L, BoU0RIIENEE & Uiz, £, BoTEICEEDE
ENEROFEHEEL0%OEHBENICH S Z L 2R L, BEOUBORD SITRR,»

BERA LT,
OB ONTIE, B Tﬁu ILEERA~DOMMEA 7 BAICXL Y B T%ITEERS
T T T o, £, r—VICIBWME S . BREHER 2R L=~V E2F L,

7 v 7 IIIRBRE S, r%u&m&b}ﬂﬂgé‘»%r L7z,
WEBRLARFIC, BT 9 B T, (REERFHITRED 327.6~362.1 g, HEAS 196.8~232.0 g
ThHoT,
144 fFRERE
B, B - BUEHIRE T 2 202 EHMEE LT, RE 21~25°C, FEXHRE 40~
70%., HEREIEL 10~15 B/, BB A 2V 12 BRRIREIRE (7 BT, 19 BREAT) I0RE
LIeNY T =V AT ADFREE (RESHMFPIITREE 1, REKTRIIEEE 6) ITE
L7co IREROFXHEE OEANEILX, FEI 22.4~24.6°C KN 443~62.7% T -7,
TV, BEOTENEAT v VABEGHER 7 — Y (W260xD380xH180 mm, bk ¥ UHE
) 1T, BE UL, HEIE W260xD380xH180 mm., ML W165xD300xH150 mm D A T
‘/I/X%'ééﬁﬁﬂ%#—v“ (FXUHRZBR) ICENFEE Lz, £/, KEME g —
NHERES 1 IR E LT, RESHERSNZMITERE B EHR (Fryr—r, 1
v FEE 111004 X TF 120110, BAF ¥ —)L R « UX—) ZANTZRY h—RxA HELSE
Ko —Y (PC 7r—, W265xD426xH150 mm, b TR @A L, 9
BITIRE L L bICUE LT,
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BB M OZHITOWTIE, b UA IR, B TRER O T#ILE 2 BIOSEE T, B8
SRR — VR ONT v ZI3EESITRRIC, PC 7 — U R OEREILE 2 BOSEE TiTo 72,
T, INLOFABTRBMIT T TE— M7 L—T73E (121°C, 30 0f#) LTHEALE,

BEHE, F— F 7 V—T7E (121°C, 30 &) L7zE8EE (MF, = v FES 110906
KON111005, UV = ZABERTE) 2 A7 L ABREERIC AN THHERS ¥, &
BAKIE, BERBEN3I~5%E 2D LOICREERBET NI UL (Ea2—F v 7 R) ZEHN
U7z H B EAKEKRE, SRR, —UERRFICIZBEHRAKER T, PC F—UEARITE
KROAIZE D BHERSE,

B R OFRBOBACOWTIE, BB BIRAYOSTT —F ZAF L, KERE
RETHEEWERGNED R R OB OISR ERE | (1979) % 5E I SRBR MR CF
DI EMEBNTH D2 L EHERLUTHEM L, BBKOKEREIZOWTIE, BEEREHE
O [KEEBIZET2E8S] (BEEFBHESE 101 5) ICERL 2 KEREZE 2 [BERK
L., AESOEEEHZLTCNE I LEHERLE,

15. RBR G-

15.1 #HBRHEORERE
BERME & 0, 25, 100 X400 mg/kg/day DHETT v M 28 BRIRERSE LBk
IZRWT, 100 mgkg L EDRETr — VRO D EER OIEMSEEEI/E, 400 mg/kg FE TR
PEREEE, BEHE, R BRERFROED, WEER, ERERED, EEMEOK T R OREE
PLEBRH B, 400 mgkg BHTHRERA LN TWD GRi, 2004 . ZOERNLHE
FRERB & LT 300 mg/kg/day % Bl 100, 30 XN 10 mg/kg/day DFHET, #D Crl:CD
(SD) Z v b (SPF) |27 BRIKERAKRE LR, FEE 300 mgkg BICHAHILD D
HTHoTT-d, BEHMKET%IZ 300 mg/kg I 1000 mg/kg, 100 mg/kg 1d 800 mg/kg, 30
mg/kg IX 600 mg/kg, 10 mg/kg 1L 400 mg/kg ICREEBEZEF LTI HIZ 7 BE#EE Lz, #
EEBOEFHITIEL, 1000 mg/kg BETARFEN 3 Fl2F], ik, HEEk, BEAMRS, =082
B A DAL, 1 FHCERER A A 5 TEE 1 B BIZEE L, 800 mg/kg B TrIitEE 3
BlaF, AR, EE, BRSNS 2 4], LADISHITR 1AL, 1 HCES, B
FEEE T, BRERENERAAONTHERE 2 HEIZRT Lz, 600 mgkg B TIEIARRE
28 3 e, IRERKR ORIMARMEREN 2 fl, KADEBITH 1 HFICALIL, 1 BNTEE R A
LbILTE 2 HEIZFELT L7z, 400 mgkg B TIEARFED 3 Flaf, 7 — Uik, HERIT
), REEZRP OB 2 FllIcA BT, BLEXY 400 mgkg DL _E THERERDS
Z» B Av, 300 mg/kg/day TIIEARBENCIE T DRIEEMEDNR H D720, FET B HI W & HERl S
% 250 mg/kg/day AR AEE L, LATAK S T50 XU 10 mg/kg/day & LTz,
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15.2 FEHERR
WERME D 3 AEREOEA 2R ST A BEE 25 E L,

B BREHAE | R5F5E |\ R EIKEE B (BimES)
REREE
(mg/kg/day) | (mL/kg) (W/v%) i3 i3
AR R 0 5 0 12 (1~ 12) |12 (101 ~112)
| ERE 10 5 0.200 12 (13~ 24) |12 (113 ~124)
i: FHE 50 5 1.00 12 (25~ 36) |12 (125~136)
7 | BHE 250 5 5.00 12 (37~ 48) |12 (137~148)

LUF, gt BRI R L RE&LT 2,

153 ®5HK
a) HRWHEIKROFR
WRHEEREL, a—VWMEMIERLT5.00wv% (EK) @8 Lz, £725.00

WV D~ AR L, a—lEMAFR LT 1.00 ZT0.200 wvye (K ZFHsd

Lz, ZHOOFBOBEEIL, 7y MIHRWE % 28 BREIKER S L7=HER (A,

2004) 1ZBWT, 02 ZTN20 W% HET T8 HIRIZETH D Z PR EINTVWA T

B, FEREOMBN S ALAT 2B LS LT,

b) AR ORI ERORE
AR OSBEOEBRMEIRE 77 AT v 7 v TNy L, BB EREED

(A 7T I THAT (2~8°C, AR 1~10°C) TRE Uiz, &5 B ICEAER U5

WERERERFTNLERY H L CTREICHAVWE,
¢) BEITHWLHEBRMEIRORERER

YIEIFRRIER I, MR ERR CEM L7235 FRBRE 5 X02-0253) 2BV T, 5.00 wiv%

WCOWTHEEROERYEREZHIE LT,

TRUWERO—BERR L THORBEZRRL, ¥R/ 770 —%HANT
HHHEREZHE LZER, HRYEROBEILSI10wWwN%E 720 YRR OFF
BEHFEANTH- T,
154 & &

MERE & b Z2ERHT 14 AR E L, BEIAREHIM 25 T 29 BE, Mo HET R U0
BEROBYERE, TEROEESRZECOMHE3 RETO 41~54 A GEothx &)
WE L7z, BEITIIRT b T—T 0 (FAT) #BY 788G (Fre) 20,
Mﬁbtﬁﬁ@WE%%kK%MLEWElm&%wSmLmﬁifﬁmyqzw@ﬁK
70 1 EEGERORE L, 2B, REBEOHIITRO HOKELZ S LR EERZHE
H L7z,

-11-



15.5

15.6

15.7

15.8

E16-0039

— R BRI
—ReRBOBIELEA 1 B, £FEOBRLEH 2B To7z, £/, HIROMER S o

B OV TG RRT A TEERELBIE LT,

REAE

AFEFNZOWT, BEF EIXFE (FA MY UR) 2AWT, XS 1, 3, 7. 14, 21
KEOV28 HE., MEEEE 1, 3, 7. 14, 21 KU'28 HE, R0, 7, 14 K20 BTN
FOKROY4 BIZHIE LT, ZOIEHErEE IR RICEIE LT,

BEHEHE

EFFNCOWT, BF LR (P b U R) ZHWT, ZEHIBF 2RV T, B
BE1, 3, 7TEC14 BE, #i3RE1, 3, 7TEC 14 BE, @0, 7. 14 RU*20 BEW
IZIEE 0 RO 4 BIZHEIE LTz, 728, &57EEuViﬁ~%L®ﬁEg(%ﬁ%)Mﬁ
BICEZAALT, IEE (BER) Z2RAELL, 2L, 85 15 BEOIIEHM
LB, wm&%&ﬁq4aﬁiﬁﬂg%mmbtoM@ﬁ%oﬁ&@% oﬁim
EEEEFHIE L, Fo, ML SICEKHIER CEEEZRIE L, MEL-EEZ L L
WZHEE RO 1 BIFEEELZRD T,

BRI
a) ¥ &

AFFNZONT, BEESEOBRIZ=—T )VFREET CHEEKEAR) bR L, 2%
FESRCHRE, BRTLES. KT, BRERE. MfE, MERER OVERRRE L £ 0 AEDORERIVELE
P{To70, RERPELE LIZBEHc - W T, BEFIC—F VKREE T CHRul L., &
I THEGFH L RAFOBIEET o/, HEFIIR RRFICAT & FROBELTT-
Teo ETz. HERHNZOWTIRRITEREERE L, FEITTHERICERERZE AT,

b) MBERAOHREEENE

2HNTHONT, R, BELEE, AR, BE (BERZET) | IR, 752, &,
HRE OHBHE OENRE CHDHZ ERROILAM CRIK, /MMEURE) . FHEEDY
HEMHREER LT, £, BFXE (P M UR) ZAWT, BE, BELE, /T
iR, BE (BERZED) ROHROEEZRE L, B, RINBRISMIELEED
FCTHE L, SDOICEIBOERES D LICHREOMAERZEH L, ZOIE,HIR
FIRZER & LT 50 mgkg B (No. 26 X1V 134) OBEA TR LT,

o) REMEMRFEAIRE

BER U838 - MR 10% P HEE AL~ ) VIRCEE L, L, BREORBR
FERITEETE Y MY R TEE LT, 8RR S Vo & REMFOREIL, RED
FOHE - B W TART 7 0 VEEETES R Z/EH L, ~v b XY - mF T
(HE) LI OEFEMEBERICHRE L,
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zZHO (3.1 BHREZLEREZ, [—) IBRELR»okBEEZTT, £72 (8Q)
X HE B BIEARZ ERL U 7= 23, 250 mg/kg B CHEBME R G OEE LT > BN A LI
Mololzd, R LN EBRT,

o o 10 50 250
RE - MR pogichics me/kg B meg/kg B mg/kg B
i 3 - - d
K 3 - - 3
] 3 - . d
HE (EERED) 3 - - d
I 0 - - ¥
T Q _ — ?
s Q _ _ ?
B O, AR | 39 @9 39 ek
o o - - 39
B 39 - - g%
9L 39 - - g%

X1 FREERDB A DT Iz, O T X TO MBI OV T HE REEAZERL,

STEREE R TN 250 mg/kg BEARAE LT,
%2 MOBERE & U CHERED S REE K& 1Y 250 mg/kg BEIC DU T HE Y AE AR & VESL
L. BE L,

ERRESMT, RIREYIREES & LT 10 mgkg B (No. 19) OFEE L&, 50 mg/ke & (No.
26 LN 134) OBIEEBRE L,

T DIEDEEAFERR SN2 o T (No. 101, 140 K Tr 148) & ARELFEFEO#HE (No. 1,
40 KOV 48) 1T OVWTREEL, BR EE, B (MK, /MR ORE) . FHEROLE RO
WCHEDORIBHRET Th 2Bl (No. 1) RUMERE E& (No.48) 2RELL, £, £
IRAFELT L7z (No. 144) IXHBRIREH THLOMME VBB EZHRE L, BPETL
7o (No. 145) IR (KM, /MEEROWE) . FHEAOCLEHRERE LT,

159 HEHHRE
HEEFIZONT, 8512206 14 HEE CTEBERZERL, ¥ATFRERICEFETRM
EANCHRAE L, £z, BEAPOLROBFHE TEHEAIEEE L TEOHEH Bz
Kz, 2B, BEMVEGE T IHGEEIROORENEHER & L.
15.10 AFERES TR
B 15 HEOYZICHMEZR—REOHEDOr —J~B L, M1 xts LTREBS®T,
BROFATFICHEZTTDO T — VLR LT, FBIIRBRKYT 2% TRE 14 BE{T- 72,
EZFEROFRICERIIERFORFORELZHER L, TN OPERINZEEICRE
DSRRAL L7e & BT LTz, o3 ORERRIE, B AR HE SW TR 10 BEE CICRENER L.
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BICRALEBR LB EE2 0BT L, TOBEZSMEE & Lic, 48T 10 FRUEIC ST
MSET LEEEMIIE B2 0H & L,
REMERANLOIRSETRIE £ TO ARG & L, ZB., SR OITIROFE RN
b, AESEEl (R \ REERIN B R | MREHES L
B () | WEOLW4 BOAFEREZR B (HER) 2R, £, &
EBRAA B bR EMER A CORE (RBATERE) | IR, MIRERER CERE
HERDE, SHIZTREBRICOWTENOEE N AEEO LHER MEERZEEN
L7z,
- RER . (REBEWERIEEWME) X100
- ZRRR . (IREIE S HEE R RHER SV HEEE) X100
- FRE . EREREREFE) X100
- HEESR . (FIR% HE U EEWEEIRAE S LB ED) X100
- orihE . (BEREEREH) X100

REM ORE

SHSETH (HEO0R) T, BEREEMEDCERE, £FREEKE 2OREERD,
MEHEDKRERER ONROBELITo7, T, B4 BETER 1E, BCEESH—HEK
REROHREZBE L, SOIIHE 4 BICHBEOETIRE L EoREERD, HEEDK
ERHELE, BONEERENS, TroEBIZ oW TERN MY N AREDOFEHER O
ERREETEH L,

- AR (HMEAREEREH) X100

-0 AR . (HWEAREERE) X100

-4 HAEFE . (4 BERE /HEARE X100
- HEEIR ML - HEHEE R B EIRE

15.12 #EFHERIEIE

FHEMOGBE (Hkak) | BEE REEE. VHOEAH R ZREFEER.

TR, RS, BB, HEROERS (MESFE) . H4E 0 HoAFREK
(MEREEEHE) . HMERM, 0 BAFRKE, 4 BARE (MHESEHE KO 4 BAEFR

fREIX, Bartlett BREIC & D BEEO WO —RMEZIE L, Bartlett HIE T3V T 5%KEE
THEBEENES, S0t HESNZEHBIT—TEEBSBOTICLIARELIToT-. —t
BLE DB OHTIZE W T SUKETHEENAONTEGEIT., SHICHRBELHRYEOS
FAERE OFT Dunnett BREZ T - 72, Bartlett REICBWT S%KETHEEZNED, R
S0 & HE S 72T B 1T Kruskal-Wallis OFRE #1T o 72, Kruskal-Wallis DFREIZBVT
S%KETHEEENADNEREIL, LR R EOEHER L ORT, N7
A RV w2 @ Dunnett B E %172 72,

BEYMORBR, TR, HERKROHAROHERMERIL, Fisher OEERERET
KHEREE S B EOEHER L O THEEEREZIT o7,

B OBERBROGHEE, REMOHAER, 0 R4 BAEFEL, Kruskal-Wallis D
EEITV, S%KETHBEENADLDNTZEEBEIL, SOICHBREL R EOXAER L OM
T/ X T A NY w7 @ Dunnett REZ 1T 72,

- 14 -
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¥, REWOKEIL, —EE2EARBEA L U CHERICOME L, £7, Dunnett BRJE
B v 3F A Y w7 @ Dunnett BEIL, TRl 5 KOV 1%KYE TR L7z, BRAGEOFF
ik, WRHEORAERICE W CHIREE L LB L THBEKYE | XL S% THEERALN
TG EICHERERER L Lz,

16. HEREGEDOFHEMEICEEL RIZ L L o 2 REER K OB EE) b OB
RBAEOBHEMEICEEL KT L L B 2 REZR R OREGTEED b O®IITA 6
j’bfcii))o 77;0

17. FRBRAAR
17.1 —feiReE
(Table 1, Appendix 1)
HETIX, 250 mg/kg B CREE % > O—BMEOFREEN 12 FI&FlcA biEh», #EE
B OAREEN 9 Fl, BEOBEIEET 11 4], 7 — 8D 2§, EHEEITEN 5 5
R OMARMERED 1 fICH B, WTIOELbEEES b GEFRERILINICER LT, 10
KON 50 mg/kg BEICEF I A bR 2T,
HETIX. 250 mg/kg B TR EBEZ O IEBEDOTEEDS 12 FLpf], FEIPLF, BEOH
FEIEEBER TN 8 Fl, 77— RO A 8 i, HMEERITENLY 10 . HRERAS 1 . FEARPEREEEDS 5
B, PRELMEEEN 1], B LEEFED 1AL, ZhbDEDIZE A LIRS
BEHNOREE L, HE5EHS D DERHEMUNICT N CEEK L722, RE R OYEEIIHR 55 30
DBICEBE LTI HUNIIZHEKLE, LU 1l (No. 145) TiI#E529 BE (REFER
B) IR 15 oHER L TALNET L, £, REEHERINTZHO0
SR L7072 1] (No. 140) Tik, FIREEBORABEENE L, KBE# L TENS R
HodEERDoT, S bITHBRATRICHARMEREN S b7z 1 6] (No.144) TI, &
RIEFICBRICL VT NTORBET Lz, Z0IED 50 mgkg #HD 1 #I CRERRLAEH
WCREOICRER A BT, 10 mgkg BHZREIXA LN 2h o T,
172 & =
(Figure 1, Table 2, Appendix 2)
HETIL, 250 mg/kg ## TH5-3~21 H BITERER A 67z, 10 KO 50 mg/kg BEIC R I
BB T,
HETIL, 250 mg/kg B2 CHE-3 B BITRER A Hivlz, 10 XU 50 mgkg #RIC B FITA D
Lo Tz,
17.3 1BEHE
(Figure 2, Table 3, Appendix 3)
MERE & BT, 250 mg/kg BECTHRE 3 L OVT7 B BIZIEER A 6z, 10 KO 50 mg/kg BRI
BEXH LN oT,
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17.4 JREZARE

17.5

17.6

a)

ZREEE (Tabled XU'S, Appendix 4 KT 5)
HERE L BT R TORBRYER GHICRE I IA LNl

b) ##k (Table 6, Appendix 6)

HETIE, B EREODEEIA LN, 2B, SRETHAEOBROER
FEARAS 1, 10 mg/kg B THAMEDORER LEDOFEEDS 1 1, 50 mg/ke T HAHED B
OB RILRD 1 F1, 250 mg/kg B THRAMEDORER B0 B &EHS 1 Flich bivi,

HECIE, 250 mg/kg BEDOBRIZI DV 2EMRFEI Lz 1 4] (No. 144) THIARD/NUER
ORI DRI DERSH SN, Z 01ED 50 mg/kg # T HEIMEDBIRO B RILIRN 1
iz bz, 10 mgkg BICEE XA LN 0T,

JREAER FHIRRE (Table 7. Appendix 6)

HETIX, BWEREDRERIL ON2hroTc, 2B, REBFOMIIESH TH-
7ot REED 1 61 (No. 1) THAMED B gD B TILE, MM OB R OB il DZZE .
FAIPE DR E EARDOERENREMRERE R O FOE. 250 mgkg HETIX 20 5 6 1
Bl (No. 48) THAIMDOER LEDKBTFRFENRL LI, ¥, FHEORID 1l
FixHoNerole, ZOEPBRFBAEREL U THREETRINIRO Y  8RE 2
B, 10 mg/kg BECTHMAIMEORER AEDOKETRIFER 1 61, 50 mgke 3 THAIMEDOBRO
FHRILRD 1 B, 250 mg/kg BETHISLARD U R ERZED 2 flic R BT,

METIE, 250 mg/kg BHEORBRBICEI VD 2IENET- Lz 18] (No.144) TR R L RIZESD
ERDONIMBROER R OBIBORERERNA LN, ZOIENPERBERE & LTH
B TEORYERERN 14, 50 mgke # TBROMEEERME ., MREBEEOR
DB ZILERD 1 flich bz, 2B, S TH oot BEED 1 4] (No. 101) KT
250 mg/kg BED 2 ] (No. 140 1N 148) | 250 mg/kg BEDIET- L7z 1l (No. 145) IT#
BixAbn2hhotz, 10 mgkg BEITRE Lo T,

ATERE IR
(Table 8 2T} 9, Appendix 7, 8 XU 9)

RENIFER S N30 L7y o To MEDSxF BB T 1 5, 250 mg/kg &£ T 2 filA H v, 250

mg/kg BEDME 1 FIPFETS Lz729, XTHREE, 10, 50 &R 250 mg/kg BEDEIREIMEIL. *
NER L, 12 6], REARDR FlE ot

TRTOEBMEREGHOMEY, KRR, ZHE, REFEAHLOHERR EICR

BWIXH N2 o Tz,
O - B RS

(Table 1, Appendix 1)

250 mg/kg D 141 (No. 144) THWRERIERENG Y X J4TE), U N —VE U 71TEI K

NI ZUFUTTHMRHELIT, SBETRICERICLVROTTHELE L, ZOIE
2 50 mgkg BEDO 1 BITHHERICY vX U Z7TBR DY M) —E U JITEIR A LR -
7=, BALBREE Tz, 10mgkg BIZEERXA LN T,
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177 REHOHABRUVREHORE

(Table 9 T} 10, Appendix 9 } T 10)

10 mg/kg B THREO AN 1 F, MRERU S0 mgkgHETINI NV FOA LN
WIRDE 1], 50 mg/kg THEIBETZS 141, xtFREE, 50 BTN 250 mg/kg B CTIRDFET I,
FNEN AL A BIROC BB N2 WT IS AREFEEOHL LNRWELTH T2,
EE T RTOEBRHEREHOBER ik, EERROEEICEFEIAOR 2o T,

18. & #£2

WRWE % 28 HRRE®RS L7-REB (AT, 2004) TiE, 100 mgkg/day A ECTr—v%
O D EE, HEARENE. 400 mg/kg/day THMMERE, AER UEHEOEKME., /NEFOLME
FFREfEIE R, BIROERE LR OZERL. BIBRORREOIEKRZ ERA LN, [FAEERED 5 F
F 3, HED S HIEFMNFET L TWDS, ARERTIE, mAEE L7 250 mgkg BE T — UK
D, HRRITE, BREEER AL, M1 HNET L, £, BHEMOEEERED
FH OIS0 28 BERBO L 5 2R, BREEUVRIB T 2REIA DN RN T,
TR OB SRR AR ERESER—BLTWA ), BREERERHIZ LI
F2&EBZOND, o, FRBROMIITE - DBERERA N RERIBRRH D720, #
BWEORBIIEENLLOND Z ERTFRINE, EE, BRIIIR AN, HEOR
WHETIED IR L e oTz, ET, WEITBIORFCROBEN L LIV, Ll MREDOAETE
BROAEFERRICET 2 NRF A—FIZRERL LNV & W EIE=) o 2T 7 —8
FEEIEA (Rolf. 1968 R TN 1970) 735 523, W Z & HrMiRERIIR EEFRERCINIZ T
HERLRESHEFOE L ORBRIIZEER AN &, RERR LR OZE
MERIBOREREKRZER NVARREREZEZDNAEBHA LN, ARBETALR
7o D OECITARERIZ L 2 ZIREIEL T, AT AESERETIIRWVWEE XD
iz, E ERR RORERVEFRER TR TOROREIZGRERLZONRNTZD,
B EIIE B OATERER R HRIZRTT 2 EEBE2RI BV EB L,

PLED X 51T, #BMEIL 250 mg/kg B THRIER 2R Lo, AFERRICRHT 2 BERE
BHLARNT L RIIEBRMEREDOEENRZ NN D, ARBREEFTIZBITS
2A(Vn-TFNT ) F ) —NVOREWMICET 5 EEMEE (NOAEL) 1X 50 mg/kg/day, &£
FEFAEMIZEET 5 NOAEL I3EmAE TH 5 250 mgkg/day & L7z,

19. ZE TR
B 2T FAT =8 —ADT y bRV 28 BRERER DR S BIERR
(2004) http://drad.nihs.go.jp/mhiw data/home/paper/paper102-81-8b.html X ¥ 3| H,

Rolf H, Herbert HC, Cholinesterase inhibition in the acute toxicity of alkyl-substituted
2-aminoethanols. Toxicol. Appl. Pharmacol., 12:486-494 (1968).

Rolf H, Lester BP, Herbert HC, convulsions induced by 2-N-di-n-butylaminoethanol. Toxicol. Appl.
Pharmacol., 17:337-343 (1970).

-17 - wﬁfjﬂﬁ




..8‘[-

600 - . .
—0O—0 ma/kg/day

| —®—10 mg/kg/day
500 k ~— 50 mg/kg/day A
250 mg/kg/day N 4
e 4
400 ‘. A
~ i
w
C
E 300 |
<]
g
-
>
& 200
100

Administration period(day)

Fig. 1-1 Boay weights of maje rats treateq orally with 2-(dr'-n—butylamino)ethanol in reproduction/developmental toxicity Screening test



...6‘[..

500 r
—C— 0 mg/kg/day

—&— 10 mg/kg/day
—&— 50 mg/kg/day

400 +
o /

© 300
E
2
)]
z
)
ke
& 200
100 *
O N N L I | e )
7 14 0 7 14 0 4

Before copulation(day) Gestation period(day) Postpartum period(day)

Fig. 1-2  Body weights of female rats treated orally with 2-(di-n-butylamino)ethanol in reproduction/developmental toxicity screening test
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Fig. 2-1

Food consumption (g/rat/day)
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Food consumption of male rats treated orally with 2-(di-n-butylamino)ethanal in reproduction/developmental toxicity screening test
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Food consumption (g/rat/day)

Fig. 2-2
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Table 1-1  Clinical signs of male rats treated orally with 2-(di-n-butylamino)ethanol in reproduction/developmental toxicity
screening test

Exp. group (mg/kg/day) 0 10 50 250
Signs Number of animals 12 12 12 12
No abnormalities detected 12 12 12
Salivation 12
Restlessness 9
Deceased spontaneous locomotion 11
Cage licking 2
Chewing 5
1

Clonic convulsion
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Table 1-2 Clinical signs of female rats treated orally with 2-(di-n-butylamino)ethanol in reproduction/developmental toxicity screening test

Exp. group (mg/kg/day) 0 10 50 250
Signs Number of animals 12 12 12 12
No abnormalities detected 12 12 11
Salivation 12
Restlessness 12
Deceased spontaneous locomotion 8
Cage licking 8
Chewing 10
Tremor 1
Clonic convuision 5
Tonic convulsion ' 1
Incised wound of virginal opening 1
Continuous vocalization 1
Death 1

Delivery and nursing conditions

No licking 1 1
No retrieving 1 1
No crouching 1
Whole litters diied during delivery 1
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Table 2-1 Body weights of male rats treated orally with 2-(di-n-butylamino)ethanol in reproduction/developmental toxicity screening test
(9)
Exp.group Administration pericd (day)
(mg/kg/day) 1 3 7 14 21 28
0 3468+ 7.5 362.5 £10.2 385.0 £ 111 4252 +13.9 4492 +20.3 473.9 +26.2
(12) (12) (12) (12) (12) (12)
10 3456 £ 741 359.8+ 84 383.6 £ 10.6 420.6 £ 14.9 447.3 £ 15.5 473.6 £ 20.3
(12) (12) (12) (12) (12) (12)
50 3471+ 9.1 360.9 +10.1 3841 £13.6 422.3 +20.1 452.0 +26.3 479.2 £ 315
(12) (12) (12) (12) (12) (12)
250 3459t 83 3511+ 85 3681 +142 ** 402.6 +20.8 ** 4266 £241 * 454.0 £29.2
(12) (12) (12) (12) (12) (12)
Mean £ S.D.

Values in parenthesis are number of animals examined.

*  Significantly different from vehicle control at 2 <0.05.
**  Significantly different from vehicle control at P<0.01.
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Table 2-2 Body weights of female rats treated orally with 2-(di-n-butylamino)ethanol in
reproduction/developmental toxicity screening test
(@)
Exp.group Before copulation (day)
(mg/kg/day) 1 3 7 14
0 213.4 £10.7 216.9+ 9.6 226.6 +11.2 237.0 £12.2
(12) (12) (12) (12)
10 2141+ 96 2165+ 7.8 2236+ 7.2 2350+ 91
(12) (12) (12) (12)
50 2129+ 95 2161+ 95 2249 +11.6 239.4 £10.6
(12) (12) (12) (12)
250 2102 % 9.2 2073+ 5.6 2184 £ 9.1 233.3 +12.7
(12) (12) (12) (12)
Mean £ 8.D.

Values in parenthesis are number of animals examined.

*  Significantly different from vehicle control at P <0.05.

**  Significantly different from vehicle control at P<0.01.
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Table 2-3 Body weights of female rats treated orally with 2-(di-n-butylamino)ethanol in reproduction/developmental toxicity screening test
()
Exp.group Gestation period (day) Postpartum period (day)
(mg/kg/day) 0 7 14 20 0 4
0 246.2 +12.8 279.0 +16.1 312.0 £21.0 3729 +364 299.0 £335 3132 £19.7
(12) (12) (12) (12) (11) (11)
10 246.2 £ 11.2 277.8 £10.7 311.5 £ 15.0 381.4 £22.1 284.7 +18.3 3124 £19.6
(12) (12) (12) (12) (12) (12)
50 247.4 £12.0 2812 £14.0 312.6 £17.2 382.7 £ 195 289.6 £24.5 316.2 £21.0
(12) (12) (12) (12) (12) (12)
250 2443 +18.2 273.9 £ 156 301.0 +15.9 355.0 +35.4 281.2 £18.8 3006 £15.7
(12) (11) (1) (1) (8) (8)
Mean + S.D.

Day of vaginal plug was confirmed = Gestational day 0, Day of delivery = Postpartum day 0.

Values in parenthesis are number of animals examined.
*  Significantly different from vehicle control at P<0.05.

**  Significantly different from vehicle control at P<0.01.
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Table 3-1 Food consumption of male rats treated orally with 2-(di-n-butylamino)ethanol in reproduction/developmental toxicity
screening test

(g/rat/day)
Exp.group Administration period (day)
(mg/kg/day) 3 7 14 21 28
0 26.15 = 1.80 2508 + 2.34 2375+ 2.27 -a -b
(12) (12) (12)
10 2552 + 1.83 2437 £ 1.71 2276 £+ 1.72 -a -b
(12) (12) (12)
50 2578 £ 2.19 2496 £ 2.26 23.68 + 227 -a -b
(12) (12) (12)
250 2323+ 221 * 2197 + 315 * 22.58 + 2.61 -a -b
(12) (12) (12)
Mean = S.D.

Values in parenthesis are number of animals examined.

a: Mating period.

b: Since measurement on day 21was not performed.
*  8ignificantly different from vehicle control at P<0.05.
**  Significantly different from vehicle control at P<0.01.
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Table 3-2  Food consumption of female rats treated orally with 2-(di-n-butylamino)ethanol in
reproduction/developmental toxicity screening test

(g/rat/day)
Exp.group Before copulation (day)
(mg/kg/day) 3 7 14
o 15.24 + 1.58 15.18 + 0.98 1452 + 1.14
(12) (12) (12)
10 14,88 + 1.70 14.83 + 0.87 1454 + 0.90
(12) (12) (12)
50 1447 + 1.49 14.97 £ 0.88 15.22 + 0.96
(12) (12) (12)
250 1243 + 320 * 1323+ 1.29 * 1539 + 1.84
(12) (12) (12)
Mean + S.D.

Values in parenthesis are number of animals examined.
*  Significantly different from vehicle control at P<0.05.
**  Gignificantly different from vehicle control at P<0.01.
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Tabie 3-3  Food consumption of female rats treated orally with 2-(di-n-butylamino)ethanol in reproduction/developmental
toxicity screening test

(g/rat/day)
Exp.group Gestation period (day) Postpartum period (day)
(mg/kg/day) 7 14 20 4
0 16.23 £ 1.31 19.44 + 3.36 20.14 + 2.64 27.08 £+ 4.57
(12) (12) (12) {(11)
10 16.28 £+ 1.12 1916 £ 2.32 21.31 + 1.64 28.63 + 2.87
(12) (12) (12) (12)
50 16.28 £ 1.68 18.92 + 2.16 2127 £+ 2.18 28.37 £+ 2.90
(12) (12) (12) (12)
250 1575+ 1.84 18.42 + 2.02 19.90 £+ 2.86 27.48 £ 2.27
(1) (1) (1) (8)
Mean + S.D.

Day of vaginal plug was confirmed = Gestational day 0, Day of delivery = Postpartum day 0.

Values in parenthesis are number of animals examined.
* Significantly different from vehicle control at P<0.05.
**  Significantly different from vehicle control at P<0.01.
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Table 4-1 Absolute organ weights of male rats treated orally with 2-(di-n-butylamino)ethanol in
: reproduction/developmental toxicity screening test
Dose
Items :
(mg/kg/day) 0 10 50 250
Test ) 3.326 3.383 3.360 3.169
sies © +0.231 (12) +0.224 (12) £0.272 (12) £0.196 (12)
< . 1.199 1.188 1.217 1.186
Epididymides © +0.082 (12) +0.077 (12) £0.093 (12) £0.116 (12)
Prostate @ 1.309 1.288 1.245 1.177
g +0.157 (12) 1+0.153 (12) +0.151 (12) +0.153 (12)
Seminal vesicle @ 1.672 1.630 1.693 1.529
+0.189 (12) +0.223 (12) +0.211 (12) 10.276 (12)
Final body weight @ 483.30 481.23 488.89 462.08
+25.95 (12) +19.43 (12) +33.40 (12) +28.97 (12)

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.

* Significantly different from vehicle control at P<0.05.

** Significantly different from vehicle control at P<0.01.
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Table 4-2 Absolute organ weights of female rats treated orally with 2-(di-n-butylamino)ethanol in
reproduction/developmental toxicity screening test
Dose
ltems
(mg/kg/day) 0 10 50 250
Ovaries (ma) 93.65 95.94 93.58 87.66
£13.59 (11) +11.63 (12) +12.26 (12) +6.61 (8)
) - 313.16 312.36 315.18 300.61
Final body weight
ywelg © +19.66 (11) +19.61 (12) £21.00 (12) £15.72 (8)

Values are shown as Mean £ S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.

* Significantly different from vehicle control at P<0.05.

** Significantly different from vehicle control at P<0.01.
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Table 5-1 Relative organ weights of male rats treated orally with 2-(di-n-butylamino)ethanol in
reproduction/developmental toxicity screening test
Dose
ltems
(mg/kg/day) 0 10 50 250
0.691 0.704 0.689 0.689
Testes (971009) +0.067 (12) +£0.050 (12) £0.086 (12) +0.067 (12)
e 0.248 0.248 0.251 0.257
Epididymides (¢/1009) +0.024 (12) +0.011 (12) +0.023 (12) £0.027 (12)
0.273 0.269 0.256 0.256
0
Prostate (6/1009) +0.035 (12) £0.035 (12) +0.032 (12) +0.039 (12)
. . 0.346 0.339 0.349 0.333
S I vesicl /100
eminal vesicle  (¢/100g) +0.045 (12) £0.046 (12) £0.047 (12) £0.071 (12)
. ‘ - 483.30 48123 488.89 462.08
Final bod ht
nal body weig © +25.95 (12) £19.43 (12) £33.40 (12) +28.97 (12)

Values are shown as Mean £ S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.

* Significantly different from vehicle control at P<0.05.

** Significantly different from vehicle control at P<0.01.
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Table 5-2 Relative organ weights of female rats treated orally with 2-(di-n-butytamino)ethanol in
reproduction/developmental toxicity screening test
Dose
ltems
(mg/kg/day) 0 10 50 250
. 29.83 30.73 29.73 29.21
Ovaries (mg/100g) £3.21 (11) £3.39 (12) +3.78 (12) +2.46 (8)
. . 313.16 312.36 315.18 300.61
Final body weight
Y Weig © +19.66 (1) +19.61 (12) £21.00 (12) £16.72 (8)

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.

* Significantly different from vehicle control at P<0.05.

** Significantly different from vehicle control at P<0.01.
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Table 6-1 Macroscopic examinations of rats treated orally with 2-(di-n-butylamino)ethanol in
reproduction/developmental toxicity screening test
Male
Findings 0 10 50 250 (mg/kg/day)
ss  ss-nd ss Ss ss  ss-nd
1191 12 12 10 2
No abnormalities detected 11 0 11 11 10 1
Kidney
Pelvic dilatation, unilateral 0 1 0 1 0] 0
Epididymis
Nodule, unilateral 0 0 1 0 0 0
Whitish region, unilateral ¢ o o o o o 4 T

ss, scheduled sacrifice animal; ss-nd, male animal whose partner did not deliver her pups.

a) Number of animals examined.
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Table 6-2 Macroscopic examinations of rats treated orally with 2-(di-n-butylamino)ethano! in
reproduction/developmental toxicity screening test
Female
250 /kg/da
Findings 10 50 (mg/kg/day)
ss  is-nd 58 ss SS is-nd  is-pd d
112 1 12 12 8 2 1 1
No abnormalities detected 11 1 12 11 8 2 0 1
Kidney
Pelvic dilatation, unilateral 0 0 0 1 0 0 0 0
Thymus
Small 0 0 0 0 0 0 1 0
Adrenal
Enlargement, bilateral 0 0 0 0 0 0 1 0

ss, scheduled sacrifice animal; is-nd, female animal did not deliver her pups; is-pd, dam all her pups were dead

after birth; d, dead animal.
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Table 7-1 Histopathological examinations of rats treated orally with 2-(di-n-butylamino)ethanol in
reproduction/developmental toxicity screening test

Male
Findings Grade 0 10 50 250 (mg/kg/day)
sS ss-nd ss ss ss ss-nd
119 1 12 12 10 2
Kidney
Basophilic tubules + — 1/19 - 0/1 - -
Pelvic dilatation, unilateral + — 1 e 11 - —
Testis
No abnormalities detected 11111 01 - - 10/10 2/2
Nuclear alteration of
spermatids, rbilltfateral ooom 7 o - 0/10 0/2
Epididymis
No abnormalities detected 11/11 01 01 - 10/10 1/2
gg{;‘;ﬁ" debris in lumen, + o1 n on 010 072
ok, v om won o~ ow o
fﬁifar {‘e‘f‘;;c granuloma, ++ oMt oA 111 )
Prostate
No abnormalities detected 9/11 - -—- - 8/10 —
. . + 111 -— - —— 2/10 -
Lymphocyte infiltration = rrmr e e e oo
++ 111 - —- - 0/10 -
Coagulating gland
No abnormalities detected 11/11 - — - 10/10 —-
Seminal vesicle
No abnormalities detected 11/11 - - — 10/10 -
Cerebrum
No abnormalities detected 1111 1M - -— 10/10 212
Cerebellum
No abnormalities detected 11/11 1M - --- 10/10 2/2
Pons
No abnormalities detected 1111 11 - e 10/10 212
Spinal cord
No abnormalities detected 1111 11 -~ -— 10/10 2/2
Sciatic nerve
No abnormalities detected 11/11 1M - — 10/10 2/2
Mammary gland

No abnormalities detected 11711 - - - 10/10 -
ss, scheduled sacrifice animal, ss-nd, male animal whose partner did not deliver. ‘
a) Number of animals autopsied.

b) Number of animals affected / Number of animals examined.
-, Not examined.
+, slight; ++, moderate.
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Table 7-2 Histopathological examinations of rats treated orally with 2-(di-n-butylamino)ethanol in
reproduction/developmental toxicity screening test

Female

0 250 /d
Findings Grade 10 50 (mg/kg/day)

ss is-nd ss ss $S is-nd  is-pd d
112 1 12 12 8 2 1

Kidney
Basophilic tubules + — - — 1/1» — — -

Pelvic dilatation, unilateral ++ - - - 1/1 - —— -
Ovary

No abnormalities detected 1111 171 -— — 8/8 212 ——
Uterus

No abnormalities detected 11/11 17 - - 8/8 2/2 - —
Vagina

No abnormalities detected 10/11 171 — - 8/8 212 ——

Squamous epithelial cyst + 1111 071 -— - 0/8 0/2 - -
Cerebrum

No abnormalities detected 1111 1M e --- 8/8 2/2 - 1171
Cerebellum

No abnormalities detected 11/11 171 - — 8/8 2/2 --- 171
Pons

No abnormalities detected 1111 M — - 8/8 212 - 11
Spinal cord

No abnormalities detected 11/11 1M - - 8/8 2/2 --- 11
Sciatic nerve

No abnormalities detected 11711 11 - — 8/8 2/2 - 171
Thymus

Atrophy ++ — — -— -
Adrenal

Hypertrophy of cortex + e -— - - - — 17
Mammary gland

No abnormalities detected 11/11 - --- - 8/8 -

ss, scheduled sacrifice animal; is-nd, female animal did not deliver her pups; is-pd, dam all her pups were dead after birth;
d, dead animal.

a) Number of animals autopsied.

b) Number of animals affected / Number of animals examined.

-, Not examined.

+, slight; ++, moderate.
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Table 8 Reproductive parameters in parental rats treated orally with 2-(di-n-butylamino)ethano! in reproduction/developmental
toxicity screening test

Exp. group (mg/kg/day)

0 10 50 250
Estrus cycle (days, Mean + S.D.) 40 0.0 40 £0.0 41 03 40 0.0
Number of mated pairs 12 12 12 12
Number of copulated pairs 12 12 12 12
Number of pregnant females 11 12 12 9
Copulation index (%) 100.0 100.0 100.0 100.0
Conception index (%) 91.7 100.0 100.0 75.0
Pairing days until copulation (Mean £ S.D.) 22 £140 28 £1.0 24 1.0 41 +438

Copulation index: (Number of copulated pairs /Number of mated pairs)x100.
Conception index: (Number of pregnant females /Number of females in copulated pairs)<100,
* Significantly different from vehicle control at P<0.05.

**  Significantly different from vehicle control at P<0.01.
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Table 9  Postnatal course of rat litters whose parents treated orally with 2-(di-n-butylamino)ethanol in reproduction/developmental
toxicity screening test

Exp. group (mg/kg/day)

0 10 50 250
Number of pregnants 11 12 12 9
Gestation length (Mean = S.D., day) 223 05 223 £ 05 224 £05 221 £ 04
Number of corpora lutea (Mean + 8.D.) 13.0 £ 45 142 =16 142 + 16 109 + 6.6
Number of implantation sites (Mean + S.D.) 12.3 £ 49 13.7 17 138 1.7 10.3 + 6.5
Implantation index (Mean £ S.D., %) 94.2 % 171 96.6 * 6.1 97.1 3.7 844 £ 105
Delivery dam index (%) 100.0 100.0 100.0 88.9
Delivery index (Mean + S.D., %) 921 + 106 91.8 + 106 925 + 7.3 929 +55
Number of dams with live newbomns
day O of postpartum 11 12 12
day 4 of postpartum 11 12 12
Postnatal day 0
Number of pups born (Mean + S.D.) 125 £37 125 £ 1.9 127 £ 15 128 £ 20
Number of live pups (Mean £ S.D.) 12.5 %+ 38 125 % 1.9 125 £1.4 126 1.8
Birth index (Mean £ S.D., %) 91.3 % 103 91.8 + 106 914 + 86 921 £ 59
Live birth index (Mean £ S.D., %) 99.2 £ 25 100.0 % 0.0 98.8 +£29 991 £ 25
Sex ratio of pups born 69 / 138 62 / 150 89 / 152 45 / 102
(Mean + S.D.) 0.49 £ 0.16 041 + 0.11 058 +0.14 0.45 + 0.12
Number of live pups with external anomalies o /137 1 /150 0 / 150 0 / 101
Pups weight (Mean + S.D., g) ‘ _
Male 6.84 + 1.09 6.93 * 045 6.81 + 0.43 6.35 + 0.18
Female 6.58 + 1.14 6.64 * 0.48 6.54 + 0.38 6.01 + 048
Postnatal day 4
Number of live pups (Mean + S.D.) 122 3.7 125 1.9 123 =16 126 £1.9
Viability index (Mean + S.D., %) 98.1 +65 100.0 + 0.0 98.6 + 3.2 1000 £ 00
Pups weight (Mean £ S.D., g)
Male 11.37 £ 2.21 11.35 + 0.72 11.47 + 0.83 10.92 + 0.78
Female 11.03 + 2.28 10.82 + 0.86 11.10 £ 0.61 10,14 + 0.88

implantation index: (Number of implantation sites /Number of corpora lutea) x 100.

Delivery dam index: (Number of pregnant females with live pups at birth /Number of pregnant females) x 100.
Delivery index: (Number of pups born /Number of implantation sites) x 100.

Birth index: (Number of live pups at birth /Number of implantation sites) x 100.

Live birth index: (Number of live pups at birth /Number of pups born) x 100.

Sex ratio of pups born: Number of males born /Number of pups born.

Viability index: (Number of live pups on postnatal day 4 /Number of live pups at birth) x 100.

*

Significantly different from vehicle control at £ <0.05.

ek

Significantly different from vehicle control at P <0.01.
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Table 10 Clinical signs of rats litters treated orally with 2-(di-n-butylamino)ethanol in reproduction/developmental toxicity
screening test

Exp. group (mg/kg/day) o] 10 50 250
Signs Number of pups 138 150 152 102
No abnormalities detected 134 149 148 101
Whitish region of abdornen 1
No milk band 1 1
Subnormal temperature . 1
Death 4 4 1
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Appendix 1-1 Clinical signs of individual male rats treated orally with 2-(di-n-butylamino)ethanol in reproduction/developmental foxicity screening test
0 mg/kg/day group
Animal No. Signs Day of administration period
1 No abnormalities detected 12 3 45 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
2 No abnormalities detected 12 3 45 6 7 8 9 10 11 12 13 14 15 16 17 18 18 20 21 22 23 24 25 26 27 28 29
3 No abnormalities detected 12 3 4 5 6 7 8 8 10 11 12 13 14 15 16 17 18 18 20 21 22 23 24 25 26 27 28 29
4 No abnormalities detected 12 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
5 No abnormalities detected 12 3 45 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
6 No abnormalities detected 12 3 45 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
7 No abnormalities detected 12 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
8 No abnormalities detected 12 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
9 No abnormalities detected 12 3 45 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
10 No abnormalities detected 12 3 45 6 7 89 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
11 No abnormalities detected 1 2 3 45 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
12 No abnormalities detected 12 3 45 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
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Appendix 1-2 Clinical signs of individual male rats treated orally with 2-(di-n-butylamina)ethanol in reproduction/developmental toxicity screening test
10 mg/kg/day group
Animal No. Signs Day of administration period
13 No abnormalities detected 12 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 189 20 21 22 23 24 25 26 27 28 29
14 No abnormalities detected 12 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 18 20 21 22 23 24 25 26 27 28 29
15 No abnormalities detected 12 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
16 No abnormalities detected 12 3 45 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
17 No abnormalities detected 12 3 4 56 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
18 No abnormalities detected 12 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
19 No abnormalities detected 12 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 18 20 21 22 23 24 25 26 27 28 28
20 No abnormalities detected 123 4 5 6 7 8 9 10 1 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
21 No abnormalities detected 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
22 No abnormalities detected 12 3 45 6 7 8 9 10 11 12 13 14 15 16 17 18 18 20 21 22 23 24 25 26 27 28 29
23 No abnormalities detected 12 3 4 5 6 7 8 9 10 11 12 13 14 156 16 17 18 19 20 21 22 23 24 25 26 27 28 29
24 No abnormalities detected 12 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
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Appendix 1-3 Clinical signs of individual male rats treated orally with 2-(di-n-butylamino)ethanol in reproduction/developmental toxicity screening test
50 mg/kg/day group
Animal No. Signs Day of administration period
25 No abnormalities detected 12 3 45 6 7 8 9 10 11 12 13 14 15 16 17 18 18 20 21 22 23 24 25 26 27 28 29
26 No abnormalities detected 12 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
27 No abnormalities detected 12 3 456 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
28 No abnormalities detected 12 3 4 56 7 8 9 10 11 12 13 14 15 16 17 18 18 20 21 22 23 24 25 26 27 28 29
29 No abnormalities detected 1 2 3 4 5 6 7 B 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
30 No abnormalities detected 1 2 3 4 56 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
31 No abnormalities detected 1.2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
32 No abnormalities detected 12 3 4 5 6 7 8 8 10 11 12 13 14 186 16 17 18 19 20 21 22 23 24 25 26 27 28 29
33 No abnormalities detected 12 3 4 5§ 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
34 No abnormalities detected 12 3 4 56 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
35 No abnormalities detected 12 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
36 No abnormalities detected 12 3 45 6 7 8 98 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
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Appendix 1-4 Clinical signs of individual male rats treated orally with 2-(di-n-butylamino)ethanoi in reproduction/developmental toxicity screening test

250 mg/kg/day group

Animal No. Signs Day of administration period
37 No abnormalities detected 1 -3 --67-910 -~ - - - - - - 18 19 - - 22 23 - - - - - -
Salivation -2 - 45 - -8 - - 1112 13 14 15 16 17 - - 20 21 - - 24 - 26 27 28 29
Restlessness - - - -5 - - - - - - 12 143 - - - 17 - - - - - - 24 - 26 27 28 29

Decreased spontaneous locomotion L T T S - - 13 - - - 17 - - 20 - - - - 25 - - - -
38 No abnormalities detected 123 -6 -7 -9 10 11 12 13 14 156 16 17 - 19 - 21 22 23 24 25 26 27 28 -

Salivation 2 £ Mo J U

Restiessness i B . T - - - - - - - - - - - - - - - - - - 29
Cage licking - - - 4 - - - - - - - - - - - - - - - - - - - - - - - -
Chewing - - - - -8 -8 - - - - - - - - = 18 - - - - - - - - - - 29
39 No abnormalities detected 123 - -6 -8- - - - - - 15 - 17 18 19 20 21 22 23 24 25 26 27 28 -
Salivation - - - 45 -7 - 9 10 1t 12 13 - - - - - - - - - - - - - - - -

;]

1
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1

1

[

1

1

1

1

'

v

3

v

t

1

B

¢

'

'

'

b

[

1
N
©

Restlessness - - - -

T
'
'
¥
[{e]

Decreased spontaneous locomotion - - - - 10 - - - 14 - 16 - - - - - - - - - - - - -
Chewing - - - -
40 No abnormalities detected 1 2 - 4 14 15 - - - 19 - 21 22 23 - - - 27 - 28

Salivation - -3 - -« -7 - - -« - - 13 - - - 17 18 - 20 - - - 24 25 26 - 28 -

[3, 08 ;]
y

[
o
1

[
—_
-
-
N
'

Restlessness - - - - - - - - - - - - - - - 16 - 18 - - - - - - - - - - -

]
i
1
©w

10 = = - - e e e e e e o e e e

Decreased spontaneous locomotion - - - - -
Cage licking - e e e -
41 No abnormalities detected 12 3 4 5

[ 18 IR >
1
1
1
1
1
1
1
1
1
1
1
)
1
¥
v
'
1
1
x
1
t
|
]

78 - 101 - - 14 - 16 - 18 19 - - 22 23 - 26 26 271 - 28
2 13 - 1% - 17 - - 20217 - - 24 - - - 28 -

'
t
t
<]
1
1

Salivation - - - - -
Restiessness T T - 12 - - - - - - - 20 - - - - - - - - -
Decreased spontaneous locomotion T T - 12 - - - - - - - - - - - - - - - - -
42 No abnormalities detected 123 4 -6 -89 10 - - - 14 - 16 - 18 - - - - - - - - 2T - -
Salivation - - - -5 . < - - - 11 12 13 - - - 17 - 19 20 21 22 23 24 25 26 - 28 29

Decreased spontaneous locomotion - e e e e e e 4 e+« - 13 - 15 - - - 19 20 - - - 24 - - - 28 28

Clonic convulsion S L AT S S T T S
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Appendix 1-5

Clinical signs of individual male rats treated orally with 2-(di-n-butylamino)ethanol in reproduction/developmental toxicity screening test

250 mg/kg/day group

E16-0038

Animal No.

Signs

Day of administration period

43

No abnormalities detected
Salivation

Restlessness

Decreased spontaneous locomotion

Chewing

10

14

15

16

17

18

19

25

29

44

No abnormalities detected
Salivation
Decreased spontaneous locomotion

Chewing

10

14

23

26

45

No abnormalities detected
Salivation
Restlessness

Decreased spontaneous locomotion

12
12

14

22

23

26

29

29

46

No abnormalities detected
Salivation
Restlessness

Decreased spontaneous locomotion

12

12

18

18

22

29

29

47

No abnormalities detected
Salivation

Restlessness

Decreased spontaneous locomotion

Chewing

12

14

15

18

48

No abnormalities detected
Salivation

Decreased spontaneous locomotion

14

15

24
24

25

26
26

29
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Appendix 1-8 Clinical signs of individual female rats treated orally with 2-(di-n-butylaminc)ethanol in reproduction/developmental toxicity screening test
0 mg/kg/day group
Animal No.  Signs Day of administration period
101 v
(No delivery) No abnormalities detected 123456 7 8 91011121314151617 18192021 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38.39 40 41
102 v v
No abnormalities detected 123 456 7 8 910111213141516 17 18 19 2021 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42
103 . v v
No abnormalities detected 1234567 8 91011121314151617 18 1820212223 24 252627 28 29 30 31 32 33 34 35 36 37 38 35 40 41 42 43
104 v v
No abnorrmalities detected 123 456 7 8 91011121314151617 18192021 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
105 v v
No abnormalities detected 12 3 456 7 8 9 1011121314151617 18 1920 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41
106 v v
No abnormalities detected 12 3 456 7 8 91011121314151617 18 192021 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41
107 v v
No abnormalities detected 1234567 8 91011121314151617 18 192021 2223242526 27 28 2930 31 32 33 34 3536 37 38 39 40 41 42 43
108 \4 v
_L No abnormalities detected 1234567 8 910111213141516 17 18 192021 22 23 24 2526 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41
a 109 v 4
No abnormalities detected 12 3 456 7 8 91011121314 151617 1819202122 23 24 2526 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44
110 v v
No abnormalities detected 12 3 4586 7 8 91011121314 151617 181820212223 24 252627 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44
111 v v
No abnormalities detected 12 3 45 6 7 8 9 1011121314156 17 18 18202122 23 24 2526 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
112 v ’ v
No abnormalities detected 12 3 45 6 7 8 9 1011121314 1516 17 18 192021 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43

V: Day of copulation
¥ Day of delivery
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Appendix 1-7 Clinical signs of individual female rats treated orally with 2-(di-n-butylamino)ethanol in reproduction/developmental toxicity screening test
10 mg/kg/day group
Animal No.  Signs Day of administration period
113 v v
No abnormalities detected 123456 7 8 91011121314 151617 18 1820 2122 23 24 2526 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41
114 v v
No abnormalities detected 1234567 8 91011121314 1516 17 18 1920212223 24 2526 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
116 v \
No abnormalities detected 123 456 7 8 91011121314151617 18 1920 2122 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 30 40 41 42 43
116 v v
No abnormalities detected 123 4586 7 8 91011121314 151617 18 192021 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42
117 v v
No abnormalities detected 123 456 7 8 81011121314154617 181920212223 242526 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
118 v v
No abnormalities detected 123 456 7 8 910111213141516 17 18 192021 22 23 24 2526 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41
118 v v
No abnormalities detected 12 3 485 6 7 8 9 1011121314151617 181920212223 24252627 28 2930 31 32 33 34 35 36 37 38 39 40 41 42 43 44
120 v v
_L No abnormalities detected 123 4567 8 9 1011121314151617 18 192021222324 252627 28 29 30 31 32 33 34 3536 37 38 39 40 41 42 43 44
~ 121 v v
' No abnormalities detected 1234567 8 9101112131415 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
122 v v
No abnormalities detected 123 456 7 8 910111213141516 17 181920212223 24252627 28293031 323334353637 3839404142434445
123 v A
No abnormalities detected 123 456 7 8 9 1011121314151617 18 1920 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44
124 v v
No abnormalities detected 1238 456 7 8 91011121314 151617 18 192021 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44

V. Day of copulation
¥: Day of delivery
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Appendix 1-8 Clinical signs of individual ferale rats treated orally with 2-(di-n-butylamine)ethanol in reproduction/developmental toxicity screening test
50 mg/kg/day group
Animal No.  Signs Day of administration period
125 v v
No abnormalities detected 123 4567 8 91011121314 151617 18 1820 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41
126 v v
No abnormalities detected 1234567 8 8101112131415161718192021222324252627282030313233343536373839 - 414243
No licking e T T T R 10 B
No retrieving L T T T S {0 I
127 v v
No abnormalities detected 12345678 9101112131415 - - - - - - - - - 252627 282930 31 32 33 34 35 36 37 38 39 40 41 42 43 44
Incised wound of virginal opening - e e e e e e e e e e o - . - 181718182021222324 - - - - - - m - - - s e e e e - e e e
128 v v
No abnormalities detected 123 456 7 8 9101112131415 1617 18 1920 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41
129 \'4 v
No abnormalities detected 12 3 456 7 8 91011121314 151617 18 1920 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
130 \4 v
No abnormalities detected 123 4567 8 910111213141516 17 18 1920 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 38 40 41 42 43 44
131 \4 v
No abnormalities detected 123 456 7 8 9101112131415 1617 18 192021 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44 45
132 v v
No abnormalities detected 123 456 7 8 9101112131415 1617 18 192021 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42
133 A\ v
No abnormalities detected 123456 7 8 91011121314151617 18 192021 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
134 v v
No abnormalities detected 12 3 4567 8 91011121314 1516 17 18 1920 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42
138 v v
No abnormalities detected 123 456 7 8 91011121314151617 18 1920212223 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
136 v v
No abnormalities detected 12 3 456 7 8 910111213141516 17 18 1920 21 22 23 24 25 26 27 28 28 30 31 32 33 34 35 36 37 38 39 40 41 42 43

V': Day of copulation
V. Day of delivery
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Appendix 1-8

Clinical signs of individual fernale rats treated orally with 2-(di-n-butylamino)ethano! in reproduction/developmental toxicity screening test

250 mg/kg/day group

E16-0038

Animal No.

Signs

Day of administration period

137

No abnormalities detected
Salivation

Restlessness

Decreased spontaneocus locomotion
Chewing

12 - 1415 -
13 - - - - -

13- - 16 - -

v

v

- 2021222324252627282930313233343536 - 383940414243 4445

T .

.37 - .

138

No abnormalities detected
Salivation

Restlessness

Chewing

1213 - 16 - - -
12 - - - - - -

139

No abnormalities detected
Salivation

Restlassness

Cage licking

Chewing

[S: IS, B

12 - - 151617 18

140
{No delivery)

No abnormalities detected
Salivation

Restlessness

Decreased spontaneous locomotion
Cage licking

Chewing

Clonic convulsion

Twich

@ @

1

1

w ©

1213141516 17 18
141516 17 18
8

- =21 - - -25-2T - - - - - - 343536
222324 - 26 - 282930313233 - -
1920 - =28 = - - = = . o e e e . -
o1 N,

38 39

- 37 - -

. - 40 - - - - - -

R
- - 43444546474B49 - - 52 - - -
- 44 45 46 47 48 4950 - 52
T
4445 - - - .50 - 52 - - -
4344 - - - - - - B2 . - -
T - D

141

No abnormalities detected
Salivation

Restiessness

Cage licking

~N ~

1617 -

v

19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42

142

No abnormalities detected
Salivation

Restlessness

Decreased spontaneous locomotion
Chewing

12 - - - 161718

¢
-
w
-
EN
-
(5]

1

1

)

s - - 223 - - 28- - -30- - -~ - - -
220 - - e e e e e e e e e e o

- 22 - - - 26

- 39

- 2425 - 272829 - 3132333435363738 - 404142

V: Day of copulation
¥: Day of delivery
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Appendix 1-10
250 mg/kg/day group

Clinical signs of individual female rats treated orally with 2-(di-n-butylamino)ethanol in reproduction/developmental toxicity screening test

£16-0038

Animal No,  Signs

Day of administration period

143
No abnormalities detected
Salivation
Restlessness
Decreased spontaneous locomotion
Cage licking
Chewing
Clonic convulsion )
Continuous vocalization

-1
10 -
10 -

10 -

1213 14
12 - 14

13

v

- 232425262728 - 30 - 32 - 34 - 363738394041

1516 - 1819202122 -

- 16 - 18 -

- - - 219
T

- 29 - 31 -33 - 35 -

v

144
No abnormalities detected
Salivation
Restlessness
Cage licking
Clonic convulsion
Tremor
No licking
No retrieving
No crouching
Whole litters diied during delivery

15 - 17 - 18202122

145
No abnormalities detected
Salivation
Restlessness
Decreased spontaneous locomotion
Cage licking
Chewing
Clonic convuision
Tonic convulsion
Death

<« o

12
12
12

1516 - 1819
1516 - 18 19
15 - - - -

15 - - - -
15 - - - -

- 21

- 21

- 20 - 2223
- 24

146
No abnormalities defected
Salivation
Restlessness
Decreased spontaneous focomotion
Cage licking
Chewing
Clonic convulsion

@

w0 W ¢

12
12

13

- - - - 182021
- .22 .

151617 - -

1516 -« - -

23 24

I
- - - - - . - - -3738: -
[ T U
L
T 1
. L I
I
v
28 -
- 29
- 29
v
28 - - 3132 - 3435 - 373839 - 41 - 43
- 2930 - -33 - -36- - - 40 - 42 -
S28 - - - o o oo d e e e e

V: Day of copulation
¥ Day of delivery
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Appendix 1-11
250 mg/kg/day group

Clinical signs of individual female rats treated orally with 2-(di-n-butylamino)ethanol in reproduction/developmental toxicity screening test

E16-0038

Day of administration period

- N
10 -
10 -
10 -
10 -

- 151617 - 182021222324 - 262728293031 - 3334353637 383940414243

121314 - -
- 1314 - -
1213 - - -

12

25

32
32

A4

Animal No.  Signs
147
No abnormalities detected
Salivation
Restlessness
Decreased spontaneous locomotion
Chewing
148
(No delivery)  No abnormalities detected

Salivation

Restlessness

Decreased spontaneous locomotion
Chewing

Cage licking

-1
10 -
10 -

1213 - - -

- 1516
1415 18
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Appendix 2-1 Body weights of individual male rats treated orally with 2~(di-n-butylamino)ethanol in reproduction/developmental toxicity
screening test
(9)
Exp.group . Administration period (day)
Animal No.
(mg/kg/day) 1 3 7 14 21 28
1 341.4 358.2 383.6 423.1 447 .4 469.0
2 351.2 365.7 382.4 427.3 452.4 478.3
3 360.6 379.3 405.7 446.2 480.8 517.2
4 335.8 343.9 369.8 405.4 426.2 4457
5 352.9 369.7 3851 4456 484.2 519.0
0 6 353.6 372.2 386.7 418.7 446.1 480.7
7 345.3 3704 396.1 4371 458.9 479.8
8 340.7 356.0 379.8 4251 452.9 470.3
9 351.1 364.8 382.6 417.6 438.7 451.9
10 336.1 348.2 364.3 402.9 412.5 432.5
11 345.8 357.8 386.2 418.5 435.4 455.0
12 347.2 363.9 387.9 434.9 453.5 486.9
13 353.6 368.2 384.7 419.4 4452 471.2
14 336.3 356.2 3756 394.5 422.0 430.6
15 3422 349.4 368.0 402.5 428.2 454.0
16 354.0 376.0 401.2 441.9 473.7 500.4
17 349.1 361.2 382.5 413.1 433.1 466.4
10 18 334.3 350.3 3724 412.4 446.8 473.8
19 339.5 348.1 369.8 407.5 4342 455.1
20 340.6 359.8 393.0 432.8 454.5 479.6
21 344.8 355.0 382.8 426.6 4542 487.3
22 346.8 362.4 396.6 439.2 466.0 495.1
23 352.9 363.6 390.2 427.0 457.0 495.4
24 353.3 366.9 386.7 430.5 452.6 4741

E16-0039
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Body weights of individual male rats treated orally with 2-(di-n-butylamino)ethano! in reproduction/developmental toxicity

Appendix 2-2
screening test
(9)
Exp.group . Administration period (day)
Animal No.
(mg/kg/day) 1 3 7 14 21 28

25 341.4 356.3 379.5 415.0 449.5 475.5

26 362.1 372.6 402.4 4477 490.9 521.9

27 351.1 365.3 394.1 434.1 466.3 490.4

28 347.6 366.0 386.1 425.1 456.6 483.2

29 348.0 354.6 368.4 400.7 424 .4 456.6

50 30 338.1 352.8 366.5 393.6 406.0 418.7

31 331.5 343.0 359.0 387.6 411.9 431.9

32 359.8 369.5 394.4 433.4 472.4 512.6

33 356.5 379.1 399.2 451.9 480.1 515.4

34 344.9 358.8 390.3 431.0 464.4 484.4

35 341.3 352.1 383.6 423.86 4476 473.0

36 342.7 360.2 385.5 4235 453.7 486.6

37 327.6 331.5 3426 377.8 3946 416.9

38 338.4 3447 350.2 377.0 401.1 425.7

39 3471 346.5 352.7 387.3 417.7 449.5

40 342.4 348.0 372.2 393.9 412.8 432.3

41 352.0 358.6 387.0 441.2 463.1 493.4

280 42 350.7 355.5 373.2 389.6 409.4 429.2

43 353.1 352.8 368.6 412.6 4452 483.5

44 343.7 358.3 379.8 418.4 440.8 463.7

45 360.5 364.5 386.2 419.1 439.9 466.3

46 342.1 347.0 359.3 387.4 404.7 429.4

47 346.4 351.4 375.9 427.7 466.5 507.0

48 346.6 354.1 369.2 398.6 423.3 450.7

E16-0038
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Appendix 2-3 Body weights of individual female rats treated orally with 2-(di-n-butylamino)ethanol in
reproduction/developmental toxicity screening test
(9)
Exp.group . Before copulation (day)
Animal No.
(mg/kg/day) 1 3 7 14

101 225.3 229.0 234.4 2446

102 201.2 207.6 213.5 218.5

103 216.4 219.0 229.0 230.4

104 228.7 226.8 240.0 248.8

108 211.1 215.86 219.8 235.5

0 106 218.7 224.0 231.6 245.9

107 200.8 213.8 226.7 238.1

108 216.7 213.3 2251 236.5

108 227.6 228.3 248.3 262.0

110 199.4 196.6 204.5 220.1

111 212.9 215.3 224.9 231.5

112 202.3 211.9 222.9 232.3

113 205.1 209.6 217.7 236.8

114 220.3 218.2 224.2 233.5

115 230.7 227.0 234.8 237.0

116 202.9 2121 216.5 219.0

117 220.1 2243 229.4 239.0

10 118 208.8 215.4 219.6 231.6
119 196.8 202.2 213.8 219.2

120 217.2 2216 225.4 232.6

121 2242 228.2 234.9 248.7

122 214.9 214.8 221.0 240.5

123 210.8 208.7 216.8 234.9

124 216.8 216.3 228.8 247.1
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Appendix 2-4 Body weights of individual female rats treated orally with 2-(di-n-butylamino)ethanol in
reproduction/developmental toxicity screening test
(9)
Exp.group ] Before copulation (day)
Animal No.
(mg/kg/day) 1 3 7 14

125 220.0 219.9 234.8 252.5

126 216.9 219.3 223.8 239.8

127 224.4 229.6 234.8 2432

128 209.5 215.0 219.9 237.8

129 225.1 221.9 231.7 247.3

50 130 210.1 203.9 210.0 224.9
131 205.3 203.2 209.9 230.5

132 197.8 206.3 213.4 219.9

133 200.0 208.0 217.6 238.6

134 2243 231.8 247.8 256.6

135 215.0 220.8 2325 242.9

136 206.4 213.6 222.6 239.3

137 211.5 201.1 209.3 227.2

138 200.8 208.7 218.4 226.9

139 232.0 204.0 225.4 260.5

140 213.2 208.2 214.9 229.7

141 202.7 202.8 214.2 - 2294

250 142 200.1 207.7 218.5 230.4
143 2004 196.0 200.8 215.3

144 205.4 208.9 215.0 2347

145 211.0 210.5 219.9 225.3

146 216.8 209.7 229.4 252.5

147 215.9 213.6 218.8 225.5

148 212.1 216.8 2357 242.6

E16-0039
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Appendix 2-5 Body weights of individual female rats treated orally with 2-(di-n-butylamino)ethanol in reproduction/developmental toxicity screening
test
Exp.group . Gestation period (day) Postpartum period (day)
Animal No.
{mg/kg/day) 0 7 14 20 0 4
101 254.6 282.0 279.0 286.2 -a -a
102 226.8 2537 288.9 352.5 2641 280.9
103 246.9 297.5 342.0 407.5 318.3 337.4
104 262.6 291.9 327.6 400.7 282.0 3201
105 238.2 262.6 295.1 370.3 273.3 294.4
0 106 249.0 282.8 312.4 392.4 383.8 306.0
107 244.9 272.6 318.8 384.5 293.0 324.4
108 240.6 276.0 306.9 379.1 2911 311.7
109 272.8 312.6 351.0 419.1 3154 341.5
110 235.2 268.6 303.6 376.3 281.6 308.0
111 248.0 279.2 317.4 377.7 312.7 330.3
112 234.3 268.3 301.3 328.4 274.0 290.1
113 242.2 273.1 294.5 3491 284.0 292.6
114 249.0 283.8 326.4 398.7 315.1 334.8
115 243.3 282.1 316.4 390.0 299.8 331.2
116 229.5 262.8 296.2 368.9 259.7 280.2
117 262.6 292.0 320.8 377.2 290.0 303.0
10 118 2341 273.8 306.9 385.0 283.8 313.5
119 230.0 259.4 288.0 352.8 256.1 282.0
120 2457 277.7 306.5 369.1 271.5 305.8
121 261.6 290.0 335.5 417.7 289.1 321.1
122 250.5 287.2 324.4 407.3 276.2 326.1
123 248.3 266.7 299.2 360.7 273.5 302.8
124 257.7 284.7 322.6 400.4 317.5 345.2

Day of vaginal plug was confirmed = Gestational day 0, Day of delivery = Postpartum day 0.

a: No delivery.
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Appendix 2-8 Body weights of individual female rats treated orally with 2-(di-n-butylamino)ethanol in reproduction/developmental toxicity screening
test
Exp.group . Gestation period (day) Postpartum period (day)
Animal No.
(mg/kg/day) 0 7 14 20 0 4
125 253.3 283.0 309.4 378.2 299.8 3191
126 245.5 272.6 306.6 377.6 273.3 296.9
127 253.4 285.4 319.8 390.5 262.5 304.4
128 235.5 277.5 296.5 367.9 282.6 308.4
129 267.2 305.1 350.7 424.1 335.8 361.3
50 130 239.5 277.7 303.1 373.0 296.9 312.7
131 240.7 276.4 306.2 368.6 285.4 3121
132 226.9 250.6 282.5 346.8 250.4 277.7
133 246.4 291.2 328.8 401.8 311.4 324.2
134 267.7 299.9 3244 392.8 315.2 339.1
135 250.5 279.8 313.9 379.0 295.4 321.2
136 242.3 274.9 309.5 391.8 266.8 305.1
137 236.5 280.3 322.7 388.3 312.4 326.4
138 231.7 263.4 308.2 363.4 287.7 306.0
139 255.3 290.1 3123 376.1 295.1 305.4
140 272.3 301.8 2953 301.6 -a -a
141 229.5 260.2 290.9 371.1 261.2 293.7
250 142 238.6 269.1 304.7 374.6 288.5 306.9
143 2154 248.2 271.4 318.6 271.9 2721
144 238.1 264.4 301.2 365.2 -b -b
145 276.3 -c -c -C -C -c
146 261.2 266.9 301.7 366.0 254.4 290.5
147 235.8 286.2 322.0 391.9 278.7 303.9
148 241.0 282.5 281.1 287.9 -a -a

Day of vaginal plug was confirmed = Gestational day 0, Day of delivery = Postpartum day 0.

a: No delivery.
b: All pups were died during delivery.
c: Deied on day 0 of gestation.

E16-0039
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Appendix 3-1 Food consumption of individual male rats treated orally with 2-(di-n-butylamino)ethanol in
repraduction/developmental toxicity screening test
(g/rat/day)
Exp.group . Administration period (day)
Animal No.
{mg/kg/day) 3 7 14 21 28
1 276 26.5 242 -a -a
2 27.3 26.1 25.0 -a -a
3 293 28.7 28.5 -a -a
4 248 22.4 21.4 -a -a
5 28.6 27.7 27.0 -a -a
0 6 25.2 23.5 217 -a -a
7 26.8 273 26.3 -a -a
8 26.6 25.2 24.0 -a -a
g 248 227 214 -a -a
10 238 21.3 19.9 -a -a
11 248 23.7° 23.4 -a -a
12 24.8 258 242 -a -a
13 242 21.9 20.7 -a -a
14 29.1 24.5 21.5 -a -a
15 24.0 21.8 21.0 -a -a
16 28.2 27.0 24.2 -a -a
17 26.8 255 22.1 -a -a
10 18 25.7 23.5 23.8 -a -a
19 23.4 234 221 -a -a
20 25.8 25.4 24.4 -a -3
21 255 257 247 -a -a
22 24.1 26.0 252 -a -a
23 23.4 225 20.1 -a -a
24 26.0 25.2 23.3 -a -a

a: Mating period.
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Appendix 3-2 Food consumption of individual maie rats treated orally with 2-(di-n-butylaminec)ethanol in
reproduction/developmental toxicity screening test
(g/rat/day)
Exp.group . Administration period (day)
Animal No.

(mg/kg/day) 3 7 14 21 28
25 26.7 256 23.3 -a -a

26 24.9 257 241 -a -a

27 259 27.2 249 -a -a

28 26.3 241 22.8 -a -a

29 22.2 221 22.7 -a -a

50 30 23.4 21.6 19.1 -a -a

31 23.2 21.6 21.1 -a -a

32 28.3 28.0 28.1 -a -a

33 29.9 27.4 26.0 -a -a

34 26.7 26.4 24.3 -a -a

35 25.1 258 241 -a -a

36 26.8 24.0 237 -a -a

37 22.7 20.0 21.2 -a -a

38 21.2 17.1 18.9 -a -a

39 221 18.7 20.9 -a -a

40 236 229 22.4 -a -a

41 22.9 23.7 26.4 -a -a

250 42 24.9 21.8 214 -a -a
43 211 21.8 237 -a -a

44 284 28.6 251 -a -a

45 22.4 21.0 21.0 -a -a

46 20.8 19.1 19.6 -a -a

47 25.9 254 27.2 -a -a

48 22.8 23.5 23.2 -a -a

a: Mating period.
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Appendix 3-3 Food consumption of individual female rats treated orally with 2-(di-n-butylaminc)ethanol in
reproduction/developmental toxicity screening test
(g/rat/day)
Exp.group . Before copulation (day)
Animal No.
(mg/kg/day) 3 7 14
101 17.6 15.1 14.2
102 13.8 13.9 13.0
103 15.6 15.2 14.1
104 14.7 16.8 16.1
105 16.0 14.4 13.7
0 106 14.8 15.8 15.2
107 16.9 15.3 15.0
108 13.2 15.7 13.3
109 17.7 16.8 16.9
110 13.2 141 14,7
111 14.0 14.9 143
112 15.4 14.1 13.7
113 15.0 14.4 15.3
114 13.5 13.8 13.5
115 14.3 15.6 15.6
116 17.3 14.9 13.9
117 13.2 14.4 14.3
10 118 17.3 13.9 13.4
119 14.3 15.1 13.7
120 15.4 14.9 13.8
121 14.9 14.6 14.7
122 16.5 16.5 15.9
123 11.5 13.8 14.8
124 15.4 16.0 15.6
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Appendix 3-4 Food consumption of individual female rats treated orally with 2-(di-n-butylamino)ethanol in
reproduction/developmental toxicity screening test
’ (g/rat/day)
Exp.group . Before copulation (day)
Animal No.
(mg/kg/day) 3 7 14
125 15.8 15.5 14.8
126 14.2 15.7 16.5
127 13.9 14.4 14.9
128 16.9 16.7 15.8
128 12.9 16.0 171
50 130 12.8 13.6 13.9
131 12.0 13.4 15.0
132 14.4 14.1 13.6
133 15.3 16.2 16.0
134 16.5 15.0 14.6
135 14.3 15.6 15.9
136 14.6 15.4 15.5
137 1.7 12.4 13.9
138 13.3 14.0 14.8
139 4.2 1.7 19.9
140 14.9 13.7 14.9
144 13.0 12.9 14.5
250 142 13.4 14.0 14.8
143 13.0 1.4 13.5
144 13.6 12.3 14.5
145 14.4 12.0 13.7
146 8.0 15.3 16.9
147 14.6 14.1 17.0
148 15.0 15.0 16.3
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Appendix 3-5 Food consumption of individual female rats treated orally with 2-(di-n-butylamino)ethanol in
reproduction/developmental toxicily screening test
(g/rat/day)
Exp.group . Gestation period (day) Pastpartum period (day)
Animal No.
(mg/kg/day) 7 14 20 4

101 15.9 14.6 13.5 -a
102 13.8 16.9 19.3 24.0
103 18.8 21.6 23.1 30.0
104 16.6 18.4 18.7 28.7
105 18.7 17.6 19.0 26.8

0 106 16.5 17.9 19.4 28.8
107 16.1 19.9 22.6 33.6
108 15.6 18.5 20.5 22,7
109 18.3 21.4 227 33.7
110 16.3 19.2 22.3 246
111 15.7 28.2 21.3 26.5
112 15.4 18.1 19.3 18.5
113 15.8 17.9 19.6 247
114 171 . 20.0 226 29.8
118 17.56 19.6 23.1 28.2
116 17.0 18.1 20.2 23.8
M7 16.8 17.5 211 28.5

10 118 15.8 18.0 20.9 294
119 15.0 25.5 20.4 28.2
120 14.4 17.2 18.8 26.3
121 16.0 18.7 21.3 28.3
122 17.8 20.5 23.8 32.1
123 14.9 17.0 20.2 27.3
124 17.2 20.0 23.9 34.0

Day of vaginal plug was confirmed = Gestational day 0, Day of delivery = Postpartum day 0.

a: No delivery.
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Appendix 3-6 Food consumption of individual female rats freated orally with 2-(di-n-butylamino)ethanal in
reproduction/developmental toxicity screening test
(g/rat/day)
Exp.group ) Gestation period (day) Postpartum period (day)
Animal No.

(mg/kg/day) 7 14 20 4
125 16.3 19.0 22.0 29.2

128 15.8 18.1 19.7 314

127 15.7 17.5 19.6 283

128 17.6 17.7 206 29.8

129 18.5 24.0 26.3 27.5

50 130 17.1 18.5 221 29.0
131 16.0 19.0 211 298

132 13.3 16.7 18.8 24.1

133 19.3 21.9 23.1 325

134 14.6 16.4 19.0 29.9

135 14.8 18.4 19.8 258

136 16.3 19.8 23.1 36.1

137 16.5 20.7 23.8 26.7

138 15.4 19.2 21.0 28.9

139 17.0 18.4 191 27.5
140 16.8 15.7 15.2 -a

141 14.7 17.0 20.7 26.8

250 142 14.7 18.2 215 30.5
143 14.5 17.7 19.9 22.8
144 14.2 18.2 20.0 -b
145 -c -c -c -C

146 13.5 16.4 21.9 28.8

147 20.0 23.0 21.6 27.8
148 17.0 1841 14.2 -a

Day of vaginal plug was confirmed = Gestational day 0, Day of delivery = Postpartum day 0.

a: No delivery.
b: Al pups were died during delivery.
c: Died on day 0 of gestation.
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Appendix 4-1 Absolute organ weights of individual male rats treated orally with 2-(di-n-butylamino)ethanol in reproduction/developmental toxicity screening test

Dose (mg/kg/day) 0

Items Amr':njl 1 ss-nd 2 ss 3 ss 4 ss 5ss 6 ss 7 ss 8 ss 9 ss 10 ss 11 ss 12 ss
Testes @ 3.7 3.61 2.89 3.43 3.49 3.16 3.59 3.64 3.22 3.28 3.32 3.11
Epididymides @ 1.07 1.25 1.13 1.20 1.18 1.22 127 1.37 1.24 1.10 1.22 1.14
Prostate @ 1.40 1.19 1.21 1.26 1.45 1.01 1.51 1.31 1.19 1.30 1.58 1.30
Seminal

vesicle (@ 1.69 1.74 1.62 1.85 1.75 1.65 1.81 1.52 1.33 1.69 2.01 1.40
Qgi:'h‘:"dy (@) 4803 4817 532.0 460.0 527.1 491.4 484.8 4758 464.0 44338 463.9 494.8

ss: scheduled sacrifice animal.
ss-nd: male animal whose partner did not deliver her pups.
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Appendix 4-2 Absolute organ weights of individual male rats treated orally with 2-(di-n-butylamino)ethanal in reproduction/developmental toxicity screening test

E16-0039

Dose (mg/kg/day) o
Animal
ltems No 13 ss 14 ss 16 ss 16 ss 17 ss 18 ss 19 ss 20 ss 21 ss 22 ss 23 ss 24 ss
Testes ) 3.50 3.02 3.73 3.29 3.06 3.40 3.35 3.59 3.64 3.5 3.46 3.41
Epididymides (@ 117 1.06 111 1,21 117 147 1.23 1.19 1.29 1.24 1.32 1.09
Prostate @ 1.04 1.54 1.23 1.53 1.31 1.26 1.29 1.15 1.10 1.27 1.40 1.33
f:s'f’c’lr;a[ (@ 1.39 1.79 177 1.71 1.64 174 122 1.55 133 2.01 1.76 166
fv‘:‘;'h‘t"’dy ) 4808 4439 4593 506.7 476.8 480.7 459.4 485.5 498.3 497.1 505.1 4811

ss: scheduled sacrifice animal.
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Appendix 4-3 Absolute organ weights of individual male rats treated orally with 2-(di-n-butylamino)ethanol in reproduction/developmental toxicity screening test

E16-0039

Dose (mg/kg/day) 50
Animal

ltems No 25 ss 26 ss 27 ss 28 ss 29 ss 30 ss 31 ss 32 ss 33 ss 34 ss 35 ss 36 ss
Testes (@) 3.54 3.28 3.52 3.72 3,52 3.19 2.81 3.63 3.27 298 3.31 3.55
Epididymides (@ 1.22 1.30 1.30 1.34 1.16 1,23 1.15 1.21 1.14 1.04 1.23 1.31
Prostate () 1.15 1.31 1.31 1.32 1.21 1.29 0.98 1.38 0.3 1.35 1.34 1.37
Seminal

vesicle (9) 2.13 1.81 1.70 1.68 1.54 1.76 1.43 1.87 1.48 1.63 1.87 1.42
sv';ag'h‘t"’dy @ 488.2 538.9 504.0 489.4 4714 430.1 436.6 525.9 526.2 4905 472.9 492.8

ss: scheduled sacrifice animal.
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Appendix 4-4 Absolute organ weights of individual male rats treated orally with 2-(di-n-butylamino)ethanol in reproduction/developmental toxicity screening test

E£16-0039

Daose {mg/kg/day) 250
Animal _
ltems No 37 ss 38 ss 39 ss 40 ss-nd 41 ss 42 ss 43 ss 44 ss 45 ss 46 ss 47 ss 48 ss-nd
Testes (@ 3.26 3.00 3.25 339 3.00 2.80 3.00 3.19 3.25 3.24 3.13 3.52
Epididymides @ 1145 1.02 1.29 1.06 1.18 1.14 1.20 1.39 1.09 1.16 147 1.38
Prostate (@ 1.25 1.18 1.24 1.00 1.21 1.21 0.99 1.27 118 1.05 1.02 1.54
f::c’l”ea‘ (@ 1.88 1.62 1.70 147 143 1.58 1.31 1.61 079 1.68 1.56 1.72
Sgizm"’dy ) 4245 434.5 450.8 4405 505.7 4443 49533 4719 473.9 4357 509.0 458.9

ss: scheduled sacrifice animal.
ss-nd: male animal whose partner did not deliver her pups.
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Appendix 4-5 Absolute organ weights of individual female rats treated orally with 2-(di-n-butylamino)ethanol in reproduction/developmental toxicity screening test

Dose  (mg/kg/day) 0
Animal i
ltems No 101 is-nd 102 ss 103 ss 104 ss 105 ss 106 ss 107 ss 108 ss 109 ss 110 ss 111 ss 112 ss
Ovaries (mg) 84.4 71.5 1115 98.1 78.1 87.5 100.8 78.5 99.4 93.0 113.8 98.0
F_in;ib—og;/ _______ e e e P i R B i ot R e e e i s T M O P S o S S PO P O P P . i 6 AR SR P e S M S TS ) P S e o S B O S o e . S S o P o S g B $906 S e it . o P B
weight (9) 2946 2809 337.4 320.1 294.4 306.0 3244 311.7 341.5 308.0 330.3 2801

ss; scheduled sacrifice animal.
is-nd: female animal did not deliver her pups.
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Appendix 4-6 Absolute organ weights of individual female rats treated orally with 2-(di-n-butylamino)ethanol in reproduction/developmental toxicity screening test

Dose  (mglkg/day) 10
Animal
ltems No 113 ss 114 ss 115 ss 116 ss 117 ss 118 ss 119 ss 120 ss 121 ss 122 ss 123 ss 124 ss
Ovaries (mg) 78.3 105.5 98.0 83.5 102.8 90.3 82.8 117.5 104.5 105.0 94.4 88.7
'I.—:-inZIE:)d_)‘/__— _____ [ — (o o s e . e e et 1 . i . e e e e o o S . ) P et G e R R T . e 2 O e et A Pt Y S e i e St ot e e o W e i i D v e o i
weight (@) 292.6 3234.8 331.2 290.2 303.0 313.5 282.0 305.8 321.1 326.1 302.8 345.2

ss: scheduled sacrifice animal.

-69_
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Appendix 4-7 Absolute organ weights of individual female rats treated orally with 2-(di-n-butylamino)ethanol in reproduction/developmental toxicity screening test

Dose (mg/kg/day) 50
ltems A“'L”:[ 125 ss 126 ss 127 ss 128 ss 129 ss 130 ss 131 ss 132 ss 133 ss 134 ss 135 ss 136 ss
Ovaries (mg) 91.9 113.7 97.8 78.5 101.5 74.0 96.0 74.9 100.3 104.6 91.0 98.8
;‘;:'h?"dy @ 319.1 296.9 304.4 308.4 361.3 3127 312.1 277.7 324.2 339.14 321.2 305.1

ss: scheduled sacrifice animal.
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Appendix 4-8 Absolute organ weights of individual female rats treated orally with 2-(di-n-butylamino)ethanol in reproduction/developmental toxicity screening test

E16-0039

Dose (mg/kg/day) 250
ltems A"'K}i‘ 137 ss 138 ss 139 ss 140 is-nd 141 ss 142 ss 143 ss 148 is-nd
Ovaries (mg) 893 79.2 85.9 110.2 91.0 85.5 79.0 101.0
Final body (@ 3264 306.0 305.4 302.5 2937 306.9 272.1 2896
weight

ss: scheduled sacrifice animal.

is-nd: female animal did not deliver her pups.
is-pd: dam all her pups were dead after birth.
d: dead animal.
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Appendix 5-1 Relative organ weights of individual male rats treated orally with 2-(di-n-butylamino)ethanol in reproduction/developmental toxicity screening test

Dose  (mg/kg/day) 0
ltems Anirg}ca)‘l 1 ss-nd 2 8s 3 ss 4 ss 5 ss 6 ss 7 ss 8 ss 9 ss 10 ss 11 ss 12 ss
Testes (g/100g) 0.66 0.78 0.54 0.76 0.66 0.64 0.74 0.77 0.68 0.74 0.72 0.63
Epididymides (9/100g) 0.22 0.26 0.21 0.26 0.22 0.26 0.26 0.28 0.27 0.25 0.26 0.23
Prostate (g/100g) 0.29 0.25 0.23 0.27 0.28 0.21 0.31 0.28 0.26 0.29 0.34 0.26
f:;‘c'l':‘ (/100g) 0.35 0.36 0.30 0.40 0.33 0.34 0.37 0.32 0.29 0.38 0.43 0.28
Fralbody "G ams | am7 s2o | 4o sza e 4ses  ass 4e0  sass  asse  dshs

ss: scheduled sacrifice animal.
ss-nd: male animal whose partner did not deliver her pups.
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Appendix 5-2 Relative organ weights of individual male rats treated orally with 2-(di-n-butylamino)ethanol in reproduction/developmental toxicity screening test

E16-0039

Dose (mg/kg/day) 10
Animal
Hems No 13 ss 14 ss 15 ss 16 ss 17 ss 18 ss 19 ss 20 ss 21 ss 22 ss 23 ss 24 ss
Testes (g9/100g) 0.73 0.68 0.81 0.65 0.64 0.71 0.73 0.74 0.73 0.63 0.69 0.71
Epididymides (g/100g) 0.24 0.24 0.24 0.24 0.25 0.24 0.27 0.25 0.26 0.25 0.26 0.23
Prostate (g/100g) 0.22 0.35 0.27 0.30 0.27 0.26 0.28 0.24 0.22 0.26 0.28 0.28
f:s':‘c'l':' (g/100g) 0.29 0.40 0.39 0.34 0.34 0.36 0.27 0.32 0.27 0.40 0.35 0.34
\’;’;‘;’h?“y (9 480.8 4439 459.3 506.7 476.8 480.7 459.4 485.5 498,3 497.1 505.1 481.1

ss: scheduled sacrifice animal.
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Appendix 5-3 Relative organ weights of individual male rats treated orally with 2-(di-n-butylamino)ethanol in reproduction/developmental toxicity screening test

£16-0039

Dose (mg/kg/day) 50
Animal
tems No 25 ss 26 ss 27 ss 28 ss 29 ss 30 ss 31 ss 32 ss a3 ss 34 ss 35 ss 36 ss
Testes (g/100g) 0.73 0.61 0.70 0.76 0.75 074 0.64 0.69 0.62 0.61 0.70 0.72
Epididymides (a/100g) 0.25 0.24 0.26 0.27 0.25 0.29 0.26 0.23 0.22 0.21 0.26 0.27
Prostate (g/100g) 0.24 0.24 0.26 0.27 0.26 0.30 0.22 0.28 0.18 0.28 0.28 0.28
f:;::"“:' (a/100g) 0.44 0.34 0.34 0.34 0.33 0.41 0.33 0.36 0.28 0.33 0.40 0.29
\',:V';Z'h?my @ 488.2 538.9 504.0 489 4 471.1 430.1 436.6 525.9 526.2 490.5 472.9 492.9

ss: scheduled sacrifice animal.
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Appendix 5-4 Relative organ weights of individual male rats treated orally with 2-(di-n-butylaminc)ethanol in reproduction/developmentat toxicity screening test

E16-0039

Dose (mg/kg/day) 250
tems Anir&\;l 37 ss 38 ss 39 ss 40 ss-nd 41 ss 42 ss 43 ss 44 ss 45 ss 46 ss 47 ss 48 ss-nd
Testes (g/100g) 0.77 0.69 072 Q77 0.59 0.63 0.61 0.68 0.69 0.74 0.6 0.77
Epididymides (a/100g) 0.27 0.23 0.29 0.24 0.23 0.26 0.24 0.29 0.23 0.27 0.23 0.30
Prostate (a/100g) 0.29 0.27 0.27 0.23 0.24 0.27 0.20 0.27 0.25 0.24 0.20 0.34
f::c"”:' (g/100g) 0.44 0.37 0.38 033 0.28 0.36 0.26 0.34 0.17 0.39 0.31 0.37
Prabod """ aws s ass  sdos  ses7 e ass  ams | ame wes7 S0 4sme

ss: scheduled sacrifice animal.
ss-nd: male animal whose partner did not deliver her pups.
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Appendix 5-5 Relative organ weights of individual female rats treated orally with 2-(di-n-butylamino)ethanal in reproduction/developmental toxicity screening test

E16-0039

Dose (mg/kg/day) 0
ftems A”':};" 104 is-nd 102 ss 103 ss 104 ss 105 ss 106 ss 107 ss 108 ss 109 ss 110 ss 111 ss 112 ss
Ovaries (mg/100g) 2856 255 33.0 306 265 2856 311 252 29.1 30.2 34.5 33.8
S;‘;';g"dy (@ 294.6 280.9 337.4 320.1 294.4 306.0 324.4 3117 3415 308.0 330.3 290.1

ss: scheduled sacrifice animal.
is-nd: female animal did not deliver her pups.
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Appendix 5-6 Relative organ weights of individual female rats treated orally with 2-(di-n-butylamino)ethanol in reproduction/developmental toxicity screening test

Dose (mg/kg/day) 10
Animal
ltems No 113 ss 114 ss 115 ss 116 ss 117 ss 118 ss 119 ss 120 ss 121 ss 122 ss 123 ss 124 ss
Ovarles (mg/100g) 26.8 31.5 29.8 28.8 33.9 28.8 294 38.4 325 322 31.2 25.7
.EnZEB.Od_y__.__.._..__ _____ o o e o o S S P e S i R e it M . o S o S e S ) . B S ot S T e . S St B S T o i P S i S B, S o G S S S i S o . T S B e B S
weight (@) 292.6 334.8 331.2 290.2 303.0 313.5 282.0 305.8 3211 326.1 302.8 345.2

ss: scheduled sacrifice animal.
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Appendix 5-7 Relative organ weights of individual female rats treated orally with 2-(di-n-butylamino)ethanol in reproduction/developmental toxicity screening test

E16-0039

Dose (mglkg/day) 50
Animat
ltems No 125 ss 126 ss 127 ss 128 ss 129 ss 130 ss 131 ss 132 ss 133 ss 134 ss 135 ss 136 ss
Ovaries {mg/100g) 28.8 38.3 321 25.5 28.1 237 30.8 27.0 30.9 30.8 28.3 32.4
.ﬁnzl.l.).od_y________________._ _____ v o v S WO W i S o o ot e e W B Y . G o e e, o A D o B o St . e i BT S 4 R T s e e O N D S B ek S S S U G M At . T [
weight (@ 319.1 296.9 304.4 308.4 361.3 312.7 3121 2777 324.2 339.1 321.2 305.1

ss. scheduled sacrifice animal,
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Appendix 5-8 Relative organ weights of individual female rats treated orally with 2-(di-n-butylaminc)ethanol in reproduction/developmental toxicity screening test

Dose (mg/kg/day) 250
ftems A""Si' 137 ss 138 ss 139 ss 140 is-nd 141 ss 142 ss 143 ss 144 Is-pd 145 d 146 ss 147 ss 148 is-nd
Ovaries (mg/100g) 27.4 25.9 28.1 36.4 31.0 27.9 29.0 39.5 38.6 336 30.8 34.9
S;‘;'h?"dy (@ 326.4 306.0 305.4 302.5 293.7 306.9 272.1 2907 276.3 290.5 303.9 289.6

ss: scheduled sacrifice animal.

is-nd: female animal did not deliver her pups.
is-pd: dam all her pups were dead after birth,
d: dead animal.



Appendix 6-1 Pathological findings of individual rats treated orally with 2-(di-n-butylamino)}ethanol in
reproduction/developmental toxicity screening test

Dose Animal

Macroscopic findings

Histopathological findings®

1 ss-nd Kidney

Pelvic dilatation (right)

Kidney
Basophilic tubules +
Pelvic dilatation, unilateral +
Testis

Nuclear alteration of spermatids,

bilateral ++
Epididymis

Germ cell debris in lumen, bilateral +
Nuclear alteration of spermatozoa,

bilateral ++

No abnormalitieé detected

No abnormalities detected

No abnormalities detected

No abnormalities detected

No abnormalities detected

Prostate
Lymphocyte infiltration +

No abnormalities detected

No abnormalities detected

No abnormalities detected

No abnormalities detected

No abnormalities detected

No abnormalities detected

No abnormalities detected

No abnormalities detected

No abnormalities detected

No abnormalities detected

No abnormalities detected

No abnormalities detected

No abnormalities detected

No abnormalities detected

Sex (mg/kg/day)  No. Fate
2 SS

Male 0] 3 sS
4 Ss
5 SS
6 ss
7 SS
8 SS
9 ss
10 ss
11 SS
12 ss

No abnormalities detected

Prostate
Lymphocyte infiltration ++

a) Organs/tissues examined as follows for "ss" animal: testes, epididymides, prostate, coagulating gland,
seminal vesicle, cerebrum, cerebellum, pons, spinal cord, sciatic nerve and mammary gland.

Organsl/tissues examined as follows for "ss-nd" animal; testes, epididymides, cerebrum, cerebellum,
pons, spinal cord, sciatic nerve and macroscopic lesion.

ss, scheduled sacrifice animal, ss-nd, male animal whose partner did not deliver her pups.

+, slight; ++ moderate.

- 80 -



Appendix 6-2 Pathological findings of individual rats treated orally with 2-(di-n-butylamino)ethanol in

reproduction/developmental toxicity screening test

E16-0039

Sex (mg?l?gs;zlay) Ar;\;rgal Fate Macroscopic findings Histopathological ﬁndingsa)
13 ss  No abnormalities detected  Not examined
14 ss No abnormalities detected  Not examined
15 ss No abnormalities detected  Not examined
16 ss  No abnormalities detected  Not examined
17 ss  No abnormalities detected  Not examined
18 ss No abnormalities detected  Not examined
19 ss  Epididymis Epididymis
Male 10 . ) .
Nodule (right, cauda, Spermatic granuloma, unilatelal ++
3x3x5 mm)
20 ss  No abnormalities detected  Not examined
21 ss  No abnormalities detected = Not examined
22 ss No abnormalities detected  Not examined
23 ss No abnormalities detected  Not examined
24 ss No abnormalities detected  Not examined

a) Organs/tissues examined as follows: macroscopic lesion.

ss, scheduled sacrifice animal.

++, moderate .

-81-
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Appendix 6-3 Pathological findings of individual rats treated orally with 2-(di-n-butylamino)ethanol in
reproduction/developmental toxicity screening test

Sex (mg?f;ﬁay) A'[‘\'Ig‘_al Fate Macroscopic findings Histopathological findings®
25 ss  No abnormalities detected  Not examined
26 ss  Kidney Kidney
Pelvic dilatation (left) Pelvic dilatation, unilateral +
27 ss  No abnormalities detected  Not examined
28 ss  No abnormalities detected  Not examined
29 ss  No abnormalities detected  Not examined
Male 50 30 ss  No abnormalities detected = Not examined
31 ss No abnormalities detected  Not examined
32 ss  No abnormalities detected  Not examined
33 ss No abnormalities detected  Not examined
34 ss  No abnormalities detected = Not examined
35 ss No abnormalities detected  Not examined
36 ss No abnormalities detected  Not examined

a) Organs/tissues examined as follows: macroscopic lesion.
ss, scheduled sacrifice animal.
+, slight.
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Appendix 6-4 Pathological findings of individual rats treated orally with 2-(di-n-butylamino)ethanol in
reproduction/developmental toxicity screening test

Sex (mg?l?g;/zay) Ar;\;::al Fate Macroscopic findings Histopathological findings®
37 ss No abnormalities detected  No abnormalities detected
38 ss  No abnormalities detected = No abnormalities detected
39 ss No abnormalities detected  No abnormalities detected
40 ss-nd No abnormalities detected  No abnormalities detected
41 ss  No abnormalities detected  Prostate '
Lymphocyte infiltration +
42 ss No abnormalities detected  No abnormalities detected
43 ss No abnormalities detected = No abnormalities detected
Male 250 44 ss No abnormalities detected  No abnormalities detected
45 ss No abnormalities detected  No abnormalities detected
46 ss No abnormalities detected  Prostate
Lymphocyte infiltration +
47 ss No abnormalities detected  No abnormalities detected
48 ss-nd Epididymis Epididymis

Whitish region (2 regions,

left, cauda, ¢2 mm,
$ 5 mm)

Spermatic granuloma, unilatelal ++

a) Organs/tissues examined as follows for "ss" animal: testes, epididymides, prostate, coagulating gland,
seminal vesicle, cerebrum, cerebellum, pons, spinal cord, sciatic nerve and mammary gland.

Organs/tissues examined as follows for "ss-nd" animal: testes, epididymides, cerebrum, cerebellum,

pons, spinal cord and sciatic nerve.

ss, scheduled sacrifice animal, ss-nd, male animal whose partner did not deliver her pups.

+, slight; ++, moderate.
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Appendix 8-5 Pathological findings of individual rats treated orally with 2-(di-n-butylamino)ethanol in
reproduction/developmental toxicity screening test

E16-0039

Sex (mg[/);gs/iay) Ar;\;n;al Fate Macroscopic findings Histopathological findings®

101 is-nd No abnormalities detected =~ No abnormalities detected
102 ss No abnormalities detected  No abnormalities detected
103 ss No abnormalities detected  No abnormalities detected
104 ss  No abnormalities detected  No abnormalities detected
105 ss No abnormalities detected =~ No abnormalities detected
106 ss No abnormalities detected  No abnormalities detected

Female 0 107 ss No abnormalities detected = No abnormalities detected
108 ss  No abnormalities detected  No abnormalities detected
109 ss No abnormalities detected  Vagina

Squamous epithelial cyst +

110 ss No abnormalities detected = No abnormalities detected
111 ss No abnormalities detected = No abnormalities detected
112 ss No abnormalities detecied  No abnormalities detected

a) Organs/tissues examined as follows for "ss" animal: ovaries, uterus, vagina, cerebrum, cerebellum,
pons, spinal cord, sciatic nerve and mammary gland.

Organs/tissues examined as follows for "is-nd" animal: ovaries, uterus, vagina, cerebrum, cerebellum,

pons, spinal cord and sciatic nerve.

ss, scheduled sacrifice animal; is-nd, female animal did noi deliver her pups.

+, slight.
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Appendix 8-8 Pathological findings of individual rats treated orally with 2-(di-n-butylaminc)ethanol in
reproduction/developmental toxicity screening test

E16-0039

Sex (mg[/)l:)gSIZay) Ar;\;r;al Fate Macroscopic findings Histopathological findings
113 ss  No abnormalities detected = Not examined
114 ss No abnormalities detected  Not examined
115 ss No abnormalities detected  Not examined
116 ss No abnormalities detected  Not examined
117 ss  No abnormalities detected = Not examined
118 ss No abnormalities detected  Not examined
Female 10 " ;
119 ss No abnormalities detected  Not examined
120 . ss No abnormalities detected  Not examined
121 ss No abnormalities detected  Not examined
122 ss No abnormalities detected  Not examined
123 ss No abnormalities detected  Not examined
124 ss No abnormalities detected  Not examined

ss, scheduled sacrifice animal.
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Appendix 6-7 Pathological findings of individual rats treated orally with 2-(di-n-butylamino)ethanol in
reproduction/developmental toxicity screening test

Sex (mg?lfg;/:ay) Ar:\;:al Fate Macroscopic findings Histopathological findingsa)
125 ss No abnormalities detected  Not examined
126 ss No abnormalities detected = Not examined
127 ss No abnormalities detected  Not examined
128 ss  No abnormalities detected  Not examined
129 ss No abnormalities detected  Not examined
130 ss No abnormalities detected  Not examined
131 ss No abnormalities detected  Not examined
Female 50 132 ss No abnormalities detected  Not examined
133 ss No abnormalities detected  Not examined
134 ss  Kidney Kidney
Pelvic dilatation (left) Basophilic tubules +
Cell infiltration +
Pelvic dilatation, unilateral ++
135 ss  No abnormalities detected  Not examined
136 ss No abnormalities detected  Not examined

a) Organs/tissues examined as follows: macroscopic lesion.

ss, scheduled sacrifice animal.
+, slight; ++, moderate.
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Appendix 6-8 Pathological findings of individual rats treated orally with 2-(di-n-butylamino)ethanol in
reproduction/developmental toxicity screening test

E16-0039

Sex (mg?fgs/zay) Amza] Fate Macroscopic findings Histopathological findings®
137 ss No abnormalities detected  No abnormalities detected
138 ss  No abnormalities detected = No abnormalities detected
139 ss No abnormalities detected  No abnormalities detected
140 is-nd No abnormalities detected = No abnormalities detected
141 ss No abnormalities detected  No abnormalities detected
142 ss No abnormalities detected  No abnormalities detected
143 ss No abnormalities detected =~ No abnormalities detected
Female 250 144  is-pd Thymus Thymus '
Small Atrophy ++
Adrenal Adrenal

Enlargement (bilateral) Hypertrophy of cortex +
145 d No abnormalities detected  No abnormalities detected
146 ss  No abnormalities detected  No abnormalities detected
147 ss  No abnormalities detected =~ No abnormalities detected
148 is-nd No abnormalities detected = No abnormalities detected

a) Organsf/tissues examined as follows for "ss" animal: ovaries, uterus, vagina, cerebrum, cerebellum,
pons, spinal cord, sciatic nerve and mammary gland.

Organs/tissues examined as follows for "is-nd" animal: ovaries, uterus, vagina, cerebrum, cerebellum,

pons, spinal cord and sciatic nerve.

Organs/tissues examined as follows for "is-pd" animal: macroscopic lesions.
Organs/tissues examined as follows for "d" animal: cerebrum, cerebellum; pons, spinal cord and

sciatic nerve.

ss, scheduled sacrifice animal; is-nd, female animal did not deliver her pups; is-pd, dam all her pups were dead

after birth; d, dead animal.

+, slight; ++, moderate.
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Appendix 7-1

Estrous cycle examinations of individual rats treated orally with 2-(di-n-butylamino)ethanol in reproduction/developmental toxicity screening test

Exp. group Day of administration period

1

2

3

4

5

6

7

8

9

10

11

12

13

-
N

{mg/kg/day) Animal Number

Classification of vaginal smear

Cycle length
(day)

101
102
103
104
106
106
107
108
108
110
111
112
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D: Diestrus; P: Proestrus; E; Estrus; M: Metestrus.
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Appendix 7-2 Estrous cycle examinations of individual rats treated orally with 2-(di-n-butylamino)ethanol in reproduction/developmental toxicity screening test
Exp. group Day of administration period 1 2 3 4 5 8 7 8 9 10 11 12 13 14 Cycle length
(mg/kg/day) Animal Number Classification of vaginal smear (day)

113 M D D E M D D E M D D E M D 4

114 D E M D D E M D D E M D D E 4

115 P E M D D E M D D E M D P E 4

116 E M D P E M D D E M D D E M 4

117 P E M D D E M D P E M D P E 4

10 118 M D D E M D D E M D D E M D 4

119 D E M D P E M D D E M D D E 4

120 D E M D P E M D D E M D D E 4

121 D E M D D E M D D E M D D E 4

122 D P E M D D E M D P E M D P 4

123 D D E M D P E M D P E M D 9] 4

124 D D E M D D E M D D E M D D 4

D: Diestrus; P: Proestrus; E: Estrus; M: Metestrus.

E16-0039
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Appendix 7-3

Estrous cycle examinations of individual rats treated orally with 2-(di-n-butylamino)ethanol in reproduction/developmental toxicity screening test

Exp. group Day of administration period

1

2

3

4

5

6

7

8

9

10

11

12

13

14

(mg/kg/day) Animal Number

Classification of vaginal smear

Cycle length
(day)

125
126
127
128
129
130
131
132
133
134
135
136

50
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D: Diestrus; P: Proestrus; E: Estrus; M: Metestrus.
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Appendix 7-4 Estrous cycle examinations of individual rats treated orally with 2-(di-n-butylamino)ethanol in reproduction/developmental toxicity screening test
Exp. group Day of administration period 1 2 3 4 5 6 7 8 9 10 11 12 13 14 Cycle length
(mg/kg/day) Animal Number Classification of vaginal smear (day)
137 D 0} E M D D M D D E M D D 4
138 E M D P E M P E M D D E M 4
139 D P E M D D D D D D D b D D -a
140 D D E M D D E M D D E M D D 4
141 E M D D E M D D E M D D E M 4
250 142 E M D D E M D D E M D D E M 4
143 M D D E M D D E M D D E M D 4
144 E M D D E M D P E M D D E M 4
145 D E M D D E M D D E M D D D 4
148 E M D D E M D P E M D P E M 4
147 P E M D D E M D D E M D D E 4
148 E M D D E M D D E E M D D P 4

D: Diestrus; P: Proestrus; E: Estrus; M: Metestrus.

a: Estrous cycle was not observed.
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Appendix 8 Reproductive parameters in individual parental rats treated orally with 2-(di-n-butylamino)ethanol in
reproduction/developmental toxicity screening test
Exp. group Number of mated pairs State of Pairing days
(mglkg/day) Male Female copulation pregnancy until copulation
1 101 O X 1
2 102 0 ] 2
3 103 O 0 3
4 104 O 0 3
5 105 o) 0 1
0 6 106 o] 0 1
7 107 e} 0 2
8 108 ] o] 1
9 108 0 0 3
10 110 @] o} 4
11 111 0 0 3
12 112 o) 0] 2
13 113 0 0 1
14 114 O o) 3
15 115 o 0 3
16 116 0 0 2
17 117 o} 0 3
10 18 118 O 0 1
19 119 o) ) 3
20 120 ] 0 3
21 121 o} 0 3
22 122 o} o} 4
23 123 O o} 4
24 124 O o 4
25 125 O 0] 1
26 126 0 O 2
27 127 o 0O 3
28 128 o} 0] 1
28 129 o o) 3
50 30 130 o} 0 4
31 131 o] O 4
32 132 O 0 2
33 133 e} 0 2
34 134 O 0 2
35 135 e} 0 3
36 136 0] 0 2
37 137 o} 0 5
38 138 8] @] 2
38 139 0 0 1
40 140 o] X 14
41 141 0 o) 2
250 42 142 0 o] 2
43 143 ) 0 1
44 144 0 0 2
45 145 0 X 14
46 146 0 0
47 147 O 0
48 148 o} X

O: Present; X: Absent.

92 -
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Appendix 8-1 Postnatal course of individual rat litters whose parents treated orally with 2-(di-n-butylamino)ethanol! in reproduction/developmental toxicity screening test

0 mg/kg/day group
Animal Number
ltems 101 102 103 104 105 106 107 108 109 110 111 112
Gestation length in days -a 22 22 22 22 22 23 22 23 22 22 23
Number of corpora lutea 0 12 14 18 15 17 13 13 14 15 11 14
Number of implantation sites 0 12 14 18 15 17 13 13 13 16 11 6
Implantation index (%) -a 100.0 100.0 100.0 100.0 100.0 100.0 100.0 92.9 100.0 100.0 42.9
Delivery index (%) -a 100.0 100.0 94.4 100.0 100.0 100.0 84.6 92.3 93.3 81.8 66.7
Postnatal day 0
Number of pups born -a 12 14 17 15 17 13 11 12 14 9 4
Number of males born -a 8 4 8 8 6 8 7 6 10 3 1
Number of females born -a 4 10 9 7 11 5 4 6 4 6 3
Number of live pups -a 11 14 17 15 17 13 11 12 14 9 4
Number of live males -a 7 4 8 8 6 8 7 6 10 3 1
Number of live females -a 4 10 9 7 11 5 4 6 4 6 3
Birth index (%) -a 91.7 100.0 94.4 100.0 100.0 100.0 84.6 92.3 93.3 81.8 66.7
Live birth index (%) -a 91.7 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0
Sex ratio of pups born -a 0.67 0.29 0.47 0.53 0.35 0.62 0.64 0.50 0.71 0.33 0.25
Number of live pups with external anomalies -a 0 0 0 0 0 0 0 0 0 0 0
Pups weight (Litter mean, g)
Male -a 6.48 6.49 6.19 6.28 5.87 7.61 6.90 7.99 5.39 6.80 9.27
Female -a 6.29 6.10 553 5.67 5.63 7.26 6.52 8.01 5.88 6.28 9.16
Postnatal day 4
Number of live pups -a 11 14 17 15 17 13 1 12 11 9 4
Number of live males -a 7 4 8 8 6 8 7 6 7 3 1
Number of live females -a 4 10 9 7 1 5 4 6 4 8 3
Viability index (%) -a 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 78.8 100.0 100.0
Pups weight (Litter mean, g)
Male -a 10.69 11.26 9.28 10.29 8.27 12.46 10.81 13.16 9.76 12.80 16.26
Female -a 10.28 10.84 7.98 9.38 8.72 12.27 10.54 13.18 9.86 12.10 16.08

implantation index; (Number of implantation sites /Number of corpora lutea ) x 100.

Delivery index: (Number of pups born /Number of implantation sites) x 100.
Birth index: (Number of live pups at birth /Number of implantation sites) % 100.
Live birth index: (Number of live pups at birth /Number of pups born) x 100.

Sex ratio of pups born: Number of males born /Number of pups born.

Viability index: (Number of live pups on postnatal day 4 /Number of live pups at birth) x 100.

a: No pregnancy.

£16-0039
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Appendix 9-2 Postnatal course of individual rat litters whose parents treated orally with 2-{di-n-butylamino)ethanol in reproduction/developmental toxicity screening test

10 mg/kg/day group

Animal Number

ltems 113 114 115 116 117 118 119 120 121 122 123 124
Gestation length in days 22 22 22 22 22 22 23 23 22 23 22 22
Number of corpora lutea 14 15 12 13 17 14 13 15 17 14 14 12
Number of implantation sites 13 14 12 13 17 14 13 12 17 14 13 12
implantation index (%) 92.9 93.3 100.0 100.0 100.0 100.0 100.0 80.0 100.0 100.0 92.9 100.0
Delivery index (%) 69.2 85.7 100.0 100.0 76.5 92.9 923 100.0 100.0 100.0 84.6 100.0
Postnatal day 0
Number of pups born 9 12 12 13 13 13 12 12 17 14 11 12
Number of males born 4 5 6 8 6 4 4 5 8 6 4 2
Number of females born 5 7 6 5 9 8 7 9 8 7 10
Number of live pups <] 12 12 13 13 13 12 12 17 14 11 12
Number of live males 4 5 6 8 6 4 4 5 8 6 4 2
Number of five females 5 7 6 5 7 9 8 7 9 8 7 10
Birth index (%) 69.2 85.7 100.0 100.0 76.5 929 92.3 100.0 100.0 100.0 84.6 100.0
Live birth index (%) 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0
Sex ratio of pups born 0.44 0.42 0.50 0.62 0.46 0.31 0.33 0.42 0.47 0.43 0.36 017
Number of live pups with external anomalies 1 0 0 0 0 0 0 0 0 0 0 0
Pups weight (Litter mean, g)
Male 7.04 6.61 7.07 6.46 6.78 6.65 7.32 7.82 6.30 7.47 7.12 6.56
Female 717 6.57 6.61 6.28 6.19 6.00 6.74 7.23 5.94 7.41 6.96 6.55
Postnatal day 4
Number of live pups 9 12 12 13 13 13 12 12 17 14 11 12
Number of live males 4 5 5] 8 6 4 4 5 8 6 4 2
Number of live females 5 7 6 5 7 9 8 7 9 8 7 10
Viability index (%) 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0
Pups weight (Litter mean, g)
Male 12.64 11.46 12.08 10.49 11.00 11.15 11.97 10.98 10.14 11.88 11.59 10.88
Female 12.18 11.12 11.22 9.75 10.20 10.18 11.01 10.60 9.16 11.68 11.23 11.46

Implantation index: (Number of implantation sites /Number of corpora lutea ) x 100.

Delivery index: (Number of pups born /Number of implantation sites) x 100.
Birth index: (Number of live pups at birth /Number of implantation sites) x 100.
Live birth index: (Number of live pups at birth /Number of pups born} x 100.

Sex ratio of pups born: Number of males born /Number of pups born.

Viability index: (Number of live pups on postnatal day 4 /Number of live pups at birth) x 100.
External abnormality of No. 113: Whitish region of abdomen.
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Appendix 9-3 Postnatal course of individual rat litters whose parents treated orally with 2-(di-n-butylamino)ethanol in reproduction/developmental toxicity screening test

50 mg/kg/day group

E16-0038

Animal Number

ltems 125 126 127 128 129 130 131 132 133 134 135 136
Gestation length in days 22 23 23 22 22 22 23 22 23 22 22 23
Number of corpora lutea 16 16 16 12 13 13 13 12 13 15 15 16
Number of implantation sites 15 16 16 1 13 12 13 12 13 15 14 15
Implantation index (%) 93.8 100.0 100.0 91.7 100.0 92.3 100.0 100.0 100.0 100.0 93.3 93.8
Delivery index (%) 80.0 93.8 93.8 100.0 923 91.7 92.3 100.0 100.0 80.0 857 100.0
Postnatal day 0
Number of pups born 12 15 15 11 12 11 12 12 13 12 12 15
Number of males born 8 9 6 7 8 5 4 8 10 6 7 11
Number of females born 4 6 9 4 4 6 8 .4 3 6 5 4
Number of live pups 12 14 15 11 12 11 12 12 13 11 12 15
Number of live males 8 8 6 7 8 5 4 8 10 6 7 11
Number of live females 4 6 9 4 4 6 8 4 3 5 5 4
Birth index (%) 80.0 87.5 93.8 100.0 92.3 91.7 92.3 100.0 100.0 73.3 85.7 100.0
Live birth index (%) 100.0 93.3 100.0 100.0 100.0 100.0 100.0 100.0 100.0 91.7 100.0 100.0
Sex ratio of pups born 0.67 0.60 0.40 0.64 0.67 0.45 0.33 0.67 0.77 0.50 0.58 0.73
Number of live pups with external anomalies 0 0 0 0 0 0 0 0 0 0 0 0
Pups weight (Litter mean, g)
Male 6.05 6.59 7.01 6.94 6.65 6.69 7.25 6.48 7.37 6.87 6.36 7.49
Female 6.05 6.57 6.58 6.88 6.58 6.30 6.96 6.20 - 8.70 6.44 5.97 7.28
Postnatal day 4
Number of live pups 11 14 15 11 12 1 12 11 13 11 12 15
Number of live males 7 8 6 7 8 5 4 7 10 6 7 11
Numpber of live females 4 6 9 4 4 6 8 4 3 5 5 4
Viability index (%) 91.7 100.0 100.0 100.0 100.0 100.0 100.0 91.7 100.0 100.0 100.0 100.0
Pups weight (Litter mean, g)
Male 11.186 11.06 10.12 11.28 12.01 11.88 11.67 10.29 12.87 12.66 1111 11.55
Female 10.53 10.76 10.52 11.01 12.02 10.98 11.37 10.38 11.83 12.09 10.57 11.14

implantation index: (Number of implantation sites /Number of corpora lutea ) x 100.

Delivery index: (Number of pups born /Number of implantation sites) x 100.
Birth index: (Number of live pups at birth /Number of implantation sites) x 100.
Live birth index; (Number of live pups at birth /Number of pups born) x 100.

Sex ratio of pups born: Number of males born /Number of pups born.

Viability index: (Number of live pups on postnatal day 4 /Number of live pups at birth) x 100.
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Appendix 94 Postnatal course of individual rat litters whose parents treated orally with 2-(di-n-butylamino)ethanol in reproduction/developmental toxicity screening test

250 mg/kg/day group
Animal Number
ltems 137 138 139 140 141 142 143 144 145 146 147 148
Gestation length in days 22 22 22 -a 22 22 22 -b -c 23 22 -a
Number of corpora lutea 13 15 15 0 15 15 13 14 0 16 15 0
Number of implantation sites 13 13 15 0 15 15 9 14 0 15 15 0
implantation index (%) 100.0 86.7 100.0 -a 100.0 100.0 69.2 100.0 -c 93.8 100.0 -a
Delivery index (%) 84.6 92.3 93.3 -a 93.3 93.3 100.0 -b -c 86.7 100.0 -a
Postnatal day 0
Number of pups born 1 12 14 -a 14 14 9 -b -c 13 15 -a
Number of males born 6 4 5 -a 6 9 5 -b -c 5 5 -a
Number of females born 5 8 9 -a 8 5 4 -b -c 8 10 -a
Number of live pups 11 12 13 -a 14 14 9 -b -c 13 15 ~-a
Number of live males 6 4 5 -a 6 9 5 -b -c 5 5 -a
Number of live females 5 8 8 -a 8 5 4 -b -c 8 10 -a
Birth index (%) 84.6 92.3 86.7 -a 93.3 93.3 100.0 -b -c 86.7 100.0 -a
Live birth index (%) 100.0 100.0 92.9 -a 100.0 100.0 100.0 -b -c 100.0 100.0 -a
Sex ratio of pups born 0.55 0.33 0.36 -a 043 0.64 0.56 -b -C 0.38 0.33 -a
Number of live pups with external anomalies 0 0 0 -a 0 0 0 -b -c 0 0 -a
Pups weight (Litter mean, g)
Male 6.17 6.35 6.47 -a 6.02 6.32 6.54 -b -C 6.50 6.46 -a
Female 521 5.80 5.95 -a 576 5.98 8.43 -b -c 6.82 6.14 -a
Postnatal day 4 '
Number of live pups 11 12 13 -a 14 14 9 -b -c 13 15 -a
Number of live males 6 4 5 -a 6 9 5 -b -c 5 5 -a
Number of live females 5 8 8 -a 8 5 4 -b -c 8 10 -a
Viability index (%) 100.0 100.0 100.0 -a 100.0 100.0 100.0 -b -C 100.0 100.0 -a
Pups weight (Litter mean, g)
Male 11.57 10.84 10.68 -a 9.67 10.77 12.26 -b -c 11.15 10.38 -a
Female 9.65 9.99 9.94 -a 9.20 9.97 12.07 -b ~C 10.66 9.83 -a

Implantation index: (Number of implantation sites /Number of corpora lutea ) x 100.

Delivery index: (Number of pups born /Number of implantation sites) x 100.
Birth index: (Number of live pups at birth /Number of implantation sites) x 100.
Live birth index: (Number of live pups at birth /Number of pups born) x 100.

Sex ratio of pups born: Number of males born /Number of pups born.

Viability index: (Number of live pups on postnatal day 4 /Number of live pups at birth) x 100.

a: No pregnancy.
b: Whole pups died during delivery.
c¢. Died on day 0 of gestation.
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Appendix 10 Clinical signs of individual rats litters whose parents treated orally with 2-(di-n-butylamino)ethanol in reproduction/developmental toxicity screening test

Dam No. 101 102 103 104 105 106 107 108 108 110 11 112

Exp. group (mg/kg/day) Signs Number of pups -a 12 14 17 15 17 13 11 12 14 9 4
No abnormalities detected 11 14 17 15 17 13 11 12 kK 9 4
0 No milk band 1
Death 1 3
Dam No. 113 114 115 116 117 118 119 120 121 122 123 124
Exp. group (mg/kg/day) Signs Number of pups 9 12 12 13 13 13 12 12 17 14 11 12
10 No abnormalities detected 8 12 12 13 13 13 12 12 17 14 1" 12
Whitish resion of abdomen 1
Dam No. 125 126 127 128 129 130 131 132 133 134 135 136
Exp. group {mg/kg/day) Signs Number of pups 12 16 15 11 12 1 12 12 13 12 12 15
No abnormalities detected 11 14 15 11 12 11 12 11 13 11 12 15
50 No milk band 1
Subnormal temperature 1
Death 1 1 1 1

Dam No. 137 138 139 140 141 142 143 144 145 146 147 148

Exp, group (mg/kg/day) Signs Number of pups 11 12 14 -a 14 14 9 -b -c 13 15 -a
250 No abnormalities detected M 12 13 14 14 9 13 156
Death 1
a: No delivery.

b: Whole pups died during delivery.

¢: Died on day 0 of gestaﬁbn.



RBRZE W E BEVBRERRGAFETEREFWE L e KR

{5 FE R PR AL

E16-0039
1/1

AR Y M B R e

RREEE

RO E Y 22(Fn-TFNTINTH ) —LOT9 e AWD S A5 TR BR

B B & = E16-0039

24 BRIRIE R AL TR A |1 F ST 0 (MR R T S B S e

LTHEY, BAIIELZLITo A, RS EE R OEE S I

BYTHD,

R AT o T BANILL R &

B U EZHS
=

B A 2R S

il I3 A 2 s

AR AT T

20114E 12 A 12 A

200114 12H 12 H

RIRETEIEDOE | 20114E 124 15 1 2011412 H 15
B2 E DREHGRBRETEE) 2011412 A 158 20114E 12 A 15 1
AREFBEOAEFE?2 2011412 H 16 A 20114 124 16 H
BB B R DR 20114E12 A 19 20114E 12 H 19 A
B R ORI pEE 20114E12 A 20 A 20114612 H20 A
AR 20114E 12 H 20 H 2011412 H20 A
ARBL, RRFER 20124 1 A 5 H 2012 %1 A 5 H
RERETEEDOE T3 202418178 20241 H 17 A
R, Rk ORSE EEHE 20128 1 718 A 201241 A 18 H
B EHE 20124E 1 A 19 A 2012461 H 19 A
iR H B OVEE HRE 201242 21 2012422 H 2 A
RS R 20124E2 H 28 H 201242 H 28 A
BYBREEREES 201242 A 29 A 201242 H 29 H
Jpi B A 201243 H9H 201243 412 8
WERE ., MBSO 20124E3 A 14 H 201243 B 14 H
EF—F R OREHREERR 201243 A 14 H 201243 H 14 H
BT —2 ROREREEEEFES 201243 B 14 H 201243 B 14 |
EF—F R OBRKEHRE EEZRQEH) 2012 %3 A 22 A 201243 A 22 H

AR E

201243 A 22 R

201243 H 22 H

2B, T OEEMNRITHOWTILHE
BHEILHREEITo WD,

24

REL I T n e AESFERE D LT, RBRELEROEE

EE EE L ha A EREREHEH
BV AT 2011 E12H6H 20124E3 H 148
®E - Bk 20115 12 H 6 H 201243 H 14 A
BB 20114 12 B 6 B 201243 F 14 H
BEAY T R OB 5% 1] 2011410 A 31 A 201243 A 14 A
(R E 2011411 A 24 1 2012463 H 14 H
FREUE AR VERL 2012&;”;233%255\ 20124E3 A 14 H
SR 201242 A9 H 2012463 ] 14 H

AMEZITIT, RBRCEHLEFE, FESERICER SN TRV GEERIIRBOET— 4 %

FREIZEMLTWA,

Do/d w3 gll R




" E16-0039
1

fEHEMEREEE
— R [V AL S E R oA E
HBEEERT
=B & iF F EAYEBEEES L RERE ML EYE L EXIRE
=B O R BE 2-(Van-TFATINTE )= ADTyh e BOAHI S A A TR R

= Bk F 5 E16-0039

UATCERE L FERBROEKREZEDIT EIC OV TEEZITY, UkTEICIIRER W
EERFES LTz, BEXTol A, BREME L CEEEHE R E LT o BMIZUTO L
% ‘9 VG&){)O ‘

BA AR A E B ARG Rt B

RS EDITEIE S 201342 H 150 20132 H 15 H
BREBREEDITIE] 201342 H 18 1 201342 A 18 B

AE, 201283 H 22 B AT OEREREZFICEMLAE DTS S,

Sofd = 2 g8 H



E16-0039

13. 8 8
2(T-n-TFNT I YT F ) — N DEFEFEA R ORIRICT T 5 BAEBHEERTTT 5728/
I ALBET A MHA R4 I T, (SRR ABIERR ¥ £ Lk,
9 IBERDOHERE Crl:CD (SD) 7w MZ., #EWE % 14 HHE 5%, &E 14 A OREEH
BERRITT, TO%, BETEE29 BEE T, MIIoH3 HE (41~54 Bf) £ TRE Y,
Rl b BRI TR, REROEERIERT., BREEE0BHIcERE
Totr, TEREIET - RESRELOREICH L, Sk, MXRE5 1 b 4 BRE
CHBR AT, KBS TR E TO B, DBEIE O SR U EIRREE DN HE
B OB ER O ERE R & OREEIT-7, BEAEIZ0 (2—2H) . 10, 50 %
250 mg/kg/day & U, 1 BED 7= 0 MERES 12 IL2 R LT, /
BEWITBNTIT, 250 mgke BEDHETE SEH o> —BIEOWE, A8, BEDHHE
BHE T S BIULIE L A L OBMIC, 7 — Vo R OTHBRITEI 8, RSN 1
BICZ B RER, T b _TAEEE D bEFHHMANIC L Ui, MTE, B5EE
S>—BHEOREE, TR, BEOEBEBET, 7 — U8k ROMBHEITRN LA UL & A
E@%%K\%ﬁ%ﬁ@ﬁﬁ%m\%%\ﬁﬁ%@@&@%ﬁbk%%ﬁl%ﬂ&En\%
DIF & o B TSRS BERILAA I ISR LIS, 1A Coo MR A I A i s Mg
LTHLRRAE RIS Lin, $h, BIRIEREESR L 1 fICRRRBIIRE S hizb o
DS Lt le, & bITSH AT R ICRIRMERE S bnie 1 51T e THE & R
Lic, LirL, BBHORRE, RIE, HHE, HEE, HhER CEMECET 57
TONRT A—FICRERBENEPo, [/
REMIC B TIL, AR, KE, AFRA VTN COREEBICREIIA bR,
uL@i5K\%Omggﬁmﬁw§4ﬁﬁﬁmﬁaﬂtﬁ\ﬁ@%@é%%&@&ﬁﬁ
DRAEIRTHEBNL LNV Unb, FRBREFETICBT 5 2-(Vn-TFAT I /)T
xJ —széﬁa%éﬁmzﬁﬁég@%@% (NOAEL) X, BEmAE&TH B 250 mg/kg/day &
L7, //

/
/

/




E16-0039

17.7 REHOHAER RUHBEHOKRE
(Table 9 % TX 10, Appendix 9 & T 10)
mmwgﬁ?%%®aé%ﬁ1%\ﬁ%ﬁ&@mn@@ﬁfiwaﬂykmﬁigﬁ
WIBAE 1], 50 mg/kg THRIBE T2 1 ., FBREE, 50 BT 250 mg/kg BT DIE
FNFEN 4B APRRLFR LN DTS ARKTFEOALNRWEThH AT,
ik;#ﬁf@%%%gﬁgﬁ@m§$WHbéﬁ%&@%ﬁﬁﬁﬁﬁﬁ%@%ﬁgko
18. & £ //
%ﬁ%géﬁﬁﬁﬁ@%ﬁbtﬁ%(ﬁﬁ\mm)Tﬁ\wmmhwwwhfﬁwy%
HRed HENE, TEMERENE, 400 mp/kg/day CRIMIEEEE, (KR OHRAT R GEME, /DIEhO0
%%@Wk\%ﬁwﬁé%t&®§ﬁm\@%wﬁ%%@Mk&Eﬁ%%h\ﬁﬁﬁ@S%
o3 B S BIARBIAIET LT B, KRBT, @R Y Lt 250 mykg BG4 — U
o, HEEATE). MRS &85 b, M1 IR Ui, i, BB KEEE
ﬁ%hﬁﬁi%®28E%ﬁﬁ@iﬁ&ﬂﬁg%W&@@%K?%%%@@&Bﬂ@ﬁoko
TN ARBR DR AR R OBER /2 S AR — B L CA e, BEERRASZ LI
LdrEBEZbND, £, ARBROMEIIIRE - DR AN VR ERDIBERBSH L7, #
BB OREITHAENSZOND Z LR TRINT, EE RSO m< A b, HEDSH
P%T#Q%k@otoit\ﬁﬁﬁﬁwﬁﬁ%ﬁwéﬁﬁﬁEMKOLﬁb\wﬁ@iﬁ
%&Ui%%ﬂ%#éﬂif~&K§ﬁﬁﬁ%@ﬁ$:&\W&%EH:UVJZ??~€
m%@%(mm1%&&me)ﬁ%éﬁ\@%%@n@ﬁﬁ%@&%ﬁﬁ%umm#Nf
HER\LUZBEFFMFTOEE ORBRIZIZEFRA D2V &, BERF LBIOIRROZE
%kﬁgwﬁgﬁkﬁEx%Vxﬁﬁﬁk%%6ﬂ6QMﬁﬁ6ﬂtkb\Kﬁ%f&%h
7o 2D OEALITHRERIC L A TR LT, AR T A EERETIIRWVWEEZDL
i, B ERE ROEEROAERR ST S TOROKRE b BENR LR D,
%&%E@ﬁ@%@&%%&@&@émﬂﬁ5%@%%é&wk%iEMKO
ut@iim\w%%EHMﬁﬁ%%%ttﬁ\E%%mﬁ#%@%%%ﬁ&%&&m:
&L BICEBMEREDEERZ NN b, ARREMGTICRBIT S 2-(V-n-TFv
Ty F ) —VOEFERAREICET 5 EFEEE (NOAEL) X, EEHETHH 250
mg/kg/day & L7z,

19. ZEITRR
FAT I Y E ) —AD Ty MWD 28 AMKERD RS SRR

4.nihs.go.ip/mhlw data/home/paper/paper102-81-8b.html &£ ¥ 5| FH,

Rolf H, Herbert HC, Cholinesterase inhibition in the acute toxicity of alkyl-substituted
2-alr7@ anols. Toxicol. Appl. Pharmacol., 12:486-494 (1968).

Rolf H, Lester BP, Herbert HC, convulsions induced by 2-N-di-n-butylaminoethanol. Toxicol. Appl.
Pharmacol., 17:337-343 (1970).

-17-



	表紙
	目次
	要約
	試験材料及び方法
	試験結果
	考察及び結論
	参考文献
	図
	表
	Appendix

		2024-08-28T18:52:51+0900
	National Institute of Health Sciences




