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ORI E 2 AV e 28 BREIRERGEERR N L1707 L e o
Ty bEHWE 2 BEEENBE LS 28 HBRER L BRGFRERNY, ARG
B-6580) {23 T, 0.1 3ETR200 mg/mL OFFIRIT OV TATER L UL T T8
HiH, ZO%EIRT 24 R OZEMD MR ST 5.
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B GIRDIREE /58T
Pe 5 DIRE BT D%, Reference data 3 {2/~
RV ST SV 7P % T, W0E] (2013 48 H 27 H, 9 A 10 A) 36 L UM [2013
10 H8 H (60 mg/mL #Br<)] FHEEZ, FeHkORES LU —MEaiEE L.
3O TR EAED LR ERIIIIT 281G %, £, GOV IREMED O FEXHENE
RELZEL L. BN/ BN T DT A2 Lo, 5RITEmicaif s
ATz & L7z

5% ¥ @ HevE
RTFERERE SR (BHA) | TEFAEMIAR O B — 7 [HFED 1/10 R THAHZ L.
L L %E B ETEIT 6T AEIG 73 100.0:10.0% AN THE Z &
PIRIEEESR | v g maelsess 0%l FCind = .
FOFER, RTREICRT 2HER L OMMMERER 2T, YIRS CEAEh

98.9~102.8%F3 L TN 0.2~1.3%, FAKFHRIFFZZ1EH 100.5~105.1%3 Z T 0.5~2.9%
ThHY, WTNOREESHEREZS- Lz, £, S @) oru<v 7o
L BICHEERE O B — 7 135D Do 7.

INHDOFERNG, FRGHGHEI R X Ll L.

16. #B1%%, AERBIURE

16.1.

16.2.

RE5BMAZKS 0 (Day0d) &&ED, 50006 BETEHE1EE L.

—RRIREEDBIZR
—HRIRBEDEZR A 1 A 2 [H] (SRR X O E%) 1To 7. 7ok, R Iz o0 T,
PR | EHEHER L7

{LN:"}

HEE, ¥eh 0 (FesBRtBH), 7, 14, 21, 28, 35 BXUN42 B EER) (CHIE
¥H.000 42 A £ CORERINEZFH LT

M, #5-0 GRG0, 7HLC14 DT L, #5005 14 0 F TORER
MEEEI L. RESHER SN0 L, FhlEo&G 21 BICHBElE L.
RRPHERSHMEIT, R0, 7, 14BX0020 OIg, SLMHE, WERBLD4
B FA) ICHIEL, ZIENAHEO0 225 20 RS LOVEE 0 25 4 Eli“(“@ﬁiﬁﬁé‘
IEE R L.

FELEMWNE, FOFEFHIHRE L.

BIEITETRIF (XS4001S, A FF—+ FLR) ZHAWTTH7%.
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Ei2ilih sy

HE, #5-0 (B5BHLAH), 7, 14, 21, 28, 35 BLOU4R H (GAfRH) (CfFEES
BEL, HIEBOROBE R ETOERMELRD, )1 BEEELEH T L
005 14 BRBLUOHE 21 5 42 HE TOREBFEZEH L.

ek, 50 (Fe5BEMAA), 7RIV 14 BICBHEEAREL, HIE A HROREIE
A ToOEERELRD, T 1 ABEELRENT L L & bIcRE 0025 14 HETODR
FEEAEAHE L. RESHRINMT, dR0, 7, 14, 18 BLV20 HIZ, ik
UM, WE 0B LU RICEEEEZIE L, HIE A6 ROAE A F TCORARRE
R, M?iéj 1 OEEAZRET D & & BICHRE0 05 20 HE CORMEMEARTL
7-.

BIEIXETRKFE (XS40018) #HAWTIT- 7z,

78, REHAR TN O R RSB R A HIE Lo Tz,

B,

ZRBCIE, ZRECAT 14 B ORI 21T o i L FREORES 1 % | TR 2 WfE
MalFlE S 872, RROFE, Bk L OIEEROR FOMRE > TRBMLE L, &
DOHZEIR0 A & L.

HEASFET L7272 DI AZBEDALA B T & 2R UM (B 5 2302, 2306 36 200 2311)
WZOWTHE, O TSRO L= (@& S 1304, 1305 38 L001310) & 48
g X7,

PERIMER S L, SeERMGAENORRMEEA T, #ER G&lE B %8s S EEE
IZDWTIE, BRFIOFIER) 2HIROFEFERORTA £ TOMO A Z MR A% LT
PV EM AR R Ui, Eo, YRS I SRS (4 £72135 ALV OM:
JEH) RO LI ORARE (BRI R / BEEEYE0
AR L.

ZBCFERD D BHUCDOWTRZRE [ GIRATEWIE / [FEE0) < 100] ZEH L
7.

BRI L O A IR OBIER

RHADEZE

e LTI R C BRI S, WE S

FIR IR S WRRE DBIER 21T o 7o, SR OFER A LR 20 725 25 H D4R 8 Iy
30 45~10 BFOBIZATVY, T OB 052 T 238 S h - 8ilds L Oyt % BRbA
L7e8MWEnife TETHD, ZOREZMHE O AL L7z, FA1 10 AR & Toih4a Bl
AU AR R MoE T ORERE FhE L. £/, IR (HE 0 HO4H Bh
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IR0 AOTH BAR U A0, =GR (Gl / ZZRANTEED < 100]
BROHESR [ (AW RN/ REE) > 100] 25 L7z, MR 25 H OFh1 9 K
FTIHRDTBD SRl T (@5 2203, 2304 38K T2311) i, #RHEF
IREZHEL, &8 - AROPIRAIEZE i) Z2FER L7 ST, FEN
(I BREEMIDSTRD DIV o 12728, T B % 10 vol%fiiL T > &= L/KERIR TYa L,
ERIEOFEAZRE L2, ZORR, FEREDVFEO b > lcw), RN &)
T Lz

REWNIIHTT 4 A (OMREEMIENR 23 A) (SHIMAER L, S X O%F
R, BRE [ AR / R < 100] Z2HH L,

HAN (F1) g

BEW i, WE 0 BICHRHPETEL CEAER + e + mafRl) 238, ok (R
HHEENIEL / BFRIEED < 100] BLOWHE 0 A omiEIAERRE [(HHEANEL / RE
B30 x 100] Z&EH L7=. HERIIEE 0 BICHRIZHE L, BHFottl BEORE
PEVISR / BEORRHPEREY) B X ONEMEOrE (MEHPERE / RHERS) 258 H
L7c. THE 0 HOME, AFRROME EFXTIREEDIROMIIZ DN TR L.
HAE I DWW T 0 RICAVERRYE (DXED) OFRARIEL, NEWEICHALR
ISR [UMRETEAME O HAERE / Bg/AERE) < 100] #HH L2 WE4 D E
TOMBEMRFIER, HAEROALE s LOPEC AR L, AERIZ OV T
—RORIEA ISR L. $£70, HE 4 AOWEBE VAR LOHE 4 AR / HEARSHD
100], BffOPERL (BEOREALEIRE / BEOBAFRE) BLOREMHOMT (A
TR 1 RAEFRED AR LT

ATERIE, W 0B LU BIZE KR (PG2002-S 28 LUV PG6002-S, A hF— -« k
L R) ERWTIERSNSAREZEIE L, 1 BEOMERES R E 281 U7z,

ATENIL, WE 4 D (OEREEO LA IER 23 0) 128blE 1 Y 7T VR
WY CHUMAEESE S, SR L7, WIRAEF N (REIEE « BiE5 2207-1IM) 12
DNTCHE, 10 vol%H VR R L~ U AR CREE Lz, SEEENRB L UBET IR (O Rs
WD FENERFRIREET) i, BASERAI L T7 7 4R (Polysciences) THFEE L7214,
& YDA TINEHE - TR Uiz, MR IfEs e L7
JRERF AR
FE - MEBORNIRBIZE FiR) BIUREER

KOONEOIZFESE T HEM OV THMRZERL, WEEEZIE L.

HRClE, floiksr, BRI ABIE L, 18E M BRis X OHEEN &
MR & T HEE O  MEEBIE L. TN TORBEMREEIZOWNT, B, K
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X, EIHEATIER L.

ETERNTE T, HEWORBE, BEEER DIRBIUOWE BEREZET),
MM OINE O HES, ET-RFE (PG403-S, A +F—- LK) ZRAVWTHIEL, 23
BEEMRHEE (BAEE) %, HRAORESICHEEENOREH L. [@FEE
B/ FIRBOERE) < 100]. 728, HBE GERZ ST 1310 vol%HEE AL~ U
ARTEE L7214, ERANE L.

W BAIE L g & L, AN 3 E TRdik Lz, 2R, Filude UM 2
WET), MoREITmg EH &L

OFETEW (@hES 1301, 1302, 1306, 1307, 1308, 1309, 1311, 1312, 2305, 2307,

2308, 2310 3L 1N2312) F£/IIntfiFEEN (EWET 2006)

FE B IR NAAE DICHIR LTz, ENDARARERG AL, FIE Tl (s L
To. ST SVEEMIEA Y TN T VR T OIS S, R LT

AR, WE BEEREET), IR, =, Bl IORIRGEIE (IR : 8
5 1301, 1306, 1308, 2305, Ml : 5 1301, 1302, 1306, 1307, 1309, 1311,
2305, 2307, 2308, 2310, 2312, L : BWLES 2308, fii : B1%E&5 1301, 1302, 1306,
1307, 1308, 1309, 1311, 2305, 2307, 2308, 2310, 2312, AT : &5 1301, 1302,
1306, 1307, 1308, 1309, 1311, 2305, 2307, 2308, 2310, [k : B 5 1301, 1302,
1306, 1307, 1308, 1311, 2305, 2307, 2308, 2312, T : @& S 1301, 1306, 1307,
1311, 2305, KB% : 8- 1306, 1307, 1308, EIFY : Sk 5 1302, 1306, 1307,
1308, 2305, 2307, 2308, "l : = 1302, 1306, 1308, 2308, MEAL : #iE&S
1306, 1307, SR : @& 1308) 1L, 10 vol% B &L~ U AR CETE L.
BB LU BRIT T 7 AR CTHIERE L7, 10 vol% YA/ < Y AR THEE L
7

Qs

42 OMBEELER0 542 D) (8, 1Y 70T VR T CRILZSSES &, ik
L7z, &I OWTRIVAR, B3 BEREZZT) BLORIRMEFEI O B
51201, 1206, 1304, [T : B - 1001, 1304, 1305, 4 : B 5 1303, 1304,
1305, /MM - BES 1002, Bl - BWES 1107, 1304) % 10 vol% T MAE#E AR/~ U
ARTCHEE L. FHs LU LR 7 7 i CRIEE L7, 10 vol% P HEEEk
= U AR TCIEE LT,
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@H AR LT

WHE 4 HIZ, A Y 70T R T CRULZCEIES A, Hif L. REMIC OV CONE,
TE, BEBIOWIRMEREML 0 $E= 2309, FHE : BWES 2003, MR : B)
WiFEE 2301, 2302, 2309, "BfiE : @035 2002, 2103, 2208, 2211) % 10 vol%14#E
EAR/L~ ) ARCEE LTz, FRRIF S s LS IR A il L 7=

@ BRI DFRD LI~ T (BB 2203, 2304 35108 2311)

R 25 RIS, A Y 70T VBT CRIMZCEFE S, S Lz, i, &, BE
S ORERAIEEEST (B - B3R5 2304, A - Edf = 2304, 2311, B : B
52203, B BWES 2304) % 10 vol%HEREEI /L~ U R TTRIE L7z, FHREDSR
D HAVRVEMDIIATIR AT & HIE L.

OENFETORD bt @7k 2011)

AR R TORE EIRRSHE SN (FHE 4 B) 1214 Y7 VT VR C
Wi ZZHFE S, HkR L, PR, FEBLOMEE 10 vol% R E /L~ U L T
LTz, SRR E s L OSSR A Gk L.

TP P AR A

TR EA D ERY

HEWE SOWE 4 DAFEROETE ST CTOHEF AR ONT, ~v hFy
VY- xzAYy (HE) YEEAREER L. AT, BEaWoRER) ORI
DWTIISECEM A bR & PAS RUMERZAER L 7-.

S8 B DR X OVEIRO M8 IR SR DAL T-0, SE B 3 61
(BT 7> 1302, 1306 3535808 2305) Dffids AWVITEIRIZDOWT, VI F T AT VR
< FET U2 (PTAH) JrEUFA*2{ERL L 7=

)BT AT RN RS Y L (PTAH) Y0 EflA
(@) 2~6pum O/37 7 ¢ AEIREAERT S,
(b) Wi 77 4 %%, ARAKIZAND.
(©) 3%EY B LEE Y U LHRIZ, 60°C, 1 RHAND.
(@) 1~2 5508, HKAKETD.
(€) 0.5%B~ W AEH Y U LKEEIRIZ, i, 10 20fAND.
() 1~25ff], WAKGET%.
(g) 5% = VEBRIZAIND.
(h) 5t WARAKEET S.
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(i) PTAH# @by 1o, =i, 1~24FFfHAND.
() 95%IF L UM /— /L CliAKL, F L CEfTS (@5 2~3E).
(k) FATD.

HEMW) OJR B RO

KRR LU EREO ROV T, IEATER SN~ TORE - MfkOREKE
R 2 b U7z

ERTIE, FEOHEBIVCEBEZEDEFTALIC OV THARAY 27 A
(PATHOTOX) & MW T o B a—ZIZEZ A Lz, BB JOREH EEIZ OV T,
HEJENEAR TR AE A RTE L, PAS ROMEARTHROK (Y1 7V (AT —
OVIEZEVD P Lz, Lavl, BfE S 1304 1220 T, HETF0% Ly
HPEIRGIE SN LY, B TR A 7 VOBENRRETH T, £, SETEW
DIEE 3 Bl (ErET 1302, 1306 335 002305) Offidd 2 NTEIIZ- DV TiE, PTAH
PAKEART HEJHOAERPIZZRD DIV BRI E ORI 51T - 7.

KB LOPHERICHB VTS, WIRMERETN. 0 : 8% S 1201, 1206, Bk
&S 1107, 2103, 2203, 2208, 2211) 72 5 NTHHRZRSL S E e o 7ol (@&
5 1203) B X OHIRAROZOME (EE7= 2203) O, 75, JIE, 1EE, BRI,
FEFE, AL DWW TR AR E %, THRA RSL W20 T HEORERIC DN T
K TR A 7 VDR A T2 LT

AR (F1) OB TR A

B 4 [ OATEE DT TR Lo IR R AL (BEIRIE - §43% 5 2207-1M)
2O, IR SRR A A LT

T — 2 hL

BHABROBRT —#1Y, arEa—% - VAT L By AT Loy ir—
(LATOX-F/V5) BLOEH B Z—Da L Ea—F » VAT L] T, o8k -
YLV

HAERIC B SR (HAERNE, ARRFERIEBIUEMR) 1, 18ASE72Y
D)% 1EARE UCHERH L.
KAt

RABRCHR LN ERME [RE, AREENE BiHE REEHE FHEEY, &
B8, ERERL, R, HENE, AV U, mARE, HEmEott
b, BIREE, WHE 0 HOAER, HFeR, SAREFHRE MARD 4 BAEFE, HY
ERBIUMEER MRENL] (200 T, RIS Bartlett 5545 B2 209% o0
MEEARECTER L. 22 TESH GFEE) OBEITIET 37 A7 =2 TR
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SN THEREERFBIE N 255 < Dunnctt DS EHEHRRE 2, REHH HE) ©
PTIE: Satterthwaite IT{EEIZ &2 % Dunnett 20D step-down BB %2 M-, W
X HREE & AR GHER O AEZEEZ T 5%3 L N %DOAEKRETHIE L.

HIPESR, AR S OSIRRIZ OV T P BEE V2 (FFEKHE : Wi 5% L OF
1%) .

FLEMEREIRASENE, B K OYSERERESEAIATR, (HAERZERL) OFER
|22V T Fisher 1EAEARAE % FHV V7= step-down permutation 25 FEFREEIC 1 2 2 b Tkt
BRE L e TRE & 2 L (AEKYE @ liffl] 5%35 LU 1%).

TR A 7 VDK AT — D OB ERIZ OV THE Wilcoxon D IEFERERIGTE 41T
VY, Holm i£T P EOLEMZ IR L, XHRHE L SR GHMOAEZEZ MM 5% L
1% DA BEAKRETHE L.

—RRIRBEORT L, FURRFT I K OV FL OB A AIRT LS DU T OB HRRATIIAT
DRI T,

17. REREER

17.1.

17.1.1.

17.1.2.

Hay (F0) (2RI

FETH L OHEIREE (Table 1-1~1-3, Appendix 1-1~1-3)

150 mg/kg/day % (300 mg/kg/day Be50RF) 12FWC, METEIRE 3, 5, 6 BLU7H
IZENEILL 2, 4B FIOEF8 B, METIHRE-SBLU6 BIZENREN2BLIT
3 FlOE S FIAFELE L.

—REINEEDZE L E LT, 150 mg/kg/day £ (300 mg/kg/day ¥E5F) DALTEM T,
R, BE, ERMIHEEOBEOENE TOEFOBEARRD LN X6, 1
TR AR L O EREHEOR T2, MTEREEABAOENRRD /. 150
mg/kg/day FEDQEFETIE, 1BER, HibIU2FOEARRO LN, HWTEXS
(AFENLFE O EDTHNE LORDBEAEDGR0 Hbivlz. 60 mgkg/day BT, 15
BRI 2B U GRO O £, AEEEOME 1 Fl @& E 2006) T, £
FEATI B A OB OIHAMIR 23 HIZFED BTz,

{KE (Figure 1, 2, Table2-1~2-3, Appendix 2-1~2-3)

HETIE, 150 mg/kg/day (300 mg/kg/day ¥¢5-05) BET, He5-7 B LUV 14 H OIREMAS,
RTHRRE & LEATHEH IS BRI AR L.

METIE, 150 mg/kg/day (300 mg/kg/day #e5-H5) BET, 5 7B L0014 B ORTE
HONIEG 0 730 14 AOREMMED, HREEL A THGHAICE 2R EE R L
7-.

_21 -



17.1.3.

17.14.
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{8fH& (Figure 3, 4, Table3-1~3-3, Appendix 3-1~3-3)

150 mg/kg/day (300 mg/kg/day Pe5K) BEDOMERET, 502257 HOYH) 1 BIEER
EBIORE 0706 14 AOREERED, XL b NTRFHFMICAE SR EE =
L=,

TAHEERIRE

PR EE (Table4-1, 4-2, Appendix 4-1, 4-2)
WOV T S, i & R E e 51 & DM T, TOERICHEH IR
AEFATRD b7z,

FFRFT L (Table 5-1~5-5, Appendix 5)

150 mg/kg/day (300 mg/kg/day £ 5-05) BEDSECENM (HES 1, HES H) TiL, KR
DFEHE, ROBLRSH D WIEROAL, DIROIROBEER, MiofRalk, Mkird, RO
INEDBHIE L DL TEBER, MIBOR G ke 5V EFER, BOREHSA, |'EaBER
B DWIEAHER, KBOROHLE, BRORGl, Wid2WIIR0HR, AIFOR
&b, BEOREILE, REDORE(, BROMREEL, BHE EEOREE SR L OR
BROFROBEHTED H AL,

IR A RSO ST HETIE, 150 mgkg/day BECRUBRORE (LI T OWHIRONT/NEDH
B3 E N2 213 BLTUN/3 B, 60 mg/kg/day BECHODREIER S D\ T RSN
2 111 B, 12 mg/kg/day BECBIROBHEDS 1/12 B, FHREEC IO AP REIRIESS Sids &
OVINBORREMNE 1/12 BIZERD H T,

BRI L7-METIE, 150 mg/kg/day B THEDMBEOIHES & 5V IBIROB (A LA Z 4
F 15 BEO3S B, 60 BET 12 mygkg/day B TEIRORR N Z 24 211 BEW
112 ), St FREE TR B (ABEA. & 2\ MEEIRORER 2345 1/10 23860 Bz,

TR RS S/ 72 o T lETIE, 150 mg/kg/day #EO 1 ) ThliOEEIER, AFgOT
/NEEDORI L, IRRRONE ik, BIROBE b IR ROZTHR LR ARG 6
iz,

IHRASESZOMETIY, 150 me/kg/day FECRIOIBEBEL, NERORE s L OVEDE
SYRBISENENN2, 22 BEOMR FIZRED L. £72, 60 mgkg/day BED 1 5T
R RORER D588 BTz,

S EEEIE L OV OB bV, BEBTRIGER oizhoT.

TREEAHARFHIFT R, (Table 6-1~6-7, 7, Appendix 6, 7)

150 mg/kg/day (300 mg/kg/day £ 55 HEDOFE B TIE, BIIROI M 5\ EZEHE,
DEOMI, o5 -in, M, WA, BAdH o0~ raT r—JEE, ITE
DIFBREIE & D\ W EBESETL O 7L, D 5 >, i, BMEE0ZFENESH D\
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BEsMEMOILE, BIE OERH 2 W LEORER, RS OES, SIB0EE, Bk
9 olf, MFFEK, FERIFIFFERR, WREEEONE, MMk, RS LR
e & DV NIRRIEMESIEIE A L, BB D 9 oiid DI, FEEROHIMm, R 1EO
HAI,  BISZIRO JSEMEHIBIREE L OMRERO M0 S, £7-, BIECRERERSH
JREETIE, ZOTANME PIC PTAH Y2002 & 0 FY ST B E H355R0 b Tz,

AR Z AL SHTHETI, 150 mg/kg/day BECHRIROITFHIINERA L& 2\ X HFRIAAE
K, BIEO~ETT YV L EER L ORNIIRO RIS, 60 mgke/day B ChiiDH
M KOBIAE, 12 mgkg/day B CEIROIREMESIEMZA L, HFREECHTIROATAERRIR
FEE, [ENGORAEE, FEHEOREME M DV TSIEMMBIREE L ONIRIIROJEMN
N RO BT,

HARDHE L 7-HETIE, 150 mg/kg/day BECHiDH LB DT~ v 7 7 —VFE, |
fED~E T U EE D DONIBESNEM O TTHER L OB O0%IHRE, 60 mg/kg/day
B CERO BAEMER IS 36 L OMRRMERIEIEZ Y, 12 mg/kg/day B CEIROIRRMERAE
PEZ b, SRR CBIRORBMERIELAL, (B OshERAR L OEHEOEIILIR
DERDH BT,

TR A ST S B2 T2 /ETIE, 150 mg/kg/day BETHO~E DTV LikEB L O~
a7y — U, ﬁﬁ@ﬁﬁ@%%mﬁiwﬁﬁ@mﬁ B> ~E TV LA,
B HROBERVESIENEZ LIS X OWRME O TS, BROBHEERB L O~ VT
Uk, RHE BN OMIRZRRE B KO 72 L, 725 ONZRNZ RO REERRIRE 23
WL, F72, 60 mgkg/day BECHINLIRDO SIENMEHIRDENE 7D BTz,

THRAECSLOMETIE, 150 mgkg/day BFCRIORIE, BIEO~NEDT ) ik, IR
D HEARTEN B B UWIIIER WHAORID 72 5 TN R OB ZD Hi7-. $£7-, 60 mg/kg/day
BECBIRO IRV ESAENEZ b7 B DN INBE O S AREERY, 1K SR OBD 3 L OHSIR
DOENHFED BT,

ﬁ%ﬁ:%Héﬂﬁ%%ﬂ%ﬁiwéﬁ%twﬁm%ﬂk%?ﬁ;5%%&%@%?

SRR LISMI BT RISRED v o 7z,

%%%&%47»@%%?f,MOmy@myﬁ@fwbuwﬁﬁﬁtw@%mww
¥, 7V V7 N UHBRRIIRE, ST IR O RO TR
STHREE L FIFRE ChH Y, HEMmE RS OREIIRO bhishoT-.

XIFERESS LUV 150 mg/kg/day BRI W TBIES SNTEE, iR, TEBIOEOMN
REARIOE, FEPFIRTERBEED oY, BR LK, BERSIOYIRIOY, £F
PTRLIERED b2 hao Tz, E o, 75 TR A 7 AV O& AT — O EEERIZ OV T,
150 mg/kg/day BEDBIZEIUENS 3 Bl CTH 724, WINOEM) &3 FREEOAaLLEE & [F
BEOELY LT,
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ArEs AN

RREB I UZAEEE (Table8, Appendix 8, 9)

RIarE 2 M OZRZRHIR I 2B T L, REFRITOTIOREE 100% THh o 7.
RS LT MEDP, 60 33 TN 150 mg/kg/day BET, ZN2301/12 B L ON2/7 FlCAKE
DFRD LA, ZHEERIT 60 mg/kg/day #E T 91.7%, 150 mg/kg/day #: T 714% TH -7, *xf
FEER OV 12 mg/kg/day BETIE, 2HICZRIRAHIALL, ZHRFETOTIE 1006 TH -

= RFEB LUOSAERIC, cHRHE & SR E & 5841 L O TR B B3R

m%nﬁ#okﬁ,wm@@wwﬁmﬁm1§ﬁ$®ﬁTﬁ%wEnt

PEE IR EE T, MR IASEEEE, 12, 60 38 X TN 150 mgkg/day BET, FILEN
42, 42, 44 BL V46 HTHY, <HREE L WERWER G4 L ORI ENT B
EIRBO ORI o7, Ee, BRI T8 REE, 12, 60 IBXTY 150
mg/kg/day FECEILEIL 3, 3, 1 BLU4FIIED LN, EEHEREPEEHERICHAT
FHRAEATRRD bRhoT

i L OYEE (Table 9, Appendix 10)

XHHED 1 6] (EES 2006) (Zo08EE (SrafREE - JyafBath o3 A LU R6H
Lfﬁ%ﬁm_%ﬁﬂffbfwt)%%ﬁé Bz, RFBREOM OB S O
WE B G IR RO 5T, HERITA IR T 91.7%, WRWERL
BT IND 1000 ThoTz. Fi, EREOMIRMIN, Hiktk SRS HENEES
LOWHE 0 O OHPEAENRENE, 1RERROMEE L, BRES LOOIHEL 5 DR
IR A EEITD Lo Tz

WE 0 0OBIETHE, BERITWThORICBBIE SN2 o Tz, SEC RIS R,
12, 60 33 X TN 150 mg/kg/day #1C, ZNEI3, 2, TREBIOI BNZBSR SN, HB4E
BCHEH A BAETRO ST, W1 0 A OEIRRIZ O RARETRD b o
7=.

BRI P OBE T, XD 1 F @5 2011) T, HIE LB RS 4

AIZABIFEL LT3, B 4 A OAEGERENS LOWE 4 A OWE AETRERICHEE A7
AEATFED LRz, F2, WE 0 AR X U4 A OMICHFTEN 7227 BRI 5
D HNIRD Tz,

HAEIRDOIRE, REDS LOWPREAIMRE (Table 9~11, Appendix 10, 11-1, 11-2)
MAEROIFRE T, *RREZ STV ThoR RN L BT8R ST,
W AR O AT O— R IEBIZE T3, *HHRRER L O 60 mg/kg/day FEOMET 2 B L OF
15, *TREEEOMET 2 FIORIE O/ NSUVMAKRDBIEE S 7=, £72, 60 mgkg/day BEDHE
O 16 (RHEWES 2207) T, REWIORIEIZ L5 L BONAIEHOIMENRD Bl

-24 -



Exp. No. E781 ( 115-231)
FINAL REPORT

7o, FOMUTIE, MEES S, —RCRIEBOR IR biveh o7

WHE 033104 HOHAEROIRE T, $HHREE & S5 I 54T & DR TR
RAEEGRD DR oT03, B 4 B OMREOREIMEE L=~ LT-.

BRI OEC L ONBIRE CIE, WINOE b BREITRIZER0 biveinois
(Table, Appendix (Zi37R L TUVRLY),

HE 4 HOBWRTIE, MfEE b, R ERGORELZ 2 SNHREITRITERD S
Niemoto, FiRE LT, 60 mgkg/day BEDOHE 1 H @EE 5 2207-1M) (2B OIEE
BRI,

18. BZE LU

18.1.

5=

150 mg/kg/day (300 mg/kg/day e b5-IRF) THETIL, HE 8 Bilds JOME S BIA3%EC L, FEC
FTOMIKEBOREE LT, BEIR, E, HEOHNBIOEBSIERE S L T
WO B, S BICHECIINN AR L OB FER RO TS, M CIdEEHOEIFE
DO, 150 mg/kg/day BEOEFEMWY TIE, AR, KESIVEAINGED LN, X

SIZHETIIEROIFENI L ORO BEILE8D S, 60 mgkgday B TIE, BERN
BEAR A3 U Tl SN, ks E o 28 BEIRER SR CH\ VT
b, 300 mg/kg/day HEOME 1/12 HIAFE L L, BRI L OV FEBROK FHEOER HF
HHILTND Z Eh D, SRIORER TR BV 2 b O bR B 5 IER L
TR L b, L, BERICOWTHE, HREOGEMICESL L TV &
NG, BWEWE D HVNEEORFERNRPICHIH SN2 LIk A b DB 2 B,
SJEFDOEIUIONTE, 1 FIORIBO LN LD TH-T-Z Eh, TOEETH
ERITRN SO L L, NOAEL OHEEARIL) LR LT, RBOEAIz>NTE, 1
BIDOIDFATEH D Z & B L OE DR DR E P 522N U= & il L
PRt KRR 1 TR0 IR OIBIL, Ayt EECER U HmSc L 5
TIREIRECE B Z BV AACEWORBEFRRET I, MR, O B, ORE, B
&, g L O R EOEROBRRZMARTER, 5 »ILdh 5 WIIHIMIERZED RS Hi,
R B R BRAORRREE O BAIILE PNICERD DA TR E DY PTAH Yl L0 HYL
7o Z LMD IR & B % O, FERNIREFEE M NEEEFRRE (DIC) %5 5 fEiRPE
wLEZ Bz, AR CIRSHERE O 28 DEMER SRR TRAET
DFENEFE LT, RERICAW-EW OB OBEVVEIC L AZEZTHATRELE XD
nr-.

—J, 150 mg/kg/day (300 mg/kg/day ¥ 5-55F) BEOE(FFI T, BS5 78X 14 HO
MEEDIRESR LU E- 0 95 14 H OMEORERINEMEEE R Lz, Fi, [FEEHELE
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D50 55 7 BOWH 1 BRSO S 0 55 14 B ORBEEIAENMKEE R L
fo. THOZEENG, WEHRER G U 7B 2l 2 REE I A 7w X
Ao, RERPHIRATI ,wom@@@yﬁ@%ﬁﬁh@ﬁﬁ@%%m%éwiﬁﬂ@
AEK, RO ~E VT Y kB L ORNIIROSSEMAIRRE D S, HEChtiol
& DI 7 v 77— VEE, BIROBMENDTTHED HVNI~NEDT ) ALEB KL
OFE DO EIRZED RO BTz, RSB TR BRI RO SEM IR SR
L O EOSGEHRLICONWTE, SHREOEBICEWTHREO LN TND Z Enb,
WY G X AR L VR L 727> 7. 150 mg/kg/day BEOFHIRE AL SH7273-
T HE TR OIGHIE TR0 B2 DS, MO TEN 25 DI OB ORI |2
FEROEFIIHD LI TE O T, RO/ I 7 v b xHiREE L RSO~ L
TRY, YR EO 28 HREKERSABRICB OO ICEFIIZR0O BT
WIRNT E D, HERE RS OBEM O A MISEE R L & W LTz, Z RSB
BRI, BT @I TN RN > Tc L EZ BV, DM bk
Ak (150 mg/kg/day EETOMORIE, BIROEE O 7HILE, IRROERERES
L OEESEEOW L, RO, 60 mgkg/day BECOMOHIME L OB{LAE, BlEOH
AEPERAE S & OBREMEZEMEZ b, INBEOFEERTR L OUER EROB 72 &N
SHIRROOBEM, 12 mg/kg/day B COBMROIRMERAEMZAL,  STHREE T O FFHERR
Ffle, BIRORBMESIEIZ L, EORE, BHROBMEZ D 5\ TIIEM R
28, BHZOFERIGR) (oW TE, AREEEER2NWZ &, DEEIOREETHD Z
EHDLNTEOREZEE L, HRWERG & BREMEO I BRI b &l L 7.
TRER PRI Z W T, MEREO B4R Es L ORI BRI B IR 5- O BN IR B
ALYl

AETRFE AT

RREREC, RS DRENTRD G -T2, 150 mgkg/day FEZBWNT, =
MRFROAL T DB LTz Lo, FEREORE 1 Fllion T, WERHBFARE THRO
FHED L ORI T ORF LR bR TE Y, FUE L HIE S h-RBEOWTHo
ML ZOREE AZRA RIS ETND Z LMD, NEDOERNIEED ZOZEIZ L Db D &
EZ BN, WERERS OB L T L o7z, 150 mgkg/day FEOMMOIE L 23
L7 T3 CTZAE LTV D Z &G, ZRREEICHBRIE IR 5028 30 &Ik
L.

PERIMAEER TIE, <R KO0 150 mg/kg/day BECELg: L7 SIBIKIEIA AR L7-8#
WD HIIZN, AN BIOHZORETH Y, [BEHILRD LI L,
SR E R L BEMEO 7 MBI A L L B 2 S, BRI ER G BHEEIN TR
B TIRN & L7z
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VBRSO, KRR | B/ HRIREED B (D3NSR 258 Hii=a3, #ibk
WEHGRETIIRRD DRI To 2 N OAERAYR I Sk Uz, £/, BEWOLT
R, A, EAREL, HERES L OWE 0 BOHFEERBR O NIEE4 BO
AT R E 35 5-ORBNIER D iV o e, B HIF I HREED 1§ THE

RORFSEBFRD HN=N, MRRETH o722 Eonh, BRI754 LW L7z

HIAE R OVELIZ BRI B B 5. OB IR0 LV T, AAFRREIZOVTS, R E R
GBI U7z B 13580 bivZein otz THHE SR F O REMOKE TIL, 150 mg/kg/day
BEOMERE T 4 ARS8 DL, MAEROFETIH RS Sz, WEHMpo
ATEIR D —fRIRREBI LS CRIFBIEDOMETETRS L O 60 mg/kg/day FEDEDEHN ARG D/ E
UMEHRDSEB D HALTZA3, 60 mg/kg/day BEIZISUT 23 EHVIEETH Y, RERZRBWT
HEROHND T E DO ERGORE L ITHW Lo 72, E72, 60 mgke/day B
O 1 BITIEROIMEDRD B, RIREWIOHTE 4 B OTIR TREDTEREL D il
7ens, MEWORIGIZ L HEEEZ BN, HEBRWEREG DB L T LTz

PULEDZ &, RFRBREMTIZRN T, KEHR G2 5 P8 E (NOAEL) 1
HERE L % 150 mg/kg/day 25 (300 mg/kg/day $5-F) 1238V T DIC %8 5 JERIEFHIZ X
DI, (REHNNHIES X OB EORD RO /e Z LD 60 mgkg/day, 5%
AIZE1F % NOAEL i3, 150 mg/kg/day #5123\ T HEENFRD bV > 2 b
150 mg/kg/day, "WEMIZ 692 NOAEL (X, 150 mg/kg/day $%-5-1Z 3\ CIHE 4 B O
ARERED D 5Nl 2 &5 60 mgkg/day & il L7z,

19. ZEIR

[1] N-=FN-1-T /77 Lr0Ty M vz 2 BifeiaeizRa&Te 28 AKX
ERE LG ERAER. R T B-6580 it E. (D) Y VP —F 7 —
2011.

[2] -:r%‘/i’ﬁatlﬂ ethyl (1-naphthyl) amine DIREEHIELE Y 73 3 > AR
5 ET80 ( 115—230 ). 5t ¥ — 2013,

3] &EEA F) DEEEHSHEO-OORBME T S5 A, pp.15-20, Y7 hA T
URFE, HIE, 1994,

[4] Snedecor GW, Cochran WG, Statistical Methods: 8th ed. lowa State University Press; 1989.

[5] Abe K and Iwasaki M. Assessment of the Influence of Heteroscedasticity in Multiple
Comparison Procedures (in Japanese). Jpn J Appl Statist 1999; 28(2): 55-78.

[6] Yoshida M. Exact probabilities associated with Tukey’s and Dunnett’s multiple comparisons
procedurcs in imbalanced onc-way ANOVA J Japancse Soc Comp Statist 1988; 1: 111-122.
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[7] Dunnctt CW. New Tables for Multiple Comparisons with a Control. Biometrics 1964; 20(3):
482-491.

[8] Westfall PH, Randall DT and Russell DW. Multiple Comparisons and Multiple Tests Using
SAS, o ed., pp.271-299, SAS Institute Inc., USA, 2011.

20. HERERERIORT

MEILRBR O FRLERH T, Tt o X — R RIS TR A ERE 10 R
Fanbd. 2L, (WEWBEOFER CREEFEORTNCET 50 (0850 48 FERE
1N75) HFEAEFIESLIIFH2HE, HSLFE2HE, FIELLUIESIE, F10
G 3 IEITE 14 55 2 FIOMEIC L 510 E 2 2 I5E121E, e 72% 10
FHET D, ZOBRORIAZONTIE, RREEEE L bt — Tl L, MRED
B.
- HRBREEE (RA)
- YERECET D ER
- HEERME (2.039g)
- Bk X UMERRIZBET A Riek
- BRI AICRA LA T — 4 (BRI R R i)
- REMEAE (RN, 7oy ZIEA, REEHHRE AL
- REEEE (EA)

2. TRTBZENTERPST-RBROGEMICEEL RTT RV 05 AEER XL USRS HE
B ftblh otz b
T AEREIS Ao T
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Figure 1. Body weight changes of male rats
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Figure 2. Body weight changes of female rats
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Figure 3. Food consumption of male rats
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Figure 4. Food consumption of female rats

7-14 14-18
Gestation period

18—-20 0-4 (Day)
Lactation period



_ES_

Exp. No. E781

(115-231)

Table 1-1. Clinical signs on male rats
Group-No.: 00 Control 0 mg/kg/day
Administration period (day)
Finding 0---> 1---> 2---> 3---> 4---> 5---> 6---> T---> 8---> 9---> 10--->
Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
Normal - i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1 :Before dosing
2 :After dosing
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Table 1-1. -continued Clinical signs on male rats
Group-No.: 01 substance 12 wmg/kg/day
Administration period (day)
Finding 0---> 1---> 2---> 3---> 4---> 5---> 6---> T---> 8---> 9---> 10--->
Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2

- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Normal
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

substance :ethyl (1-naphthyl)amine
1 :Before dosing
2 :After dosing
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Table 1-1. -continued Clinical signs on male rats Exp. No. E781 (115-231)

Group-No.: 02 substance 60 wmg/kg/day
Administration period (day)
Finding 0---> 1---> 2---> 3---> 4---> 5---> 6---> T---> 8---> 9---> 10--->

Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
Normal - 12 12 9 12 5 12 4 12 4 10 2 9 2 11 0 12 1 11 0 10 0 12
Total 12 12 9 12 5 12 4 12 4 10 2 9 2 11 0 12 1 11 0 10 0 12

Brown urine - 12 12 9 12 5 12 4 12 4 10 2 9 2 11 0 12 1 11 0 10 0 12
+ 0 0 3 0 7 0 8 0 8 2 10 3 10 1 12 0 11 1 12 2 12 0

Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

substance :ethyl (1-naphthyl)amine
1 :Before dosing
2 :After dosing
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Table 1-1. -continued Clinical signs on male rats Exp. No. E781 (115-231)

Group-No.: 03 substance 150 mg/kg/day a)
Administration period (day)

Finding 0---> 1---> 2---> 3---> 4---> 5---> 6---> T---> 8---> 9---> 10--->
Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
Normal - 12 12 0 7 0 2 0 2 0 2 Q 0 0 1 0 1 Q 2 0 3 0 1
Total 12 12 0 7 0 2 0 2 0 2 0 0 0 1 0 1 o] 2 0 3 0 1
Decrease in locomotor activity - 12 12 12 12 12 12 11 11 11 11 9 9 7 5 4 4 4 4 4 4 4 4
+ 0 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0 0
Total 12 12 12 12 12 12 11 11 11 11 9 9 7 7 4 4 4 4 4 4 4 4
Irregular respiration - 12 12 12 12 12 12 11 11 11 11 9 9 6 5 4 4 4 4 4 4 4 4
+ 0 0 0 0 0 0 0 0 0 0 o] 0 1 2 0 0 o] 0 0 0 0 0
Total 12 12 12 12 12 12 11 11 11 11 9 9 7 7 4 4 4 4 4 4 4 4
Soiled fur - 12 12 12 12 12 12 11 11 11 11 8 8 5 5 4 4 4 4 4 4 4 4
Anogenital region + 0 0 0 0 0 0 0 0 0 0 1 1 2 2 0 0 0 0 0 0 0 0
Total 12 12 12 12 12 12 11 11 11 11 9 9 7 7 4 4 4 4 4 4 4 4
Pale skin - 12 12 12 12 12 12 11 11 11 11 9 9 3 3 3 3 3 3 3 3 3 3
Whole body + 0 0 0 0 0 0 0 0 0 0 o] 0 4 4 1 1 1 1 1 1 1 1
Total 12 12 12 12 12 12 11 11 11 11 9 9 7 7 4 4 4 4 4 4 4 4
Loose stool - 12 12 12 12 12 12 11 11 4 11 7 9 6 6 4 4 4 4 4 4 4 4
+ 0 0 0 0 0 0 0 0 7 0 2 0 1 1 0 0 0 0 0 0 0 0
Total 12 12 12 12 12 12 11 11 11 11 9 9 7 7 4 4 4 4 4 4 4 4
Brown urine - 12 12 0 7 0 2 0 2 0 2 0 0 0 2 0 1 0 3 0 3 0 1
+ 0 0 12 5 12 10 11 S 11 9 9 9 7 5 4 3 4 1 4 1 4 3
Total 12 12 12 12 12 12 11 11 11 11 9 9 7 7 4 4 4 4 4 4 4 4

substance :ethyl (l-naphthyl)amine

a) 300 mg/kg/day until Day 13 after initiation of administration
1 :Before dosing

2 :After dosing
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Exp. No. E781 (115-231)

Table 1-1. -continued Clinical signs on male rats
Group-No.: 00 Control 0 mg/kg/day
Administration period (day)
Finding 11---> 12---> 13---> 14--->
Part 1 2 1 2 1 2 1 2

- 12 12 12 12 12 12 12 12

Normal
Total 12 12 12 12 12 12 12 12

1 :Before dosing
2 :After dosing
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Table 1-1. -continued Clinical signs on male rats
Group-No.: 01 substance 12 wmg/kg/day
Administration period (day)
Finding 11---> 12---> 13---> 14--->
Part 1 2 1 2 1 2 1 2

- 12 12 12 12 12 12 12 12

Normal
Total 12 12 12 12 12 12 12 12

substance :ethyl (1-naphthyl)amine
1 :Before dosing
2 :After dosing
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Table 1-1. -continued Clinical signs on male rats Exp. No. E781 (115-231)
Group-No.: 02 substance 60 wmg/kg/day
Administration period (day)

Finding 11---> 12---> 13---> 14--->
Part 1 2 1 2 1 2 1 2
Normal - 1 11 1 12 1 12 1 12
Total 1 11 1 12 1 12 1 12
Brown urine - 1 11 1 12 1 12 1 12
+ 11 1 11 0 11 0 11 0
Total 12 12 12 12 12 12 12 12

substance :ethyl (1-naphthyl)amine

1 :Before dosing
2 :After dosing
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Table 1-1. -continued Clinical signs on male rats Exp. No. E781 (115-231)
Group-No.: 03 substance 150 mg/kg/day a)
Administration period (day)

Finding 11---> 12---> 13---> 14--->
Part 1 2 1 2 1 2 1 2
Normal - 0 2 0 3 0 2 0 3
Total O 2 0 3 0 2 0 3
Decrease in locomotor activity - 4 4 4 4 4 4 4 4
+ 0 0 0 0 0 0 0 0
Total 4 4 4 4 4 4 4 4
Irregular respiration - 4 4 4 4 4 4 4 4
+ 0 0 0 0 0 0 0 0
Total 4 4 4 4 4 4 4 4
Soiled fur - 4 4 4 4 4 4 4 4
Anogenital region + 0 0 0 0 0 0 0 0
Total 4 4 4 4 4 4 4 4
Pale skin - 3 3 4 4 4 4 4 4
Whole body + 1 1 0 0 0 0 0 0
Total 4 4 4 4 4 4 4 4
Loose stool - 4 4 4 4 4 4 4 4
+ 0 0 0 0 0 0 0 0
Total 4 4 4 4 4 4 4 4
Brown urine - 0 2 0 3 0 2 0 3
+ 4 2 4 1 4 2 4 1
Total 4 4 4 4 4 4 4 4

substance :ethyl (l1-naphthyl)amine

a) 300 mg/kg/day until Day 13 after initiation of administration

1 :Before dosing
2 :After dosing
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Table 1-1. -continued

Clinical signs on male rats Exp. No. E781

(115-231)

Group-No.: 00 Control

0 mg/kg/day
Administration period (day)

Finding 15---> 16---> 17---> 18---> 19---> 20---> 21---> 22---> 23---> 24---» 25--->
Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
Normal - i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
12 12

Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1 :Before dosing
2 :After dosing
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(115-231)

Table 1-1. -continued Clinical signs on male rats
Group-No.: 01 substance 12 wmg/kg/day
Administration period (day)
Finding 15---> 16---> 17---> 18---> 19---> 20---> 21---> 22---> 23---> 24---» 25--->
Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
Normal - i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
12 12

Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

substance :ethyl (1-naphthyl)amine

1 :Before dosing
2 :After dosing
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Table 1-1. -continued Clinical signs on male rats Exp. No. E781 (115-231)

Group-No.: 02 substance 60 wmg/kg/day
Administration period (day)

Finding 15---> 16---> 17---> 18---> 19---> 20---> 21---> 22---> 23---> 24---» 25--->
Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
Normal - 11 12 9 12 6 12 8 12 3 12 3 8 4 12 1 8 1 10 0 11 2 12
Total 11 12 9 12 6 12 8 12 3 12 3 8 4 12 1 8 1 10 0 11 2 12
Brown urine - 11 12 S 12 6 12 8 12 3 12 3 8 4 12 1 8 1 10 0 11 2 12
+ 1 0 3 0 6 0 4 0 9 0 9 4 8 0 11 4 11 2 12 1 10 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

substance :ethyl (1-naphthyl)amine
1 :Before dosing
2 :After dosing
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Table 1-1. -continued Clinical signs on male rats Exp. No. E781 (115-231)

Group-No.: 03 substance 150 mg/kg/day a)
Administration period (day)

Finding 15---> 16---> 17---> 18---> 19---> 20---> 21---> 22---> 23---> 24---» 25--->
Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
Normal - 4 4 3 4 0 4 0 4 2 4 2 2 1 3 0 1 0 2 0 3 0 4
Total 4 4 3 4 0 4 0 4 2 4 2 2 1 3 0 1 0 2 0 3 0 4
Pale skin - 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Whole body + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Loose stool - 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
+ 0 0 0 0 0 0 0 0 0 0 o] 0 0 o] 0 0 o] 0 0 0 0 0
Total 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Brown urine - 4 4 3 4 0 4 0 4 2 4 2 2 1 3 0 1 0 2 0 3 0 4
+ 0 0 1 0 4 0 4 0 2 0 2 2 3 1 4 3 4 2 4 1 4 0
Total 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4

substance :ethyl (l-naphthyl)amine

a) 300 mg/kg/day until Day 13 after initiation of administration
1 :Before dosing

2 :After dosing
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Table 1-1. -continued

Clinical signs on male rats Exp. No. E781

(115-231)

Group-No.: 00 Control

0 mg/kg/day
Administration period (day)

Finding 26---> 27---> 28---» 29---> 30---> 31---»> 32---> 33---> 34---> 35---> 36--->
Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
Normal - i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
12 12

Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1 :Before dosing
2 :After dosing
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Exp. No. E781 (115-231)

Table 1-1. -continued Clinical signs on male rats
Group-No.: 01 substance 12 wmg/kg/day
Administration period (day)
Finding 26---> 27---> 28---» 29---> 30---> 31---»> 32---> 33---> 34---> 35---> 36--->
Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2

- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Normal
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

substance :ethyl (1-naphthyl)amine
1 :Before dosing
2 :After dosing
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Table 1-1. -continued Clinical signs on male rats Exp. No. E781 (115-231)

Group-No.: 02 substance 60 wmg/kg/day
Administration period (day)

Finding 26---> 27---> 28---» 29---> 30---> 31---»> 32---> 33---> 34---> 35---> 36--->
Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
Normal - 2 12 3 12 3 12 4 11 4 12 3 12 3 12 4 12 5 9 4 11 1 12
Total 2 12 3 12 3 12 4 11 4 12 3 12 3 12 4 12 5 9 4 11 1 12
Brown urine - 2 12 3 12 3 12 4 11 4 12 3 12 3 12 4 12 5 9 4 11 1 12
+ 10 0 9 0 9 0 8 1 8 0 9 0 9 0 8 0 7 3 8 1 11 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

substance :ethyl (1-naphthyl)amine
1 :Before dosing
2 :After dosing
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Table 1-1. -continued Clinical signs on male rats Exp. No. E781 (115-231)
Group-No.: 03 substance 150 mg/kg/day a)
Administration period (day)

Finding 26---> 27---> 28---» 29---> 30---> 31---»> 32---> 33---> 34---> 35---> 36--->
Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
Normal - 0 3 0 2 0 4 1 3 1 2 0 3 1 4 0 4 2 2 0 4 0 4
Total O 3 0 2 0 4 1 3 1 2 0 3 1 4 0 4 2 2 0 4 0 4
Pale skin - 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Whole body + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Loose stool - 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
+ 0 0 0 0 0 0 0 0 0 0 o] 0 0 o] 0 0 o] 0 0 0 0 0
Total 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Brown urine - 0 3 0 2 0 4 1 3 1 2 0 3 1 4 0 4 2 2 0 4 0 4
+ 4 1 4 2 4 0 3 1 3 2 4 1 3 0 4 0 2 2 4 0 4 0
Total 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4

substance :ethyl (l-naphthyl)amine

a) 300 mg/kg/day until Day 13 after initiation of administration
1 :Before dosing

2 :After dosing
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Table 1-1. -continued

ExXp. No.

Clinical signs on male rats

E781

(115-231)

Group-No.: 00 Control

0 mg/kg/day
Administration period (day)
42

37---> 38---> 39---> 40---> 41--->

Finding
Part 1 2 1 2 1 2 1 2 1 2
Normal - 12 12 12 12 12 12 12 12 12 12 12

Total 12 12 12 12 12 12 12 12 12 12 12

1 :Before dosing
2 :After dosing
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Table 1-1. -continued

Clinical signs on male rats

ExXp. No.

E781

(115-231)

Group-No.: 01 substance

12 wmg/kg/day
Administration period (day)
42

37---> 38---> 39---> 40---> 41--->

Finding
Part 1 2 1 2 1 2 1 2 1 2
Normal - 12 12 12 12 12 12 12 12 12 12 12

Total 12 12 12 12 12 12 12 12 12 12 12

substance :ethyl (1-naphthyl)amine

1 :Before dosing
2 :After dosing
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Table 1-1. -continued Clinical signs on male rats Exp. No. E781 (115-231)
Group-No.: 02 substance 60 wmg/kg/day
Administration period (day)
Finding 37---> 38---> 39---> 40---> 41---> 42
Part 1 2 1 2 1 2 1 2 1 2
Normal - 2 12 3 12 1 12 3 12 2 12 3
Total 2 12 3 12 1 12 3 12 2 12 3
Brown urine - 2 12 3 12 1 12 3 12 2 12 3
+ 10 0 9 0 11 0 9 0 10 0 9
Total 12 12 12 12 12 12 12 12 12 12 2

substance :ethyl (1-naphthyl)amine

1 :Before dosing
2 :After dosing
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Table 1-1. -continued Clinical signs on male rats Exp. No. E781 (115-231)
Group-No.: 03 substance 150 mg/kg/day a)
Administration period (day)
Finding 37---> 38---> 39---> 40---> 41---> 42
Part 1 2 1 2 1 2 1 2 1 2
Normal - 0 4 0 4 2 4 0 4 1 4 1
Total 0 4 0 4 2 4 0 4 1 4 1
Pale skin - 4 4 4 4 4 4 4 4 4 4 4
Whole body + 0 0 0 0 0 0 0 0 0 0 0
Total 4 4 4 4 4 4 4 4 4 4 4
Loose stool - 4 4 4 4 4 4 4 4 4 4 4
+ 0 0 0 0 0 0 0 0 0 0 0
Total 4 4 4 4 4 4 4 4 4 4 4
Brown urine - 0 4 0 4 2 4 0 4 1 4 1
+ 4 0 4 0 2 0 4 0 3 0 3
Total 4 4 4 4 4 4 4 4 4 4 4

substance :ethyl (l-naphthyl)amine

a) 300 mg/kg/day until Day 13 after initiation of administration

1 :Before dosing
2 :After dosing
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Exp. No. E781 (115-231)

Table 1-2. Clinical signs on female rats
Group-No.: 00 Control 0 mg/kg/day
Pre-mating period (day)
Finding 0---> 1---> 2---> 3---> 4---> 5---> 6---> T---> 8---> 9---> 10--->
Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
Normal - i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1 :Before dosing
2 :After dosing
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Exp. No. E781 (115-231)

Table 1-2. -continued Clinical signs on female rats
Group-No.: 01 substance 12 wmg/kg/day
Pre-mating period (day)
Finding 0---> 1---> 2---> 3---> 4---> 5---> 6---> T---> 8---> 9---> 10--->
Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2

- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Normal
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

substance :ethyl (1-naphthyl)amine
1 :Before dosing
2 :After dosing
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Table 1-2. -continued Clinical signs on female rats Exp. No. E781 (115-231)

Group-No.: 02 substance 60 wmg/kg/day
Pre-mating period (day)

Finding 0---> 1---> 2---> 3---> 4---> 5---> 6---> T---> 8---> 9---> 10--->
Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
Normal - 12 12 12 12 9 12 9 12 7 12 4 11 4 12 3 12 4 12 5 12 5 12
Total 12 12 12 12 9 12 9 12 7 12 4 11 4 12 3 12 4 12 5 12 5 12
Brown urine - 12 12 12 12 9 12 9 12 7 12 4 11 4 12 3 12 4 12 5 12 5 12
+ 0 0 0 0 3 0 3 0 5 0 8 1 8 0 9 0 8 0 7 0 7 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

substance :ethyl (1-naphthyl)amine
1 :Before dosing
2 :After dosing
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Table 1-2. -continued Clinical signs on female rats Exp. No. E781 (115-231)

Group-No.: 03 substance 150 mg/kg/day a)
Pre-mating period (day)

Finding 0---> 1---> 2---> 3---> 4---> 5---> 6---> T---> 8---> 9---> 10--->
Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
Normal - 12 12 7 9 0 7 0 6 0 5 0 2 1 2 2 1 0 4 2 2 2 1
Total 12 12 7 9 0 7 0 6 0 5 0 2 1 2 2 1 0 4 2 2 2 1
Soiled fur - 12 12 12 12 12 12 11 11 11 11 9 S 7 7 7 7 7 7 7 7 7 7
Anogenital region + 0 0 0 0 0 0 1 1 1 1 2 1 0 0 0 0 0 0 0 0 0 0
Total 12 12 12 12 12 12 12 12 12 12 11 10 7 7 7 7 7 7 7 7 7 7
Pale skin - 12 12 12 12 12 12 12 12 12 12 7 7 5 5 5 5 5 5 5 5 5 5
Whole body + 0 0 0 0 0 0 0 0 0 0 4 3 2 2 2 2 2 2 2 2 2 2
Total 12 12 12 12 12 12 12 12 12 12 11 10 7 7 7 7 7 7 7 7 7 7
Smudge of perinasal area - 12 12 12 12 12 12 12 12 12 12 10 9 7 7 7 7 7 7 7 7 7 7
+ 0 0 0 0 0 0 0 0 0 0 1 1 0 0 0 0 0 0 0 0 0 0
Total 12 12 12 12 12 12 12 12 12 12 11 10 7 7 7 7 7 7 7 7 7 7
Loose stool - 12 12 12 12 12 12 10 10 7 12 10 10 7 7 7 7 7 7 7 7 7 7
+ 0 0 0 0 0 0 2 2 5 0 1 0 0 o] 0 0 o] 0 0 0 0 0
Total 12 12 12 12 12 12 12 12 12 12 11 10 7 7 7 7 7 7 7 7 7 7
Brown urine - 12 12 7 9 0 7 0 6 0 5 0 3 1 3 2 2 0 5 2 4 2 3
+ 0 0 5 3 12 5 12 6 12 7 11 7 6 4 5 5 7 2 5 3 5 4
Total 12 12 12 12 12 12 12 12 12 12 11 10 7 7 7 7 7 7 7 7 7 7

substance :ethyl (l-naphthyl)amine

a) 300 mg/kg/day until Day 13 after initiation of administration
1 :Before dosing

2 :After dosing
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Exp. No. E781 (115-231)

Table 1-2. -continued Clinical signs on female rats
Group-No.: 00 Control 0 mg/kg/day
Pre-mating period (day)
Finding 11---> 12---> 13---> 14--->
Part 1 2 1 2 1 2 1 2

- 12 12 12 12 12 12 12 12

Normal
Total 12 12 12 12 12 12 12 12

1 :Before dosing
2 :After dosing
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Exp. No. E781 (115-231)

Table 1-2. -continued Clinical signs on female rats
Group-No.: 01 substance 12 wmg/kg/day
Pre-mating period (day)
Finding 11---> 12---> 13---> 14--->
Part 1 2 1 2 1 2 1 2
Normal - 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12

substance :ethyl (1-naphthyl)amine
1 :Before dosing
2 :After dosing
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Table 1-2. -continued Clinical signs on female rats Exp. No. E781 (115-231)
Group-No.: 02 substance 60 wmg/kg/day
Pre-mating period (day)

Finding 11---> 12---> 13---> 14--->
Part 1 2 1 2 1 2 1 2
Normal - 4 11 7 12 6 12 8 11
Total 4 11 7 12 6 12 8 11
Brown urine - 4 11 7 12 6 12 8 11
+ 8 1 5 0 6 0 4 1
Total 12 12 12 12 12 12 12 12

substance :ethyl (1-naphthyl)amine
1 :Before dosing
2 :After dosing
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Table 1-2. -continued Clinical signs on female rats Exp. No. E781 (115-231)
Group-No.: 03 substance 150 mg/kg/day a)
Pre-mating period (day)

Finding 11---> 12---> 13---> 14--->
Part 1 2 1 2 1 2 1 2
Normal - 2 2 2 1 2 3 1 4
Total 2 2 2 1 2 3 1 4
Soiled fur - 7 7 7 7 7 7 7 7
Anogenital region + 0 0 0 0 0 0 0 0
Total 7 7 7 7 7 7 7 7
Pale skin - 5 5 5 5 7 7 7 7
Whole body + 2 2 2 2 0 0 0 0
Total 7 7 7 7 7 7 7 7
Smudge of perinasal area - 7 7 7 7 7 7 7 7
+ 0 0 0 0 0 0 0 0
Total 7 7 7 7 7 7 7 7
Loose stool - 7 7 7 7 6 6 7 7
+ 0 0 0 0 1 1 0 0
Total 7 7 7 7 7 7 7 7
Brown urine - 2 4 2 3 2 3 1 4
+ 5 3 5 4 5 4 6 3
Total 7 7 7 7 7 7 7 7

substance :ethyl (l-naphthyl)amine

a) 300 mg/kg/day until Day 13 after initiation of administration

1 :Before dosing
2 :After dosing
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Exp. No. E781 (115-231)

Table 1-2. -continued Clinical signs on female rats
Group-No.: 00 Control 0 mg/kg/day
Mating period (day)
Finding 1---> 2---> 3---> 4---> 5---> 6---> 7---> 8---> 9---> 10---> 11--->
Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
Normal - 10 10 7 7 3 3 3 3 2 2 2 2 2 2 2 2 2 2 2 2 2 2

Total 10 10 7 7 3 3 3 3 2 2 2 2 2 2 2 2 2 2 2 2 2 2

1 :Before dosing
2 :After dosing
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Exp. No. E781 (115-231)

Table 1-2. -continued Clinical signs on female rats
Group-No.: 01 substance 12 wmg/kg/day
Mating period (day)
Finding 1---> 2---> 3---> 4---> 5--->
Part 1 2 1 2 1 2 1 2 1 2
Normal - 10 10 5 5 4 4 1 1 1 1

Total 10 10 5 5 4 4 1 1 1 1

substance :ethyl (1-naphthyl)amine
1 :Before dosing
2 :After dosing
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Table 1-2. -continued Clinical signs on female rats Exp. No. E781 (115-231)
Group-No.: 02 substance 60 wmg/kg/day
Mating period (day)

Finding 1---> 2---> 3---> 4---> 5---> 6--->
Part 1 2 1 2 1 2 1 2 1 2 1 2
Normal - 7 7 4 5 0 1 0 1 1 1 1 1
Total 7 7 4 5 0 1 0 1 1 1 1 1
Brown urine - 7 7 4 5 0 1 0 1 1 1 1 1
+ 0 0 1 0 1 0 1 0 0 0 0 0
Total 7 7 5 5 1 1 1 1 1 1 1 1

substance :ethyl (1-naphthyl)amine
1 :Before dosing
2 :After dosing
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Table 1-2. -continued Clinical signs on female rats Exp. No. E781 (115-231)
Group-No.: 03 substance 150 mg/kg/day a)
Mating period (day)

Finding 1---> 2---> 3---> 4---> 5---> 6--->
Part 1 2 1 2 1 2 1 2 1 2 1 2
Normal - 6 6 5 5 3 4 3 3 3 1 [¢] 1
Total 6 6 5 5 3 4 3 3 3 1 0 1
Brown urine - 6 6 5 5 3 4 3 3 3 1 0 1
+ 0 0 0 0 1 0 0 0 0 2 2 1
Total 6 6 5 5 4 4 3 3 3 3 2 2

substance :ethyl (1-naphthyl)amine

a) 300 mg/kg/day until Day 13 after initiation of administration

1 :Before dosing
2 :After dosing
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Table 1-2. -continued

Clinical signs on female rats

ExXp. No.

E781

(115-231)

Group-No.: 00 Control 0 mg/kg/day
Mating period (day)
Finding 12---> 13--->
Part 1 2 1 2
Normal - 2 2 1 1
Total 2 2 1 1

1 :Before dosing
2 :After dosing
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Table 1-3. Clinical signs on dams Exp. No. E781 (115-231)

Group-No.: 00 Control 0 mg/kg/day
Gestation period (day)
Finding 0---> 1---> 2---> 3---> 4---> 5---> 6---> T---> 8---> 9---> 10--->
Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
Normal i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Soiled fur - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Anogenital region + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1 :Before dosing
2 :After dosing
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Exp. No. E781 (115-231)

Table 1-3. -continued Clinical signs on dams
Group-No.: 01 substance 12 wmg/kg/day
Gestation period (day)
Finding 0---> 1---> 2---> 3---> 4---> 5---> 6---> T---> 8---> 9---> 10--->
Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2

- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Normal
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

substance :ethyl (1-naphthyl)amine
1 :Before dosing
2 :After dosing
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Table 1-3. -continued Clinical signs on dams Exp. No. E781 (115-231)

Group-No.: 02 substance 60 wmg/kg/day
Gestation period (day)

Finding 0---> 1---> 2---> 3---> 4---> 5---> 6---> T---> 8---> 9---> 10--->
Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
Normal - 10 12 7 12 9 12 9 11 7 12 7 10 8 11 10 11 9 12 8 12 8 11
Total 10 12 7 12 9 12 9 11 7 12 7 10 g8 11 10 11 9 12 8 12 8 11
Brown urine - 10 12 7 12 9 12 9 11 7 12 7 10 8 11 10 11 9 12 8 12 8 11
+ 2 0 5 0 3 0 3 1 5 0 5 2 4 1 2 1 3 0 4 0 4 1
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

substance :ethyl (1-naphthyl)amine
1 :Before dosing
2 :After dosing
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Table 1-3. -continued Clinical signs on dams Exp. No. E781 (115-231)

Group-No.: 03 substance 150 mg/kg/day a)
Gestation period (day)

Finding 0---> 1---> 2---> 3---> 4---> 5---> 6---> T---> 8---> 9---> 10--->
Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
Normal - 6 6 5 4 3 3 5 6 4 4 4 5 4 6 4 6 4 5 4 5 4 5
Total 6 6 5 4 3 3 5 6 4 4 4 5 4 6 4 6 4 5 4 5 4 5
Soiled fur - 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Anogenital region + 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Total 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7
Blackish tail - 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
+ 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Total 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7
Brown urine - 7 7 5 5 4 4 5 7 5 5 5 5 5 7 5 7 5 6 4 6 5 5
+ 0 0 2 2 3 3 2 0 2 2 2 2 2 0 2 0 2 1 3 1 2 2
Total 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7

substance :ethyl (l-naphthyl)amine

a) 300 mg/kg/day until Day 13 after initiation of administration
1 :Before dosing

2 :After dosing
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Table 1-3. -continued Clinical signs on dams Exp. No. E781 (115-231)
Group-No.: 00 Control 0 mg/kg/day
Gestation period (day)
Finding 11---» 12---» 13---> 14---> 15---» 16---> 17---> 18---> 19---> 20---> 21--->
Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
Normal - i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Soiled fur - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Anogenital region + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1 :Before dosing
2 :After dosing
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Exp. No. E781 (115-231)

Table 1-3. -continued Clinical signs on dams
Group-No.: 01 substance 12 wmg/kg/day
Gestation period (day)
Finding 11---» 12---» 13---> 14---> 15---» 16---> 17---> 18---> 19---> 20---> 21--->
Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2

- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Normal
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

substance :ethyl (1-naphthyl)amine
1 :Before dosing
2 :After dosing
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Table 1-3. -continued Clinical signs on dams Exp. No. E781 (115-231)
Group-No.: 02 substance 60 wmg/kg/day
Gestation period (day)

Finding 11---» 12---» 13---> 14---> 15---» 16---> 17---> 18---> 19---> 20---> 21--->
Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
Normal - 6 12 11 12 7 12 7 12 9 12 11 12 10 12 g8 12 11 12 12 12 11 12
Total 6 12 11 12 7 12 7 12 9 12 11 12 10 12 8 12 11 12 12 12 11 12
Brown urine - 6 12 11 12 7 12 7 12 S 12 11 12 10 12 8 12 11 12 12 12 11 12
+ 6 0 1 0 5 0 5 0 3 0 1 0 2 0 4 0 1 0 0 0 1 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

substance :ethyl (1-naphthyl)amine

1 :Before dosing
2 :After dosing
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Table 1-3. -continued Clinical signs on dams Exp. No. E781 (115-231)

Group-No.: 03 substance 150 mg/kg/day a)
Gestation period (day)

Finding 11---» 12---» 13---> 14---> 15---» 16---> 17---> 18---> 19---> 20---> 21--->
Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
Normal - 3 5 4 6 3 3 5 4 4 4 3 6 4 3 2 6 3 6 2 6 2 6
Total 3 5 4 6 3 3 5 4 4 4 3 6 4 3 2 6 3 6 2 6 2 6
Soiled fur - 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Anogenital region + 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Total 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7
Blackish tail - 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
+ 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Total 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7
Brown urine - 3 6 5 7 4 4 5 5 5 5 3 6 5 3 3 7 3 7 2 7 2 7
+ 4 1 2 0 3 3 2 2 2 2 4 1 2 4 4 0 4 0 5 0 5 0
Total 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7

substance :ethyl (l-naphthyl)amine

a) 300 mg/kg/day until Day 13 after initiation of administration
1 :Before dosing

2 :After dosing
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Table 1-3. -continued

Clinical signs on dams

ExXp. No.

E781

(115-231)

Group-No.: 00 Control

0 mg/kg/day

Gestation period (day)

Finding 22---> 23
Part 1 2

Normal - 6 6 0

Total 6 6 0

Soiled fur - 6 6 0

Anogenital region + 0 0 1

Total 6 6 1

1 :Before dosing
2 :After dosing
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Table 1-3. -continued Clinical signs on dams Exp. No. E781 (115-231)
Group-No.: 01 substance 12 wmg/kg/day
Gestation period (day)
Finding 22--->
Part 1 2
Normal - 6 6
Total 6 6

substance :ethyl (1-naphthyl)amine
1 :Before dosing
2 :After dosing
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Table 1-3. -continued Clinical signs on dams Exp. No. E781 (115-231)
Group-No.: 02 substance 60 wmg/kg/day
Gestation period (day)
Finding 22---> 23---> 24---> 25
Part 1 2 1 2 1 2
Normal - 5 5 1 1 1 1 1
Total 5 5 1 1 1 1 1
Brown urine - 5 5 1 1 1 1 1
+ 0 0 0 0 0 0 0
Total 5 5 1 1 1 1 1

substance :ethyl (1-naphthyl)amine
1 :Before dosing
2 :After dosing
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Table 1-3. -continued Clinical signs on dams Exp. No. E781 (115-231)
Group-No.: 03 substance 150 mg/kg/day a)
Gestation period (day)
Finding 22---> 23---> 24---> 25
Part 1 2 1 2 1 2
Normal - 1 2 1 1 1 1 1
Total 1 2 1 1 1 1 1
Soiled fur - 2 2 1 1 1 1 1
Anogenital region + 1 1 1 1 1 1 1
Total 3 3 2 2 2 2 2
Blackish tail - 2 2 1 1 1 1 1
+ 1 1 1 1 1 1 1
Total 3 3 2 2 2 2 2
Brown urine - 1 3 1 2 1 2 1
+ 2 0 1 0 1 0 1
Total 3 3 2 2 2 2 2

substance :ethyl (l-naphthyl)amine

a) 300 mg/kg/day until Day 13 after initiation of administration
1 :Before dosing

2 :After dosing
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Table 1-3. -continued

Clinical signs on dams

ExXp. No.

E781

(115-231)

0 mg/kg/day

Group-No.: 00 Control
Lactation period (day)
Finding 0---> 1---> 2---> 3---> 4
Part 1 2 1 2 1 2 1 2
Normal - 1 11 11 11 11 11 11 11 11
Total 12 11 11 11 11 11 11 11 11

1 :Before dosing
2 :After dosing



_6L_

Table 1-3. -continued

Clinical signs on dams

ExXp. No.

E781

(115-231)

12 wmg/kg/day

Group-No.: 01 substance
Lactation period (day)
Finding 0---> 1---> 2---> 3---> 4
Part 1 2 1 2 1 2 1 2
Normal - 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12

substance :ethyl (1-naphthyl)amine

1 :Before dosing
2 :After dosing
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Table 1-3. -continued Clinical signs on dams Exp. No. E781 (115-231)
Group-No.: 02 substance 60 wmg/kg/day
Lactation period (day)
Finding 0---> 1---> 2---> 3---> 4
Part 1 2 1 2 1 2 1 2
Normal - 10 11 10 11 10 11 10 11 10
Total 10 11 10 11 10 11 10 11 10
Brown urine - i0 11 10 11 10 11 10 11 10
+ 1 0 1 0 1 0 1 0 1
Total 11 11 11 11 11 11 11 11 11

substance :ethyl (1-naphthyl)amine
1 :Before dosing
2 :After dosing
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Table 1-3. -continued Clinical signs on dams Exp. No. E781 (115-231)
Group-No.: 03 substance 150 mg/kg/day a)
Lactation period (day)
Finding 0---> 1---> 2---> 3---> 4
Part 1 2 1 2 1 2 1 2
Normal - 2 5 1 5 2 5 1 5 1
Total 2 5 1 5 2 5 1 5 1
Brown urine - 2 5 1 5 2 5 1 5 1
+ 3 0 4 0 3 0 4 0 4
Total 5 5 5 5 5 5 5 5 5

substance :ethyl (1-naphthyl)amine

a) 300 mg/kg/day until Day 13 after initiation of administration

1 :Before dosing
2 :After dosing
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Table 2-1. Body weight changes of male rats Exp. No. E781 (115-231)
Group-No. Administration period (day) Unit:g
Dose Gain
mg/kg/day 7 14 21 28 35 42 ( 0-42
00 N 12 12 12 12 12 12 12 12
Control Mean 371. 405.8 436.7 462.6 487.8 512.5 534.3 163.3
0 S.D. 13. 15.5 19.2 21.6 25.0 28.5 31.3 21.0
01 N 12 12 12 12 12 12 12 12
substance Mean 371. 406.90 438.4 464 .5 490.9 515.0 536.2 164.3
S.D. 14. 17.4 18.7 21.6 25.3 28.0 32.5 23.6
02 N 12 12 12 12 12 12 12 12
substance Mean 372. 401.1 431.8 455.3 480.2 504.9 527.6 155.4
60 S.D. 15. 20.3 21.5 22.3 25.6 25.6 30.6 22.2
03 N 12 4 4 4 4 4 4 4
substance Mean 372. 365.1## 405.2% 437.6 475.3 501.3 524 .2 140.7
150 a) S.D. 14. 49.6 36.9 28.2 30.8 33.9 38.4 32.1
Significantly different from control group * P £ 0.05 (Dunnett’s multiple test)
Significantly different from control group ## P < 0.01 (Dunnett fashion test with Satterthwaite approximation and stepdown adjustments)
substance :ethyl (1-naphthyl)amine
a) 300 mg/kg/day until Day 13 after initiation of administration
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Table 2-2. Body weight changes of female rats Exp. No. E781 (115-231)
Group-No. Administration period (day) Unit:g
Dose Gain
mg/kg/day 7 14 21 0-14 )
00 N 12 12 12 2 12
Control Mean 238. 253.3 265.2 306.8 26.5
0 S.D. 8. 7.2 8.5 7.0 6.4
01 N 12 12 12 12
substance Mean 239. 252.8 265.4 26.3
S.D. 10. 8.5 10.0 6.1
02 N 12 12 12 12
substance Mean 239. 249.6 261.8 21.9
60 S.D. 10. 9.6 9.8 6.9
03 N 12 7 7 7
substance Mean 240. 231 .4## 249.1%** 9.0##
150 a) S.D. 8. 20.9 15.4 12.2
Significantly different from control group ** P < 0.01 (Dunnett’s multiple test)
Significantly different from control group ## P < 0.01 (Dunnett fashion test with Satterthwaite approximation and stepdown adjustments)

substance :ethyl (1-naphthyl)amine
a) 300 mg/kg/day until Day 13 after initiation of

administration
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Table 2-3. Body weight changes of dams Exp. No. E781 (115-231)
Group-No. Gestation period (day) Unit:g
Dose Gain
mg/kg/day 0 7 14 20 ( 0-20 )
00 N 12 12 12 12 12
Control Mean 276.7 306.8 340.0 408.0 131.3
0 S.D. 20.3 17.3 20.3 19.3 13.5
01 N 12 12 12 12 12
substance Mean 269.2 306.1 340.3 409.2 140.0
S.D. 9.2 10.4 14.0 29.8 25.8
02 N 11 11 11 11 11
substance Mean 264.8 300.8 335.4 404 .8 140.0
60 S.D. 8.6 14.1 18.4 23.4 16.9
03 N 5 5 5 5 5
substance Mean 267.2 301.8 337.0 394.9 127.7
150 a) S.D. 5.2 7.8 8.6 26.0 22.9

No significant difference from the control.
substance :ethyl (1-naphthyl)amine
a) 300 mg/kg/day until Day 13 after initiation of administration



_SS_

Table 2-3. -continued Body weight changes of dams Exp. No. E781 (115-231)
Group-No. Lactation period (day) Unit:g
Dose Gain
mg/kg/day 0- 4 )
00 N 11 10 10
Control Mean 311. 342. 29.3
0 S.D. 30. 24 . 13.3
01 N 12 12 12
substance Mean 314. 337. 23.1
S.D. 18. 9. 14 .7
02 N 11 11 11
substance Mean 306. 331. 25.4
60 S.D. 22. 17. 14.2
03 N 5 5 5
substance Mean 300. 324. 23.6
150 a) S.D. 28. 18. 20.9

No significant difference from the control.

substance :ethyl (1-naphthyl)amine
a) 300 mg/kg/day until Day 13 after initiation of administration
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Table 3-1. Food consumption of male rats Exp. No. E781 (115-231)

Group-No. Administration period (day) Unit:g/animal/day Cumulative consumption Unit:g
Dose 0 7 21 28 35 0 21
mg/kg/day = 7 => 14 => 28 => 35 => 42 => 14 => 42
00 N 12 12 10 12 12 12 10
Control Mean 25 23 22 22 22 333 456
0 S.D. 2 2 2 2 2 19 43
01 N 12 12 12 12 12 12 12
substance Mean 24 23 22 21 21 327 452
S.D. 1 1 2 2 2 13 39
02 N 12 12 12 12 12 12 12
substance Mean 23 23 22 22 21 319 456
60 S.D. 1 2 2 1 2 20 33
03 N 4 4 4 4 4 4 4
substance Mean lo## 21 24 23 23 2554## 489
150 a) S.D. 6 3 2 3 3 55 55

Significantly different from control group ## P < 0.01 (Dunnett fashion test with Satterthwaite approximation and stepdown adjustments)
substance :ethyl (1-naphthyl)amine
a) 300 mg/kg/day until Day 13 after initiation of administration
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Table 3-2. Food consumption of female rats Exp. No. E781 (115-231)

Group-No. Administration period (day) Unit:g/animal/day Cumulative consumption Unit:g
Dose 0 7
mg/kg/day = 7 => 14 => 14
00 N 12 12 12
Control Mean 16 16 225
0 S.D. 1 1 14
01 N 12 12 12
substance Mean 17 16 230
S.D. 1 1 16
02 N 12 12 12
substance Mean 16 le 223
60 S.D. 1 1 16
03 N 7 7 7
substance Mean 10** 14 167##
150 a) S.D. 2 3 35

Significantly different from control group ** P < 0.01 (Dunnett’s multiple test)

Significantly different from control group ## P < 0.01 (Dunnett fashion test with Satterthwaite approximation and stepdown adjustments)
substance :ethyl (1-naphthyl)amine

a) 300 mg/kg/day until Day 13 after initiation of administration
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Table 3-3.

Food consumption of dams

Exp. No. E781 (115-231)

Group-No. Gestation period (day) Unit:g/animal/day Cumulative consumption Unit:g
Dose 0 7 14 18 0
mg/kg/day = 7 => 14 => 18 => 20 => 20
00 N 12 12 12 12 12
Control Mean 18 19 21 18 386
0 S.D. 1 2 2 1 28
01 N 12 12 12 12 12
substance Mean 19 21 22 18 405
S.D. 2 2 2 2 39
02 N 11 11 11 11 11
substance Mean 20 21 22 16 403
60 S.D. 2 2 2 2 38
03 N 5 5 5 5 5
substance Mean 20 21 23 15 408
150 a) S.D. 1 1 1 7 18

No significant difference from the control.
substance :ethyl (1-naphthyl)amine

a) 300 mg/kg/day until Day 13 after initiation of administration
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Table 3-3. -continued Food consumption of dams Exp. No. E781 (115-231)
Group-No. Lactation period (day) Unit:g/animal/day

Dose 0
mg/kg/day => 4
00 N 10
Control Mean 29
0 S.D. 4
01 N 12
substance Mean 29
S5.D. 4
02 N 11
substance Mean 30
60 S.D. 3
03 N 5
substance Mean 30
150 a) S.D. 5

No significant difference from the control.
substance :ethyl (1-naphthyl)amine

a) 300 mg/kg/day until Day 13 after initiation of administration



Exp. No. E781 (115-231)

Table 4-1. Absolute and relative organ weights of male rats
Group-No.
Dose Body weight Testes Epididymides Prostate Seminal vesicle
mg/kg/day (g) (g) (g%) (mg) (mg%) (mg) (mg%) (mg) (mg%)
00 N 12 12 12 12 12
Control Mean 534.3 3.30 0.62 1266 238 1337 251 1634 308
0 S.D. 31.3 0.34 0.08 117 23 180 32 297 64
01 N 12 12 12 12 12
substance Mean 536.2 3.41 0.64 1319 247 1412 264 1731 324
S.D. 32.5 0.33 0.08 114 31 192 36 153 34
02 N 12 12 12 12 12
' substance Mean 527.6 3.37 0.64 1269 241 1300 246 1676 318
8 60 S.D. 30.6 0.27 0.07 109 24 202 33 166 31
1
03 N 4 4 4 4 4
substance Mean 524.2 3.02 0.57 1192 226 1324 252 1652 315
150 a) S.D. 38.4 0.70 0.11 226 31 317 53 245 44
No significant difference from the control

substance
a)

:ethyl (1-naphthyl)amine
300 mg/kg/day until Day 13 after initiation of administration



Exp. No.

E781

(115-231)

Table 4-2. Absolute and relative organ weights of female rats
Group-No.
Dose Body weight Ovaries
mg/kg/day (9) (mg) (mg%)
00 N 10 10
Control Mean 342.9 103 30
0 S.D. 24.9 10 3
01 N 12 12
substance Mean 337.5 108 32
12 S.D. 9.4 12 3
02 N 11 11
' substance Mean 331.9 103 31
o 60 S.D. 17.5 20 5
—_
1
03 N 5 5
substance Mean 324.4 111 34
150 a) S.D. 18.3 2 2
No significant difference from the control.

substance
a)

:ethyl (1-naphthyl)amine
300 mg/kg/day until Day 13 after initiation of administration
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Gross necropsy findings of male rats ( sacrificed at 42 day )

Table 5-1.
Sex: Male Generation: F0O

12
12

Exp. No. E781 (115-231)

60
11

150 *

Dose level ( mg/kg/day )
No. of animals necropsied

Organ Findings

HEMATOPOIETIC SYSTEM
spleen dark
RESPIRATORY SYSTEM

lungs brown patch
red patch

DIGESTIVE SYSTEM
small intestine
diverticulum
accentuated lobular pattern

liver
hepatodiaphragmatic nodule

URINARY SYSTEM
scarred

O

[= NN

[aleNao)

OO

kidneys
*: 300 mg/kg/day until Day 13 after initiation of administration
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Table 5-2. Gross necropsy findings of male rats ( dead ) Exp. No. E781 (115-231)
Sex: Male Generation: FO
Dose level ( mg/kg/day ) 0 12 60 150 =
No. of animals necropsied 0 0 0 8
Organ Findings
HEMATOPOIETIC SYSTEM
spleen dark - - - 6
enlarged - - - 2
thymus atrophic - - - 3
red patch - - - 2
reddish - - - 2
RESPIRATORY SYSTEM
lungs reddish - - - 7
thoracic cavity
hydrothorax - - - 2
DIGESTIVE SYSTEM
stomach red patch - - - 1
white patch - - - 3
yellow patch - - - 1
large intestine
red patch - - - 3
liver accentuated lobular pattern - - - 7
URINARY SYSTEM
kidneys dark - - - 3
white patch - - - 1
urinary bladder
red patch - - - 2
urethra black - - - 1
REPRODUCTIVE SYSTEM
testes red patch - - - 5
epididymides red patch - - - 2
ENDOCRINE SYSTEM
adrenal glands black - - - 4
SPECIAL SENSE SYSTEM
eyes red patch - - - 3

*: 300 mg/kg/day until Day 13 after initiation of administration
-: Not applicable
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Exp. No. E781 (115-231)

Table 5-3. Gross necropsy findings of dams ( sacrificed )
Sex: Female Generation: FO
Dose level ( mg/kg/day ) 0 12 60 150 =
No. of animals necropsied 10 12 11 5
Organ Findings
HEMATOPOIETIC SYSTEM
spleen dark 0 3
RESPIRATORY SYSTEM
lungs brown patch 0 1
DIGESTIVE SYSTEM
liver white patch 1 0
URINARY SYSTEM
kidneys scarred 1
*: 300 mg/kg/day until Day 13 after initiation of administration



_96_

Table 5-4. Gross necropsy findings of dams ( dead ) Exp. No. E781 (115-231)
Sex: Female Generation: FO
Dose level ( mg/kg/day ) 12 60 150 =
No. of animals necropsied 0 0 5
Organ Findings
CARDIOVASCULAR SYSTEM
heart red patch - - 1
HEMATOPOIETIC SYSTEM
spleen dark - - 4
thymus atrophic - - 2
red patch - - 3
reddish - - 1
RESPIRATORY SYSTEM
lungs reddish - - 5
thoracic cavity
hydrothorax - - 1
DIGESTIVE SYSTEM
stamach white patch - - 1
liver accentuated lobular pattern - - 4
white patch - - 1
URINARY SYSTEM
kidneys scarred - - 1
ENDOCRINE SYSTEM
adrenal glands black - - 3
SPECIAL SENSE SYSTEM
eyes red patch - - 1

*: 300 mg/kg/day until Day 13 after initiation of administration
-: Not applicable
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Exp. No. E781 (115-231)

Table 5-5. Gross necropsy findings of rats ( non-pregnancy )
Sex: Male Generation: FO
Dose level ( mg/kg/day ) 12 60 150 =
No. of animals necropsied 0 1 1
Organ Findings
HEMATOPOIETIC SYSTEM
spleen dark 0 1
RESPIRATORY SYSTEM
lungs brown patch 0 1
DIGESTIVE SYSTEM
liver accentuated lobular pattern 0 1
URINARY SYSTEM
kidneys scarred 0 1
REPRODUCTIVE SYSTEM
atrophic 0
0

testes
white patch

*: 300 mg/kg/day until Day 13 after initiation of administration

-: Not applicable
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-continued Gross necropsy findings of rats ( non-pregnancy )

Table 5-5.
Generation: F0

Sex: Female

Exp. No. E781 (115-231)

Dose level ( mg/kg/day )
No. of animals necropsied

Organ Findings

HEMATOPOIETIC SYSTEM
spleen dark

RESPIRATORY SYSTEM
lungs brown patch
URINARY SYSTEM
kidneys scarred
INTEGUMENTARY SYSTEM
defect

tail
*: 300 mg/kg/day until Day 13 after initiation of administration

-: Not applicable
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Table 6-1. Histopathologic findings of male rats ( sacrificed at 42 day ) Exp. No. E781 (115-231)

Generation: F0

Male animals

Dose level ( mg/kg/day ) 0 12 60 150 *
No. of animals necropsied 12 12 11 3
Organ Findings

HEMATOPOIETIC SYSTEM

spleen (0) (0) (0) (2)
deposit, hemosiderin - - - 2

RESPIRATORY SYSTEM

lungs (0) (0) (2) ( 0)
hemorrhage - - 2 -
metaplasia, osseous - - 1 -

DIGESTIVE SYSTEM

ileum (1) (0) (o) (0
diverticula 1 - - -

liver (1) (0) (0 (1)
fatty change, hepatocyte 0 - - 1
hepatodiaphragmatic nodule 1 - - 0
hypertrophy, hepatocyte 0 - - 1

URINARY SYSTEM

kidneys (0) (1) (0) (0)
inflammatory change, focal - 1 - -

REPRODUCTIVE SYSTEM

testes (12) (0 (0 ( 3)
atrophy, seminiferous tubule 2 - - 0
infiltration, inflammatory cell 2 - - 0

prostate (12) (0 (0) (3)
infiltration, inflammatory cell 12 - - 2

*: 300 mg/kg/day until Day 13 after initiation of administration
(): No. of animals examined microscopically at this site.
-: Not applicable
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Table 6-2. Histopathologic

Generation: F0

findings of male rats ( dead )

Exp. No. E781 (115-231)

Male animals

Dose level ( mg/kg/day ) 0 12 60 150 *
No. of animals necropsied 0 0 0 8
Organ Findings
HEMATOPOIETIC SYSTEM
spleen 6)
congestion - - - 6
hemorrhage - - - 2
atrophy, white pulp - - - 6
increase, extramedullary hematopoiesis - - - 1
thymus 6)
hemorrhage - - - 5
atrophy - - - 6
RESPIRATORY SYSTEM
lungs 7)
congestion - - - 7
hemorrhage - - - 4
thrambus - - - 7
metaplasia, osseous - - - 1
aggregation, macrophage - - - 1
DIGESTIVE SYSTEM
forestomach 3)
ulcer - - - 1
hyperplasia, squamous cell - - - 2
glandular stomach 2)
ulcer - - - 1
cecum 1)
ulcer - - - 1
liver 7)
fatty change, hepatocyte - - - 7
URINARY SYSTEM
kidneys 3)
congestion - - - 3
thrombus - - - 3
cast, granular - - - 3
dilatation, tubule - - - 1
hyaline droplet - - - 3
necrosis, tubular epithelium - - - 1

*: 300 mg/kg/day until Day 13 after initiation of administration
(): No. of animals examined microscopically at this site.

-: Not applicable
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Table 6-2. -continued Histopathologic

Generation: F0

findings of male rats ( dead )

Exp. No. E781 (115-231)

Male animals

Dose level ( mg/kg/day ) 0 12 60 150 *
No. of animals necropsied 0 0 0 8
Organ Findings
REPRODUCTIVE SYSTEM
testes ( 8)
hemorrhage - - - 5
epididymides (8)
hemorrhage - - - 2
prostate ( 8)
infiltration, inflammatory cell - - - 4
ENDOCRINE SYSTEM
adrenal glands ( 4)
congestion - - - 4
hemorrhage - - - 4
SPECIAL SENSE SYSTEM
eyes ( 3)
hemorrhage - - - 3

*: 300 mg/kg/day until Day 13 after initiation of administration
(): No. of animals examined microscopically at this site.

-: Not applicable



- 101 -

Table 6-3. Histopathologic findings of dams ( sacrificed )

Generation: F0

Female animals

Dose level ( mg/kg/day ) 0 12 60 150 *

No. of animals necropsied 10 12 11 5

Organ Findings

HEMATOPOIETIC SYSTEM

spleen (0) (0) (0) 3)
deposit, hemosiderin - - - 3
increase, extramedullary hematopoiesis - - - 1

RESPIRATORY SYSTEM

lungs (0 (0) (0 1)
hemorrhage - - - 1
aggregation, macrophage - - - 1

URINARY SYSTEM

kidneys (1) (1 (2) 0)
regeneration, tubule 0 0 1 -
inflammatory change, focal 1 1 2 -

REPRODUCTIVE SYSTEM

uterus (10) (0) (0) 5)
post delivery lesion 9 - - 5

vagina (10) (0) (0) 5)
cystic dilatation, vaginal fornix 1 - - 0

*: 300 mg/kg/day until Day 13 after initiation of administration
(): No. of animals examined microscopically at this site.

-: Not applicable

Exp. No. E781 (115-231)
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Table 6-4. Histopathologic findings of female rats ( dead )

Generation: F0

Female animals

Dose level ( mg/kg/day ) 0 12 60 150 *
No. of animals necropsied 0 0 0 5
Organ Findings
CARDIOVASCULAR SYSTEM
heart 1)
hemorrhage - - - 1
HEMATOPOIETIC SYSTEM
spleen 4)
congestion - - - 4
atrophy, white pulp - - - 4
thymus 5)
hemorrhage - - - 3
atrophy - - - 5
RESPIRATORY SYSTEM
lungs 5)
congestion - - - 5
hemorrhage - - - 1
thrombus - - - 5
DIGESTIVE SYSTEM
forestomach 1)
hyperplasia, squamous cell - - - 1
liver 4)
fatty change, hepatocyte - - - 4
increase, extramedullary hematopoiesis - - - 1
URINARY SYSTEM
kidneys 1)
congestion - - - 1
thrombus - - - 1
inflammatory change, focal - - - 1
ENDOCRINE SYSTEM
adrenal glands 3)
congestion - - - 3
hemorrhage - - - 3

*: 300 mg/kg/day until Day 13 after initiation of administration
(): No. of animals examined microscopically at this site.
-: Not applicable

Exp. No. E781 (115-231)
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Exp. No. E781 (115-231)

Table 6-4. -continued Histopathologic findings of female rats ( dead )
Generation: FO
Female animals
Dose level ( mg/kg/day ) 0 12 60 150 *
No. of animals necropsied 0 0 0 5
Organ Findings
SPECIAL SENSE SYSTEM
eyes (1)
hemorrhage - - 1
300 mg/kg/day until Day 13 after initiation of administration

* o
(): No. of animals examined microscopically at this site.

Not applicable
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Exp. No. E781 (115-231)

Table 6-5. Histopathologic findings of dams ( all pups died )
Generation: FO
Female animals
Dose level ( mg/kg/day ) 0 12 60 150 *
No. of animals necropsied 1 0 0 0
Organ Findings
(1)
1 - - -

REPRODUCTIVE SYSTEM
uterus
post delivery lesion

300 mg/kg/day until Day 13 after initiation of administration
(): No. of animals examined microscopically at this site.

* o
:

Not applicable
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Table 6-6. Histopathologic

Generation: F0

findings of rats ( non-pregnancy )

Exp. No. E781 (115-231)

Male animals

Dose level ( mg/kg/day ) 0 12 60 150 *

No. of animals necropsied 0 0 1 1

Organ Findings

HEMATOPOIETIC SYSTEM

spleen (0) 1)
deposit, hemosiderin - - - 1

RESPIRATORY SYSTEM

lungs (0) 1)
deposit, hemosiderin - - - 1
aggregation, macrophage - - - 1

DIGESTIVE SYSTEM

liver (0) 1)
fatty change, hepatocyte - - - 1
hypertrophy, hepatocyte - - - 1

URINARY SYSTEM

kidneys (0) 1)
hyaline droplet - - - 1
inflammatory change, focal - - - 1

REPRODUCTIVE SYSTEM

testes (1) 1)
atrophy, seminiferous tubule - - 0 1
deposit, hemosiderin - - 0 1

epididymides (1) 1)
cell debris, lumen - - 0 1
no sperm - - 0 1

prostate (1) 1)
infiltration, inflammatory cell - - 1 1

*: 300 mg/kg/day until Day 13 after initiation of administration
(): No. of animals examined microscopically at this site.

-: Not applicable
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Table 6-6. -continued Histopathologic

Generation: F0

findings of rats ( non-pregnancy )

Exp. No. E781 (115-231)

Female animals

Dose level ( mg/kg/day ) 0 12 60 150 *

No. of animals necropsied 0 0 1 2

Organ Findings

HEMATOPOIETIC SYSTEM

spleen (0) (2)
deposit, hemosiderin - - - 2

RESPIRATORY SYSTEM

lungs (0) (1)
inflammation - - - 1

URINARY SYSTEM

kidneys (1) (0)
inflammatory change, focal - - 1 -

REPRODUCTIVE SYSTEM

ovaries (1) (2)
cyst, corpus luteum - - 1 1
decrease, corpus luteum - - 1 1
atretic follicle, increased - - 1 0

INTEGUMENTARY SYSTEM

tail (0) (1)
necrosis - - - 1

*: 300 mg/kg/day until Day 13 after initiation of administration
(): No. of animals examined microscopically at this site.

-: Not applicable
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Exp. No. E781 (115-231)

Table 6-7. Histopathologic findings of rats ( difficult delivery )
Generation: FO
Female animals
Dose level ( mg/kg/day ) 0 12 60 150 *
No. of animals necropsied 1 0 0 0
Organ Findings
(1)
1 - - -

REPRODUCTIVE SYSTEM
uterus
post delivery lesion
300 mg/kg/day until Day 13 after initiation of administration
(): No. of animals examined microscopically at this site.

* o
:

Not applicable
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Table 7. Stage VII- VIl of spermatogenesis of male rats

Exp.No.E781 (115-231)

Dose level (mg/kg/day) 0 150 *

No. of animals examined histologically 12 3
Spermatogonia type A 020 =+ 0.03 020 = 0.03
Preleptotene spermatocyte 247 =+ 023 259 £ 031
Pachytene spermatocyte 374 + 040 3.67 + 035
Round spermatid 6.07 £ 0.67 6.51 <+ 0.67

Mean + S.D.
Values are expressed the number of cell type per Sertoli cell.
*: 300 mg/kg/day until Day 13 after initiation of administration
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(115-231)

Table 8. Copulation and fertility results Exp. No. E781
Group-No. 00 01 02 03
Dose Control substance substance substance
mg/kg/day 0 12 60 150 a)
No. of pairs mated 12 12 12 7
No. of pairs copulated 12 12 12 7
No. of pregnant females 12 12 11 5
Copulation index (%) 1) 100.0 100.0 100.0 100.0
Fertility index (%) 2) 100.0 100.0 91.7 71.4
Estrus cycle
No. of animals examined 12 12 12 12
Mean estrus cycle (Days, MeantS.D.) 4.2+ 0.4 (11) 4.2+ 0.3 4.4% 0.5 4.6+ 1.0 (6)
No. of animals with irregular estrous cycle 3/12 3/12 1/12 4/7
substance :ethyl(l-naphthyl)amine
a) 300 mg/kg/day until Day 13 after initiation of administration
1) (No. of animals with successful copulation / no. of animals mated) x 100
2) (No. of pregnant animals / no. of animals with successful copulation) x 100

Values in parentheses were expressed number of animals calculated.

No significant difference from the control.
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Table 9. Findings of delivery in dams and observations

on their offsprings

Exp. No. E781 (115-231)

Group-No. 00 01 02 03
Dose Control substance substance substance
mg/kg/day 0 150 a)
No. of dams 12 12 11 5
No. of dams with live offspring 11 12 11 5
Gestation length (days) MeantS.D. 22.5% 0.5 22.5+ 0.5 22.4+% 0.5 22.2+ 0.4
No. of corpora lutea MeantS.D. 16.3t 2.1 (12) 15.9+ 2.0 16.2+ 3.4 16.0t 2.6
No. of implantation sites MeantS.D. 14.5t 2.5 (12) 14.5+ 3.1 14.7+ 1.7 15.4 2.7
No. of offspring delivered MeantS.D. 13.3x 2.5 13.3+ 4.0 14.3+ 1.7 12.8t 1.3
No. of live offspring
on day 0 MeantS.D. 13.0+ 2.5 13.1+ 4.0 13.6x 2.0 12.2% 1.3
on day 4 MeantS.D. 11.3+ 4.6 13.1+ 4.0 13.5 2.0 12.2¢ 1.3

No. of dead offspring MeantS.D. 0.3t 0.6 0.2+ 0.4 0.6 1.2 0.6 0.5
No. of cannibalism MeantS.D. 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0
Sex ratio of total number of offspring

at birth (M/Total) 0.47(69/146) .48(76/159) .42 (66/157) .56(36/64)
Sex ratio of live offspring

at birth (M/Total) 0.47(67/143) .48(76/157) .43 (65/150) .57(35/61)
Sex ratio of live offspring

on day 4 (M/Total) 0.45(56/124) .48(76/157) .43(64/149) .57(35/61)
Sex ratio of total number of offspring

at birth (M/Total,litter) 0.476t 0.141 .488+ 0.158 .413+ 0.169 .566t+ 0.082
Sex ratio of live offspring

at birth (M/Total,litter) 0.476t 0.141 .494+ 0.163 .431+% 0.190 .576t 0.055
Sex ratio of live offspring

on day 4 (M/Total,litter) 0.472+ 0.158 (10) .494+ 0.163 .429+ 0.187 .576x 0.055

substance :ethyl (1l-naphthyl)ami

a) 300 mg/kg/day until Day 13 after initiation
Values in parentheses were expressed number of
No significant difference from the control.

ne

of administration
animals calculated.
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Table 9. -continued Findings of delivery in dams and observations on their offsprings Exp. No. E781 (115-231)

Group-No. 00 01 02 03
Dose Control substance substance substance
mg/kg/day 0 12 60 150 a)
Gestation index (%) 1) 91.7 100.0 100.0 100.0
Implantation index (%) 2) 89.10%f 10.76 (12) 91.37x 17.31 92.67t 10.39 96.31t 5.36
Delivery index (%, MeantS.D.) 3) 92.32+ 10.11 89.16% 14.13 97.07t 6.17 84 .47+t 11.56
Live birth index (%, MeantS.D.) 4) 98.07+ 4.80 98.72f 2.99 95.55t 8.71 95.33f 4.31
Viability index on day 4 (%, Mean*S.D.) 5) 88.43% 30.45 100.00x 0.00 99.35% 2.15 100.00x 0.00
Body weight of live offspring (g)
on day 0 male MeantS.D. 6.91t 0.82 7.01x 0.80 6.59+ 0.71 6.51x 1.11
female MeantS.D. 6.53+ 0.98 6.80+ 0.90 6.31+ 0.62 6.03+ 1.12
on day 4 male Mean*S.D. 11.57+ 1.87 (10) 11.56t 2.22 10.91f 1.40 10.46x 1.71
female MeantS.D. 11.36x 1.77 (10) 11.30f 2.50 10.57f 1.32 9.86t 1.86
No. of live offspring
with anomalies Total (%) 0( 0.0) 0( 0.0) 0( 0.0) 0( 0.0)

substance :ethyl (1-naphthyl)amine
a) 300 mg/kg/day until Day 13 after initiation of administration
) (No. of dams with live offsgpring / no. of pregnant female) x 100
2) (No. of implantation sites / no. of corpora lutea) x 100
) (No. of offspring delivered / no. of implantation sites) x 100
) (No. of live offspring on day 0 / no. of offspring delivered) x 100
5) (No. of live offspring on day 4 / no. of live offspring on day 0) x 100
Values in parentheses were expressed number of animals calculated.
No significant difference from the control.
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Exp. No. E781 (115-231)

Table 10. Gross necropsy findings of pups
Dose level (mg/kg/day) 0 12 60 150 *
Organ Findings
Male
Number of pups necropsied 56 76 64 35
Normal 56 76 63 35
INTEGUMENTARY SYSTEM
skin ulcer 0 0 19 0
Female
Number of pups necropsied 68 81 85 26
Normal 68 81 85 26
*: 300 mg/kg/day until Day 13 after initiation of administration

a) Animal ID-No. 2207-1M
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Exp. No. E781 (115-231)

Table 11. Histopathologic findings of pups
12 60 150 *

Dose level (mg/kg/day)
Organ Findings
56 76 64 35

Male
Number of pups necropsied

INTEGUMENTARY SYSTEM
ulcer

skin

*: 300 mg/kg/day until Day 13 after initiation of administration

-: Not applicable
a) Animal ID-No. 2207-1M
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Appendix 1-1. Clinical signs on male rats Exp. No. E781 (115-231)

Group-No.: 00 Control 0 mg/kg/day
Administration period (day)

Finding 0---> 1---> 2---> 3---> 4---> 5---> 6---> 7---> 8---> 9--->
Animal-No. Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
1001 Normal - - - - - - - - - - - - - - - - - - - -
1002 Normal - - - - - - - - - - - - - - - - - - - -
1003 Normal - - - - - - - - - - - - - - - - _ - - -
1004 Normal - - - - - - - - - - - - - - - - _ - - -
1005 Normal - - - - - - - - - - - - - - - - - - - -
1006 Normal - - - - - - - - - - - - - - - - - - - -
1007 Normal - - - - - - - - - - - - - - - - - - - -
1008 Normal - - - - - - - - - - - - - - - - - - - -
1009 Normal - - - - - - - - - - - - - - - - - - - -
1010 Normal - - - - - - - - - - - - - - - - - - - -
1011 Normal - - - - - - - - - - - - - - - - _ - - -
1012 Normal - - - - - - - - - - - - - - - - _ . . .

1 :Before dosing
2 :After dosing



-GIT-

Appendix 1-1. -continued Clinical signs on male rats Exp. No. E781 (115-231)

Group-No.: 01 substance 12 wmg/kg/day
Administration period (day)

Finding 0---> 1---> 2---> 3---> 4---> 5---> 6---> 7---> 8---> 9--->
Animal-No. Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
1101 Normal - - - - - - - - - - - - - - - - - - - -
1102 Normal - - - - - - - - - - - - - - - - - - - -
1103 Normal - - - - - - - - - - - - - - - - _ - - -
1104 Normal - - - - - - - - - - - - - - - - _ - - -
1105 Normal - - - - - - - - - - - - - - - - - - - -
1106 Normal - - - - - - - - - - - - - - - - - - - -
1107 Normal - - - - - - - - - - - - - - - - - - - -
1108 Normal - - - - - - - - - - - - - - - - - - - -
1109 Normal - - - - - - - - - - - - - - - - - - - -
1110 Normal - - - - - - - - - - - - - - - - - - - -
1111 Normal - - - - - - - - - - - - - - - - _ - - -
1112 Normal - - - - - - - - - - - - - - - - _ . . .

substance :ethyl (1-naphthyl)amine
1 :Before dosing
2 :After dosing



-911 -

Appendix 1-1. -continued Clinical signs on male rats Exp. No. E781 (115-231)

Group-No.: 02 substance 60 mg/kg/day
Administration period (day)

Finding 0---> 1---> 2---> 3---> 4---> 5---> 6---> 7---> 8---> 9--->
Animal-No. Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
1201 Brown urine - - - - - - - - - - + - + - + - + - + +
1202 Brown urine - - + - + - + - + - + - + - + - + - + -
1203 Brown urine - - - - + - + - + + n - + - + - + - + +
1204 Brown urine - - - - + - + - + - + - + - + - + - + -
1205 Brown urine - - - - + - + - + + + + + + + - + - + -
1206 Brown urine - - - - - - + - + - + - + - + - + - + -
1207 Brown urine - - - - - - + - + - + + + - + - + - + -
1208 Brown urine - - - - - - - - - - - - + - + - - - + -
1209 Brown urine - - - - - - - - + - - - - - + - + - + -
1210 Brown urine - - - - + - - - - - + - + - + - + - + -
1211 Brown urine - - + - + - + - - - + - + - + - + - + -
1212 Brown urine - - + - + - + - + - + + - - + - + + + -

substance :ethyl (1-naphthyl)amine
1 :Before dosing
2 :After dosing



SLIT -

Appendix 1-1. -continued Clinical signs on male rats Exp. No. E781 (115-231)

Group-No.: 03 substance 150 mg/kg/day a)
Administration period (day)
Finding 0---> 1---> 2---> 3---> 4---> 5---> 6---> 7---> 8---> 9--->
Animal-No. Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
1301 Irregular respiration - - - - - - - - - - - - + + D
Soiled fur - - - - - - - - - - - - + + D
Anogenital region
Pale skin - - - - - - - - - - - - + + D
Whole body
Loose stool - - - - - - - - + - - - - - D
Brown urine - - + + + + + + + + + + + + D
1302 Loose stool - - - - - - - - + - + - D
Brown urine - - + - + - + + + + + + D
1303 Loose stool - - - - - - - - + - - - - - - - - - - -
Brown urine - - + + + + + - + + + + + + + + + + + -
1304 Pale skin - - - - - - - - - - - - + + + + + + + +
Whole body
Brown urine - - + - + + + + + + + + + + + + + - + +
1305 Loose stool - - - - - - - - - - - - + + - - - - - -
Brown urine - - + - + - + - + + + + + + + + + - + -
1306 Decrease in locomotor activity - - - - - - - - - - - - - + D
Irregular respiration - - - - - - - - - - - - - + D
Soiled fur - - - - - - - - - - - - + + D
Anogenital region
Pale skin - - - - - - - - - - - - + + D
Whole body
Locse stool - - - - - - - - + - - - - - D
Brown urine - - + + + + + + + + + + + - D
1307 Locse stool - - - - - - - - + - D
Brown urine - - + - + + + + + - D
1308 Decrease in locomotor activity - - - - - - - - - - - - - + D
Pale skin - - - - - - - - - - - - + + D
Whole body
Brown urine - - + - + + + + + + + + + + D
D :dead

substance :ethyl (1-naphthyl)amine

a) 300 mg/kg/day until Day 13 after initiation of administration
1 :Before dosing

2 :After dosing



-8I1 -

Appendix 1-1. -continued Clinical signs on male rats Exp. No. E781 (115-231)

Group-No.: 03 substance 150 mg/kg/day a)
Administration period (day)

Finding 0---> 1---> 2---> 3---> 4---> 5---> 6---> 7---> 8---> 9--->
Animal-No. Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
1309 Soiled fur - - - - - - - - - - ¥ +

Anogenital region

Loose stool - - - - - - - - + - + - D

Brown urine - - + - + + + + + + + + D
1310 Brown urine - - + + + + + + + - + + + - + - + - + -
1311 Loose stool - - - - - - - - + - D

Brown urine - - + - + + + + + + D
1312 Brown urine - - + + + + D
D :dead

substance :ethyl (1-naphthyl)amine

a) 300 mg/kg/day until Day 13 after initiation of administration
1 :Before dosing

2 :After dosing



-611 -

Appendix 1-1. -continued Clinical signs on male rats Exp. No. E781 (115-231)

Group-No.: 00 Control 0 mg/kg/day
Administration period (day)

Finding 10---> 11---> 12---> 13---> 14--->
Animal-No. Part 1 2 1 2 1 2 1 2 1 2
1001 Normal - - - - - - - - - -
1002 Normal - - - - - - - - - _
1003 Normal - - - - - - - - - .
1004 Normal - - - - - - - - - .
1005 Normal - - - - - - - - - -
1006 Normal - - - - - - - - - .
1007 Normal - - - - - - _ - - .
1008 Normal - - - - - - - - - -
1009 Normal - - - - - - - - - -
1010 Normal - - - - - - - - - -
1011 Normal - - - - - - - - - -
1012 Normal - - - - - - _ - - _

1 :Before dosing
2 :After dosing



-0Cl -

Appendix 1-1. -continued Clinical signs on male rats Exp. No. E781 (115-231)

Group-No.: 01 substance 12 wmg/kg/day
Administration period (day)

Finding 10---> 11---> 12---> 13---> 14--->
Animal-No. Part 1 2 1 2 1 2 1 2 1 2
1101 Normal - - - - - - - - - -
1102 Normal - - - - - - - - - _
1103 Normal - - - - - - - - - .
1104 Normal - - - - - - - - - .
1105 Normal - - - - - - - - - -
1106 Normal - - - - - - - - - .
1107 Normal - - - - - - _ - - .
1108 Normal - - - - - - - - - -
1109 Normal - - - - - - - - - -
1110 Normal - - - - - - - - - -
1111 Normal - - - - - - - - - -
1112 Normal - - - - - - _ - - _

substance :ethyl (1-naphthyl)amine
1 :Before dosing
2 :After dosing



- 13 -

Appendix 1-1. -continued Clinical signs on male rats Exp. No. E781 (115-231)

Group-No.: 02 substance 60 mg/kg/day
Administration period (day)

Finding 10---> 11---> 12---> 13---> 14--->
Animal-No. Part 1 2 1 2 1 2 1 2 1 2
1201 Brown urine + - + - + - + - + -
1202 Brown urine + - + - + - + - + -
1203 Brown urine + - + - + - + - + -
1204 Brown urine + - + - + - + - + -
1205 Brown urine + - + + + - + - + -
1206 Brown urine + - + - + - + - + -
1207 Brown urine + - + - + - + - + -
1208 Brown urine + - + - + - . - . _
1209 Brown urine + - - - + - + - + -
1210 Brown urine + - + - - - + - + -
1211 Brown urine + - + - + - + - + -
1212 Brown urine + - + - + - + - + -

substance :ethyl (1-naphthyl)amine
1 :Before dosing
2 :After dosing



-CCl -

Appendix 1-1. -continued Clinical signs on male rats Exp. No. E781 (115-231)
Group-No.: 03 substance 150 mg/kg/day a)
Administration period (day)

Finding 10---> 11---> 12---> 13---> 14--->
Animal-No. Part 1 2 1 2 1 2 1 2 1 2
1303 Loose stool - - - - - - - - - -

Brown urine + -
1304 Pale skin + + + + - - - - - -

Whole body

Brown urine + + + + + - + + + -
1305 Loose stool - - - - - - _ - - _

Brown urine - - - -
1310 Brown urine + + + - + - + - + -

substance :ethyl (1-naphthyl)amine
a) 300 mg/kg/day until Day 13 after initiation of administration

1 :Before dosing
2 :After dosing



- €ql -

Appendix 1-1. -continued Clinical signs on male rats Exp. No. E781 (115-231)

Group-No.: 00 Control 0 mg/kg/day
Administration period (day)

Finding 15---> 16---> 17---» 18---» 19---> 20---> 21---» 22---> 23---> 24--->
Animal-No. Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
1001 Normal - - - - - - - - - - - - - - - - - - - -
1002 Normal - - - - - - - - - - - - - - - - - - - -
1003 Normal - - - - - - - - - - - - - - - - _ - - -
1004 Normal - - - - - - - - - - - - - - - - _ - - -
1005 Normal - - - - - - - - - - - - - - - - - - - -
1006 Normal - - - - - - - - - - - - - - - - - - - -
1007 Normal - - - - - - - - - - - - - - - - - - - -
1008 Normal - - - - - - - - - - - - - - - - - - - -
1009 Normal - - - - - - - - - - - - - - - - - - - -
1010 Normal - - - - - - - - - - - - - - - - - - - -
1011 Normal - - - - - - - - - - - - - - - - _ - - -
1012 Normal - - - - - - - - - - - - - - - - _ . . .

1 :Before dosing
2 :After dosing



1

Appendix 1-1. -continued Clinical signs on male rats Exp. No. E781 (115-231)

Group-No.: 01 substance 12 wmg/kg/day
Administration period (day)

Finding 15---> 16---> 17---» 18---» 19---> 20---> 21---» 22---> 23---> 24--->
Animal-No. Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
1101 Normal - - - - - - - - - - - - - - - - - - - -
1102 Normal - - - - - - - - - - - - - - - - - - - -
1103 Normal - - - - - - - - - - - - - - - - _ - - -
1104 Normal - - - - - - - - - - - - - - - - _ - - -
1105 Normal - - - - - - - - - - - - - - - - - - - -
1106 Normal - - - - - - - - - - - - - - - - - - - -
1107 Normal - - - - - - - - - - - - - - - - - - - -
1108 Normal - - - - - - - - - - - - - - - - - - - -
1109 Normal - - - - - - - - - - - - - - - - - - - -
1110 Normal - - - - - - - - - - - - - - - - - - - -
1111 Normal - - - - - - - - - - - - - - - - _ - - -
1112 Normal - - - - - - - - - - - - - - - - _ . . .

substance :ethyl (1-naphthyl)amine
1 :Before dosing
2 :After dosing



-6l -

Appendix 1-1. -continued Clinical signs on male rats Exp. No. E781 (115-231)

Group-No.: 02 substance 60 mg/kg/day
Administration period (day)

Finding 15---> 16---> 17---» 18---» 19---> 20---> 21---» 22---> 23---> 24--->
Animal-No. Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
1201 Brown urine - - - - + - - - - - + - + - + - + - + -
1202 Brown urine - - - - + - + - + - - - + - + + + - + -
1203 Brown urine - - + - - - - - + - + + + - + - + - + -
1204 Brown urine - - + - - - - - - - + - - - + + + - + -
1205 Brown urine - - - - - - - - + - + + - - + - + - + -
1206 Brown urine - - - - + - + - + - + - + - + - + - + -
1207 Brown urine - - - - + - + - + - + + + - + + + - + -
1208 Brown urine - - - - - - - - + - - + - - + + + + + +
1209 Brown urine - - - - + - - - - - - - + - + - - - + -
1210 Brown urine - - - - - - - - + - + - - - - - + - + -
1211 Brown urine + - + - + - + - + - + - + - + - + - + -
1212 Brown urine - - - - - - - - + - + - + - + - + + + -

substance :ethyl (1-naphthyl)amine
1 :Before dosing
2 :After dosing



-9¢l -

Appendix 1-1. -continued Clinical signs on male rats Exp. No. E781 (115-231)

Group-No.: 03 substance 150 mg/kg/day a)
Administration period (day)

Finding 15---> 16---> 17---» 18---» 19---> 20---> 21---» 22---> 23---> 24--->
Animal-No. Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
1303 Loose stool - - - - - - - - - - - - - - - - - - - -

Brown urine - - + - + - + - + - - - + - + - + - + -
1304 Pale skin - - - - - - - - - - - - - - - - - - - -

Whole body

Brown urine - - - - + - + - - - - + + - + + + - + -
1305 Loose stool - - - - - - - - - - - - - - - - - - - -

Brown urine - - - - + - + - - -
1310 Brown urine - - - - + - + - + - + - - - + + + + + -

substance :ethyl (1-naphthyl)amine

a) 300 mg/kg/day until Day 13 after initiation of administration
1 :Before dosing

2 :After dosing



- LTl -

Appendix 1-1. -continued Clinical signs on male rats Exp. No. E781 (115-231)

Group-No.: 00 Control 0 mg/kg/day
Administration period (day)

Finding 25---» 26---»> 27---» 28---» 29---> 30---> 31---> 32---> 33---> 34--->
Animal-No. Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
1001 Normal - - - - - - - - - - - - - - - - - - - -
1002 Normal - - - - - - - - - - - - - - - - - - - -
1003 Normal - - - - - - - - - - - - - - - - _ - - -
1004 Normal - - - - - - - - - - - - - - - - _ - - -
1005 Normal - - - - - - - - - - - - - - - - - - - -
1006 Normal - - - - - - - - - - - - - - - - - - - -
1007 Normal - - - - - - - - - - - - - - - - - - - -
1008 Normal - - - - - - - - - - - - - - - - - - - -
1009 Normal - - - - - - - - - - - - - - - - - - - -
1010 Normal - - - - - - - - - - - - - - - - - - - -
1011 Normal - - - - - - - - - - - - - - - - _ - - -
1012 Normal - - - - - - - - - - - - - - - - _ . . .

1 :Before dosing
2 :After dosing



- 8¢l -

Appendix 1-1. -continued Clinical signs on male rats Exp. No. E781 (115-231)

Group-No.: 01 substance 12 wmg/kg/day
Administration period (day)

Finding 25---» 26---»> 27---» 28---» 29---> 30---> 31---> 32---> 33---> 34--->
Animal-No. Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
1101 Normal - - - - - - - - - - - - - - - - - - - -
1102 Normal - - - - - - - - - - - - - - - - - - - -
1103 Normal - - - - - - - - - - - - - - - - _ - - -
1104 Normal - - - - - - - - - - - - - - - - _ - - -
1105 Normal - - - - - - - - - - - - - - - - - - - -
1106 Normal - - - - - - - - - - - - - - - - - - - -
1107 Normal - - - - - - - - - - - - - - - - - - - -
1108 Normal - - - - - - - - - - - - - - - - - - - -
1109 Normal - - - - - - - - - - - - - - - - - - - -
1110 Normal - - - - - - - - - - - - - - - - - - - -
1111 Normal - - - - - - - - - - - - - - - - _ - - -
1112 Normal - - - - - - - - - - - - - - - - _ . . .

substance :ethyl (1-naphthyl)amine
1 :Before dosing
2 :After dosing



-6Cl -

Appendix 1-1. -continued Clinical signs on male rats Exp. No. E781 (115-231)

Group-No.: 02 substance 60 mg/kg/day
Administration period (day)

Finding 25---» 26---»> 27---» 28---» 29---> 30---> 31---> 32---> 33---> 34--->
Animal-No. Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
1201 Brown urine + - + - + - + - + - + - + - + - - - + +
1202 Brown urine - - + - + - + - - - + - + - + - + - + -
1203 Brown urine + - + - + - + - + - - - + - + - + - + -
1204 Brown urine + - + - - - + - + - + - + - + - + - - +
1205 Brown urine + - + - + - + - + - + - + - - - + - + -
1206 Brown urine + - + - + - + - + + + - + - + - + - + +
1207 Brown urine + - + - + - + - - - + - - - + - - - - -
1208 Brown urine + - + - + - + - + - - - + - + - + - - -
1209 Brown urine - - - - + - - - - - + - + - - - - - - -
1210 Brown urine + - + - - - - - - - n - - - + - - - + _
1211 Brown urine + - + - - - + - + - - - - - - - + - _ -
1212 Brown urine + - - - + - - - + - - - + - + - + - + -

substance :ethyl (1-naphthyl)amine
1 :Before dosing
2 :After dosing



-0gl -

Appendix 1-1. -continued Clinical signs on male rats Exp. No. E781 (115-231)

Group-No.: 03 substance 150 mg/kg/day a)
Administration period (day)

Finding 25---» 26---»> 27---» 28---» 29---> 30---> 31---> 32---> 33---> 34--->
Animal-No. Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
1303 Loose stool - - - - - - - - - - - - - - - - - - - -

Brown urine + - + - + - + - + - + - + - + - + - - -
1304 Pale skin - - - - - - - - - - - - - - - - - - - -

Whole body

Brown urine + - + - + + + - + - + + + + + - + - + +
1305 Loose stool - - - - - - - - - - - - - - - - _ - - -

Brown urine + - + + + + + - + - + - + - + - + -
1310 Brown urine + - + - + - + - - + - + + - - - + - - -

substance :ethyl (1-naphthyl)amine

a) 300 mg/kg/day until Day 13 after initiation of administration
1 :Before dosing

2 :After dosing



-Iel-

Appendix 1-1.

-continued Clinical signs on male

Exp. No. E781 (115-231)

Group-No. :

Animal-No.

00

Finding

Part

Control mg/kg/day

Administration period

1001
1002
1003
1004
1005
1006
1007
1008
1009
1010
1011

1012

Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

Normal

SC
sC
sc
sC
SC
sC
sC
sC
sC
SC
sC
sC

SC:sacrificed
1 :Before dosing
2 :After dosing



-cel -

Appendix 1-1.

-continued Clinical signs on male

Exp. No. E781 (115-231)

Group-No. :

Animal-No.

01

Finding

Part

substance mg/kg/day

Administration period

1101
1102
1103
1104
1105
1106
1107
1108
1109
1110
1111

1112

Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

Normal

SC
sC
sc
sC
SC
sC
sC
sC
sC
SC
sC
sC

SC:sacrificed

substance

:ethyl (1-naphthyl)amine

1 :Before dosing
2 :After dosing



- gl -

Appendix 1-1. -continued Clinical signs on male rats Exp. No. E781 (115-231)

Group-No.: 02 substance 60 mg/kg/day
Administration period (day)
Finding 35---> 36---> 37---> 38---> 39---> 40---> 41---> 42

Animal-No. Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2

1201 Brown urine + - + - - - - - + - - - + - - sC
1202 Brown urine - - - - + - - - + - + - + - + sg¢
1203 Brown urine + - + - + - + - + - + - + - + scC
1204 Brown urine - - + - + - + - + - + - + - + sc
1205 Brown urine + - + - + - + - + - - - + - - sC
1206 Brown urine + - + - + - + - + - + - - - + 8C
1207 Brown urine - + + - + - + - + - + - + - + scC
1208 Brown urine + - + - + - + - + - + - + - + sc
1209 Brown urine - - + - - - - - + - - - - - - sc
1210 Brown urine + - + - + - + - - - + - + - + SsC
1211 Brown urine + - + - + - + - + - ¥ - + - + sc
1212 Brown urine + - + - + - + - + - + - + - + 8C

SC:sacrificed

substance :ethyl (l1-naphthyl)amine
1 :Before dosing

2 :After dosing



-pel -

Appendix 1-1. -continued Clinical signs on male rats Exp. No. E781 (115-231)

Group-No.: 03 substance 150 mg/kg/day a)
Administration period (day)

Finding 35---> 36---> 37---> 38---> 39---> 40---> 41---> 42
Animal-No. Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2
1303 Loose stool - - - - - - - - - - - - - - - s8¢

Brown urine + - + - + - + - - - + - + - + 8C
1304 Pale skin - - - - - - - - - - - - - - - sC

Whole body

Brown urine + - + - + - + - + - + - - - + SC
1305 Loose stool - - - - - - - - - - - - - - - sg¢

Brown urine + - + - + - + - + - + - + - + SC
1310 Brown urine + - + - + - + - - - + - + - - SscC

SC:sacrificed

substance :ethyl (1-naphthyl)amine

a) 300 mg/kg/day until Day 13 after initiation of administration
1 :Before dosing

2 :After dosing



-6l -

Appendix 1-2. Clinical signs on female rats Exp. No. E781 (115-231)

Group-No.: 00 Control 0 mg/kg/day
Pre-mating period (day)

Finding 0---> 1---> 2---> 3---> 4---> 5---> 6---> 7---> 8---> 9--->
Animal-No. Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
2001 Normal - - - - - - - - - - - - - - - - - - - -
2002 Normal - - - - - - - - - - - - - - - - - - - -
2003 Normal - - - - - - - - - - - - - - - - _ - - -
2004 Normal - - - - - - - - - - - - - - - - _ - - -
2005 Normal - - - - - - - - - - - - - - - - - - - -
2006 Normal - - - - - - - - - - - - - - - - - - - -
2007 Normal - - - - - - - - - - - - - - - - - - - -
2008 Normal - - - - - - - - - - - - - - - - - - - -
2009 Normal - - - - - - - - - - - - - - - - - - - -
2010 Normal - - - - - - - - - - - - - - - - - - - -
2011 Normal - - - - - - - - - - - - - - - - _ - - -
2012 Normal - - - - - - - - - - - - - - - - _ . . .

1 :Before dosing
2 :After dosing



-9¢l -

Appendix 1-2. -continued Clinical signs on female rats Exp. No. E781 (115-231)

Group-No.: 01 substance 12 wmg/kg/day
Pre-mating period (day)

Finding 0---> 1---> 2---> 3---> 4---> 5---> 6---> 7---> 8---> 9--->
Animal-No. Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
2101 Normal - - - - - - - - - - - - - - - - - - - -
2102 Normal - - - - - - - - - - - - - - - - - - - -
2103 Normal - - - - - - - - - - - - - - - - _ - - -
2104 Normal - - - - - - - - - - - - - - - - _ - - -
2105 Normal - - - - - - - - - - - - - - - - - - - -
2106 Normal - - - - - - - - - - - - - - - - - - - -
2107 Normal - - - - - - - - - - - - - - - - - - - -
2108 Normal - - - - - - - - - - - - - - - - - - - -
2109 Normal - - - - - - - - - - - - - - - - - - - -
2110 Normal - - - - - - - - - - - - - - - - - - - -
2111 Normal - - - - - - - - - - - - - - - - _ - - -
2112 Normal - - - - - - - - - - - - - - - - _ . . .

substance :ethyl (1-naphthyl)amine
1 :Before dosing
2 :After dosing



S LET -

Appendix 1-2.

-continued

Clinical signs on female rats

No. E781 (115-231)

Group-No. :

Animal-No.

02

substance

Finding

Part

mg/kg/day

Pre-mating period (day)

8---> 9--->
1 2 1 2

2201
2202
2203
2204
2205
2206
2207
2208
2209
2210
2211

2212

Brown
Brown

Brown

Normal

Brown

Normal

Brown

Brown

Brown

Brown

Brown

Brown

urine
urine

urine

urine

urine
urine
urine
urine
urine

urine

+

+

+

+ - + -
+ - + -
+ - + -
+ - + -
+ - + -
+ - + -
¥ - - -
+ - + -

substance

1 :Before dosing
2 :After dosing

:ethyl (1-naphthyl)amine



- 8¢l -

Appendix 1-2. -continued Clinical signs on female rats Exp. No. E781 (115-231)

Group-No.: 03 substance 150 mg/kg/day a)
Pre-mating period (day)
Finding 0---> 1---> 2---> 3---> 4---> 5---> 6---> 7---> 8---> 9--->
Animal-No. Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
2301 Brown urine - - - - + + + - + + + + + - + - + - + -
2302 Pale skin - - - - - - - - - - - - + + + + + + + +
Whole body
Brown urine - - - + + + + - + - + + + + + + + + + -
2303 Loose stool - - - - - - - - + - - - - - - - - . . _
Brown urine - - + - + - + - + + + + - - - + + + -
2304 Pale skin - - - - - - - - - - - - + + + + + + + +
Whole body
Loose stool - - - - - - - - + - + - - - - - - - - -
Brown urine - - - - + - + + + - + + + - + - + - + -
2305 Brown urine - - + - + + + + + + D
2306 Loose stool - - - - - - - - - - - - - - - - - - - -
Brown urine - - + - + - + + + + + - + + + + + -
2307 Pale skin - - - - - - - - - - ¥ + D
Whole body
Brown urine - - - - + - + - + + + + D
2308 Sciled fur - - - - - - - - - - + D
Anogenital region
Pale skin - - - - - - - - - - + D
Whole body
Loose stool - - - - - - - - + - - D
Brown urine - - - - + - + - + - D
2309 Loose stool - - - - - - + + + - - - - - - - - - . .
Brown urine - - - - + + + + + - + - + + + + + - + +
2310 Pale skin - - - - - - - - - - + +
Whole body
Brown urine - - + + + + + + + + + - D
D :dead

substance :ethyl (1-naphthyl)amine

a) 300 mg/kg/day until Day 13 after initiation of administration
1 :Before dosing

2 :After dosing



-6¢tl -

Appendix 1-2. -continued Clinical signs on female rats Exp. No. E781 (115-231)

Group-No.: 03 substance 150 mg/kg/day a)
Pre-mating period (day)
Finding 0---> 1---> 2---> 3---> 4---> 5---> 6---> 7---> 8---> 9--->
Animal-No. Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
2311 Brown urine - - - - + - + - + - + + + + - + + - - -
2312 Soiled fur - - - - - - + + + + + + D
Anogenital region
Pale skin - - - - - - - - - - + + D
Whole body
Smudge of perinasal area - - - - - - - - - - D
Loose stool - - - - - - + + + - - - D
Brown urine - - + + + - + + + D
D :dead

substance :ethyl (1-naphthyl)amine

a) 300 mg/kg/day until Day 13 after initiation of administration
1 :Before dosing

2 :After dosing



-ovl -

Appendix 1-2. -continued Clinical signs on female rats Exp. No. E781 (115-231)

Group-No.: 00 Control 0 mg/kg/day
Pre-mating period (day)

Finding 10---> 11---> 12---> 13---> 14--->
Animal-No. Part 1 2 1 2 1 2 1 2 1 2
2001 Normal - - - - - - - - - -
2002 Normal - - - - - - - - - _
2003 Normal - - - - - - - - - .
2004 Normal - - - - - - - - - .
2005 Normal - - - - - - - - - -
2006 Normal - - - - - - - - - .
2007 Normal - - - - - - _ - - .
2008 Normal - - - - - - - - - -
2009 Normal - - - - - - - - - -
2010 Normal - - - - - - - - - -
2011 Normal - - - - - - - - - -
2012 Normal - - - - - - _ - - _

1 :Before dosing
2 :After dosing



- 141 -

Appendix 1-2. -continued Clinical signs on female rats Exp. No. E781 (115-231)

Group-No.: 01 substance 12 wmg/kg/day
Pre-mating period (day)

Finding 10---> 11---> 12---> 13---> 14--->
Animal-No. Part 1 2 1 2 1 2 1 2 1 2
2101 Normal - - - - - - - - - -
2102 Normal - - - - - - - - - _
2103 Normal - - - - - - - - - .
2104 Normal - - - - - - - - - .
2105 Normal - - - - - - - - - -
2106 Normal - - - - - - - - - .
2107 Normal - - - - - - _ - - .
2108 Normal - - - - - - - - - -
2109 Normal - - - - - - - - - -
2110 Normal - - - - - - - - - -
2111 Normal - - - - - - - - - -
2112 Normal - - - - - - _ - - _

substance :ethyl (1-naphthyl)amine
1 :Before dosing
2 :After dosing



- Tl -

Appendix 1-2. -continued Clinical signs on female rats Exp. No. E781 (115-231)

Group-No.: 02 substance 60 mg/kg/day
Pre-mating period (day)

Finding 10---> 11---> 12---> 13---> 14--->
Animal-No. Part 1 2 1 2 1 2 1 2 1 2
2201 Brown urine + - + + + - - - - +
2202 Brown urine - - + - + - - - - _
2203 Brown urine + - + - + - + - - -
2204 Normal - - - - - - - - - .
2205 Brown urine + - + - + - + - - -
2206 Normal - - - - - - - - - .
2207 Brown urine - - - - - - + - + .
2208 Brown urine + - + - - - + - + -
2209 Brown urine + - + - - - - - - -
2210 Brown urine + - + - - - + - + -
2211 Brown urine - - - - - - - - - -
2212 Brown urine + - + - + - + - + -

substance :ethyl (1-naphthyl)amine
1 :Before dosing
2 :After dosing



- evl -

Appendix 1-2. -continued Clinical signs on female rats Exp. No. E781 (115-231)

Group-No.: 03 substance 150 mg/kg/day a)
Pre-mating period (day)
Finding 10---> 11---> 12---> 13---> 14--->
Animal-No. Part 1 2 1 2 1 2 1 2 1 2
2301 Brown urine + + + - + - + + + -
2302 Pale skin + + + + + + - - - -
Whole body
Brown urine + - + - + - + + + -
2303 Loose stool - - - - - - - - - .
Brown urine - + - + - + - + + -
2304 Pale skin + + + + + + - - - -
Whole body
Loose stool - - - - - - - - - .
Brown urine + - + - + - + - +
2306 Loose stool - - - - - - + + - _
Brown urine + + + + + + + +
2309 Loose stool - - - - - - - - - -
Brown urine + + + + + + + - + +
2311 Brown urine - - - - - + - - - _

substance :ethyl (1-naphthyl)amine

a) 300 mg/kg/day until Day 13 after initiation of administration
1 :Before dosing

2 :After dosing



- by -

Appendix 1-2. -continued Clinical signs on female rats Exp. No. E781 (115-231)
Group-No.: 00 Control 0 mg/kg/day
Mating period (day)

Finding 1---> 2---> 3---> 4---> 5---> 6---> 7---> 8---> 9---> 10--->
Animal-No. Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
2001 Normal - -
2003 Normal - - - - - - - - - - - - - - - - - - - -
2004 Normal - - - -
2006 Normal - - - - - - - -
2007 Normal - - - -
2008 Normal - - - -
2009 Normal - -
2010 Normal - -
2011 Normal - - - -
2012 Normal - - - - - - - - - - - - - - - - - - - -

1 :Before dosing
2 :After dosing



- Syl -

Appendix 1-2. -continued Clinical signs on female rats Exp. No. E781 (115-231)
Group-No.: 01 substance 12 wmg/kg/day
Mating period (day)
Finding 1---> 2---> 3---> 4---> 5--->
Animal-No. Part 1 2 1 2 1 2 1 2 1 2
2102 Normal - - - - - - - - - -
2103 Normal - - - - - -
2104 Normal - - - - - -
2105 Normal - - - - - -
2106 Normal - -
2107 Normal - -
2108 Normal - - - -
2109 Normal - -
2110 Normal - -
2111 Normal - -

substance :ethyl (1-naphthyl)amine
1 :Before dosing
2 :After dosing



- 9¢1 -

Appendix 1-2. -continued Clinical signs on female rats Exp. No. E781 (115-231)
Group-No.: 02 substance 60 mg/kg/day
Mating period (day)
Finding 1---> 2---> 3---> 4---> 5---> 6--->
Animal-No. Part 1 2 1 2 1 2 1 2 1 2 1 2
2201 Normal
2204 Normal
2205 Brown urine -
2206 Normal
2207 Normal
2210 Brown urine
2212 Normal
substance :ethyl (1-naphthyl)amine

1 :Before dosing
2 :After dosing



- Ly1-

Appendix 1-2. -continued Clinical signs on female rats Exp. No. E781 (115-231)

Group-No.: 03 substance 150 mg/kg/day a)
Mating period (day)

Finding 1---> 2---> 3---> 4---> 5---> 6--->
Animal-No. Part 1 2 1 2 1 2 1 2 1 2 1 2
2301 Normal - -
2302 Brown urine - - - - - - - - - + + +
2303 Brown urine - - - - + -
2304 Normal - - - -
2306 Brown urine - - - - - - - - - + + -
2311 Normal - - - - - - - - - .

substance :ethyl (1-naphthyl)amine

a) 300 mg/kg/day until Day 13 after initiation of administration
1 :Before dosing

2 :After dosing



Appendix 1-2. -continued

Clinical signs on female rats

ExXp. No.

E781

(115-231)

Group-No.: 00 Control 0 mg/kg/day
Mating period (day)
Finding 11---> 12---> 13--->
Animal-No. Part 1 2 1 2 1 2
2003 Normal - - - - -
2012 Normal - - -

1 :Before dosing
2 :After dosing

-8vl -



- 6¥1 -

Appendix 1-3. Clinical signs on dams Exp. No. E781 (115-231)
Group-No.: 00 Control 0 mg/kg/day
Gestation period (day)

Finding 0---> 1---> 2---> 3---> 4---> 5---> 6---> 7---> 8---> 9--->
Animal-No. Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
2001 Normal - - - - -
2002 Normal - - - - -
2003 Normal - - - - -
2004 Normal - - - - -
2005 Normal - - - - -
2006 Soiled fur - - - - -

Anogenital region

2007 Normal - - - - -
2008 Normal - - - - -
2009 Normal - - - - -
2010 Normal - - - - -
2011 Normal - - - - -
2012 Normal - - - - -

1 :Before dosing
2 :After dosing



- 081 -

Appendix 1-3. -continued Clinical signs on dams Exp. No. E781 (115-231)

Group-No.: 01 substance 12 wmg/kg/day
Gestation period (day)

Finding 0---> 1---> 2---> 3---> 4---> 5---> 6---> 7---> 8---> 9--->
Animal-No. Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
2101 Normal - - - - - - - - - - - - - - - - - - - -
2102 Normal - - - - - - - - - - - - - - - - - - - -
2103 Normal - - - - - - - - - - - - - - - - _ - - -
2104 Normal - - - - - - - - - - - - - - - - _ - - -
2105 Normal - - - - - - - - - - - - - - - - - - - -
2106 Normal - - - - - - - - - - - - - - - - - - - -
2107 Normal - - - - - - - - - - - - - - - - - - - -
2108 Normal - - - - - - - - - - - - - - - - - - - -
2109 Normal - - - - - - - - - - - - - - - - - - - -
2110 Normal - - - - - - - - - - - - - - - - - - - -
2111 Normal - - - - - - - - - - - - - - - - _ - - -
2112 Normal - - - - - - - - - - - - - - - - _ . . .

substance :ethyl (1-naphthyl)amine
1 :Before dosing
2 :After dosing



- IST -

Appendix 1-3.

-continued

Clinical signs on dams

No. E781 (115-231)

Group-No. :

Animal-No.

02

substance

Finding

Part

mg/kg/day

3--->

Gestation period (day)
5--->

8---> 9--->
1 2 1 2

2201
2202
2203
2204
2205
2206
2207
2208
2209
2210
2211

2212

Brown
Brown
Brown
Brown
Brown
Brown
Brown
Brown
Brown
Brown
Brown

Brown

urine
urine
urine
urine
urine
urine
urine
urine
urine
urine
urine

urine

+

+

+

+

+

+ - + -
+ - + -
- - + -
- - + -

substance

1 :Before dosing
2 :After dosing

:ethyl (1-naphthyl)amine



- ¢Sl -

Appendix 1-3. -continued Clinical signs on dams Exp. No. E781 (115-231)
Group-No.: 03 substance 150 mg/kg/day a)
Gestation period (day)

Finding 0---> 1---> 2---> 3---> 4---> 5---> 6---> 7---> 8---> 9--->
Animal-No. Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
2301 Brown urine - - - + + - + - - - - -
2302 Brown urine - - - + - - - - + + - +
2303 Brown urine - - - - - - - - - - - -
2304 Soiled fur + + + + + + + + + + + +

Anogenital region

Blackish tail + + + + + +

Brown urine - - + - + - - - - - + -
2306 Brown urine - - + + - - + . n - + _
2309 Brown urine - - - - - - - - _ - - .
2311 Brown urine - - - - - - - - - - + -

gsubstance :ethyl (1-naphthyl)amine

a) 300 mg/kg/day until Day 13 after initiation of administration
1 :Before dosing

2 :After dosing



- €61 -

Appendix 1-3. -continued Clinical signs on dams Exp. No. E781 (115-231)
Group-No.: 00 Control 0 mg/kg/day
Gestation period (day)

Finding 10---» 11---»> 12---» 13---» 14---» 15---> 16---»> 17---> 18---> 19--->
Animal-No. Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
2001 Normal - - - - - - - - - - - - - -
2002 Normal - - - - - - - - - - - - - -
2003 Normal - - - - - - - - - - - - - -
2004 Normal - - - - - - - - - - - - - -
2005 Normal - - - - - - - - - - - - - -
2006 Soiled fur - - - - - - - - - - - - - -

Anogenital region

2007 Normal - - - - - - - - - - - - - -
2008 Normal - - - - - - - - - - - - - -
2009 Normal - - - - - - - - - - - - - -
2010 Normal - - - - - - - - - - - - - -
2011 Normal - - - - - - - - - - - - - -
2012 Normal - - - - - - - - - - - - - -

1 :Before dosing
2 :After dosing



- PSIl -

Appendix 1-3. -continued Clinical signs on dams Exp. No. E781 (115-231)

Group-No.: 01 substance 12 wmg/kg/day
Gestation period (day)

Finding 10---» 11---»> 12---» 13---» 14---» 15---> 16---»> 17---> 18---> 19--->
Animal-No. Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
2101 Normal - - - - - - - - - - - - - - - - - - - -
2102 Normal - - - - - - - - - - - - - - - - - - - -
2103 Normal - - - - - - - - - - - - - - - - _ - - -
2104 Normal - - - - - - - - - - - - - - - - _ - - -
2105 Normal - - - - - - - - - - - - - - - - - - - -
2106 Normal - - - - - - - - - - - - - - - - - - - -
2107 Normal - - - - - - - - - - - - - - - - - - - -
2108 Normal - - - - - - - - - - - - - - - - - - - -
2109 Normal - - - - - - - - - - - - - - - - - - - -
2110 Normal - - - - - - - - - - - - - - - - - - - -
2111 Normal - - - - - - - - - - - - - - - - _ - - -
2112 Normal - - - - - - - - - - - - - - - - _ . . .

substance :ethyl (1-naphthyl)amine
1 :Before dosing
2 :After dosing



-GS -

Appendix 1-3. -continued Clinical signs on dams Exp. No. E781 (115-231)

Group-No.: 02 substance 60 mg/kg/day
Gestation period (day)

Finding 10---» 11---»> 12---» 13---» 14---» 15---> 16---»> 17---> 18---> 19--->
Animal-No. Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
2201 Brown urine - - - - - - - - - - - - - - - - - - - -
2202 Brown urine - - - - - - - - - - - - - - - - + - - -
2203 Brown urine - - + - - - + - - - - - - - _ _ _ _ _ _
2204 Brown urine + - + - - - - - - - - - - - _ _ _ _ _ _
2205 Brown urine + - + - - - + - + - + - - - - - - - - -
2206 Brown urine + - + - + - + - + - + - + - + - + - - -
2207 Brown urine + - + - - - - - + - - - - - - _ _ _ + _
2208 Brown urine - - - - - - + - - - + - - - - - _ - - _
2209 Brown urine - - - - - - - - + - - - - - - - _ - - -
2210 Brown urine - + + - - - - - + - - - - - - - + - - -
2211 Brown urine - - - - - - - - - - - - - - + - - - - -
2212 Brown urine - - - - - - + - - - - - - - - - + . . _

substance :ethyl (1-naphthyl)amine
1 :Before dosing
2 :After dosing



- 961 -

Appendix 1-3. -continued Clinical signs on dams Exp. No. E781 (115-231)

Group-No.: 03 substance 150 mg/kg/day a)
Gestation period (day)

Finding 10---» 11---»> 12---» 13---» 14---» 15---> 16---»> 17---> 18---> 19--->
Animal-No. Part 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
2301 Brown urine - - + - + - - + - - + - + - + + + - + -
2302 Brown urine + - + - - - - - - - - + - - - - + - + -
2303 Brown urine - - - + - - - - - - - - - - - + - - - -
2304 Soiled fur + + + + + + + + + + + + + + + + + + + +

Anogenital region

Blackish tail + + + + + + + + + + + + + + + + + + +

Brown urine - + + - - - - - + - - - + + - + - - + -
2306 Brown urine + + + - - - + + - + + - + - + - + - + -
2309 Brown urine - - - - + - + - + - - - + - - - + - _ _
2311 Brown urine - - - - - - + + - + - + - - - + - - - -

gsubstance :ethyl (1-naphthyl)amine

a) 300 mg/kg/day until Day 13 after initiation of administration
1 :Before dosing

2 :After dosing



T LST -

Appendix 1-3. -continued Clinical signs on dams Exp. No. E781 (115-231)
Group-No.: 00 Control 0 mg/kg/day
Gestation period (day)
Finding 20---» 21---» 22---> 23
Animal-No. Part 1 2 1 2 1 2
2001 Normal - - - -
2002 Normal - - - - - -
2003 Normal - - - -
2004 Normal - - - - - -
2005 Normal - - - -
2006 Soiled fur - - - - - - + DD
Anogenital region
2007 Normal - - - - - .
2008 Normal - - - - - .
2009 Normal - - - -
2010 Normal - - - -
2011 Normal - - - -
2012 Normal - - - - - -

DD:difficult delivery
1 :Before dosing
2 :After dosing



- 861 -

Appendix 1-3. -continued Clinical signs on dams Exp. No. E781 (115-231)

Group-No.: 01 substance 12 wmg/kg/day
Gestation period (day)

Finding 20---> 21---> 22--->
Animal-No. Part 1 2 1 2 1 2
2101 Normal - - - -
2102 Normal - - - - - -
2103 Normal - - - - - -
2104 Normal - - - -
2105 Normal - - - - - -
2106 Normal - - - -
2107 Normal - - - -
2108 Normal - - - - - -
2109 Normal - - - -
2110 Normal - - - - - -
2111 Normal - - - - - -
2112 Normal - - - .

substance :ethyl (1-naphthyl)amine
1 :Before dosing
2 :After dosing



- 661 -

Appendix 1-3. -continued Clinical signs on dams Exp. No. E781 (115-231)
Group-No.: 02 substance 60 mg/kg/day
Gestation period (day)
Finding 20---» 21---> 22---» 23---» 24---» 25
Animal-No. Part 1 2 1 2 1 2 1 2 1 2
2201 Brown urine - - - -
2202 Brown urine - - - -
2203 Brown urine - - - - - - _ - - _ - ND
2204 Brown urine - - - - - -
2205 Brown urine - - - -
2206 Brown urine - - - - - -
2207 Brown urine - - + -
2208 Brown urine - - - - - -
2209 Brown urine - - - -
2210 Brown urine - - - -
2211 Brown urine - - - - - -
2212 Brown urine - - - -

ND:not delivery
substance :ethyl (1-naphthyl)amine
1 :Before dosing
2 :After dosing



- 091 -

Appendix 1-3. -continued Clinical signs on dams Exp. No. E781 (115-231)

Group-No.: 03 substance 150 mg/kg/day a)
Gestation period (day)
Finding 20---> 21---> 22---> 23---> 24---> 25
Animal-No. Part 1 2 1 2 1 2 1 2 1 2
2301 Brown urine + - + -
2302 Brown urine + - + -
2303 Brown urine - - - -
2304 Soiled fur + + + + + + + + + + + ND
Anogenital region
Blackish tail + + + + + + + + + + + ND
Brown urine + - + - + - n - + - + ND
2306 Brown urine + - + - + -
2309 Brown urine + - + -
2311 Brown urine - - - - - - . - - _ - ND

ND:not delivery

substance :ethyl (l-naphthyl)amine

a) 300 mg/kg/day until Day 13 after initiation of administration
1 :Before dosing

2 :After dosing



- 191 -

Appendix 1-3. -continued Clinical signs on dams Exp. No. E781 (115-231)

Group-No.: 00 Control 0 mg/kg/day
Lactation period (day)

Finding 0---> 1---> 2---> 3---> 4
Animal-No. Part 1 2 1 2 1 2 1 2
2001 Normal - - - - - - - - - sc
2002 Normal - - - - - - - - - s8¢
2003 Normal - - - - - - - - - sC
2004 Normal - - - - - - - - - 8¢
2005 Normal - - - - - - - - - 8¢
2007 Normal - - - - - - - - - 8¢
2008 Normal - - - - - - - - - sC
2009 Normal - - - - - - - - - 8¢
2010 Normal - - - - - - - - - sc
2011 Normal - - - - - - - - - AP
2012 Normal - - - - - - - - - sC
SC:sacrificed AP:all pups died

1 :Before dosing
2 :After dosing



-o91 -

Appendix 1-3. -continued Clinical signs on dams Exp. No. E781 (115-231)

Group-No.: 01 substance 12 wmg/kg/day
Lactation period (day)
Finding 0---> 1---> 2---> 3---> 4

Animal-No. Part 1 2 1 2 1 2 1 2

2101 Normal - - - - - - - - - sC
2102 Normal - - - - - - - - - s8¢
2103 Normal - - - - - - - - - sC
2104 Normal - - - - - - - - - 8¢
2105 Normal - - - - - - - - - 8¢
2106 Normal - - - - - - - - - 8¢
2107 Normal - - - - - - - - - sC
2108 Normal - - - - - - - - - 8¢
2109 Normal - - - - - - - - - sc
2110 Normal - - - - - - - - - sC
2111 Normal - - - - - - - - - scC
2112 Normal - - - - - - - - - 8sC

SC:sacrificed

substance :ethyl (l1-naphthyl)amine
1 :Before dosing

2 :After dosing



- €91 -

Exp. No.

E781

(115-231)

0--->

1

2

1--->

1

2

2--->

1

2

3
1

Lactation period (day)
-—-> 4
2

Appendix 1-3. -continued Clinical signs on dams

Group-No.: 02 substance 60 mg/kg/day
Finding

Animal-No. Part

2201 Normal

2202 Normal

2204 Normal

2205 Normal

2206 Normal

2207 Brown urine

2208 Normal

2209 Normal

2210 Normal

2211 Normal

2212 Normal

SC:sacrificed

substance :ethyl (1-naphthyl)amine
1 :Before dosing

2 :After dosing



- P9l -

Appendix 1-3. -continued Clinical signs on dams Exp. No. E781 (115-231)
Group-No.: 03 substance 150 mg/kg/day a)
Lactation period (day)

Finding 0---> 1---> 2---> 3---> 4
Animal-No. Part 1 2 1 2 1 2 1 2
2301 Brown urine - scC
2302 Brown urine - sC
2303 Normal - sC
2306 Brown urine - sC
2309 Brown urine - SC

SC:sacrificed

substance

1 :Before dosing
2 :After dosing

:ethyl (1-naphthyl)amine
a) 300 mg/kg/day until Day 13 after initiation of administration



Appendix 2-1.

Body weight changes of male rats

Exp. No.

E781

(115-231)

Group-No. Administration period (day) Unit:g
Dose Gain
mg/kg/day Animal-No. 0 7 14 21 28 35 2 ( 0-42
00 1001 391.8 426.6 467.0 497 .4 526.1 554.0 580.2 188.4
Control 1002 374.9 415.6 448.3 473 .4 501.3 525.8 546.9 172.0
0 1003 386.1 420.8 449.2 477.0 500.3 535.7 565.9 179.8
1004 377.3 410.1 438.1 462 .3 490.2 522.7 543 .2 165.9
1005 368.3 408.7 448.3 477.9 515.0 545.7 563.4 195.1
1006 366.6 410.3 437.8 460.8 482.9 505.2 527.8 161.2
1007 365.2 395.2 419.9 441.8 467.9 484 .5 500.7 135.5
1008 387.9 421.0 454 .6 485.2 511.8 530.6 551.9 164.0
1009 356.8 393.3 426.3 454.1 479.2 500.3 526.3 162.5
1010 349.4 375.4 400.2 419.3 441.7 466.3 486.2 136.8
1011 355.8 385.8 411.1 440.7 454 .8 469.7 482.3 126.5
L‘ 1012 372.4 407.0 439.7 460.9 481.9 509.8 536.8 164 .4
N
W N 12 12 12 12 12 12 12 12
! Mean 371.0 405.8 436.7 462.6 487.8 512.5 534.3 163.3
S.D. 13.4 15.5 19.2 21.6 25.0 28.5 31.3 21.0
01 1101 379.7 414.8 446 .2 477.1 510.4 530.5 549.6 169.9
substance 1102 369.2 409.5 449.9 481.6 510.3 532.7 555.5 186.3
12 1103 371.2 403.6 430.3 462 .6 492.6 514 .2 539.0 167.8
1104 383.4 419.2 447.6 479.3 518.5 557.3 589.9 206.5
1105 371.8 412.6 436.5 464.7 485.1 507.8 530.0 158.2
1106 386.7 419.0 448.7 471.9 493.6 515.0 532.9 146 .2
1107 387.0 435.4 473 .4 499.8 519.6 545.0 569.7 182.7
1108 370.1 400.9 441.9 469.3 500.4 527.2 555.2 185.1
1109 352.7 382.3 409.1 428.2 442 .4 464 .3 480.1 127.4
1110 347.2 376.2 407.7 424 .3 446 .2 465.7 480.6 133.4
1111 390.0 413.5 447 .6 464 .6 494 .7 518.1 535.1 145.1
1112 354 .3 385.1 422 .3 450.4 476.9 501.9 516 .7 162 .4
N 12 12 12 12 12 12 12 12
Mean 371.9 406.0 438.4 464.5 490.9 515.0 536.2 164.3
S.D. 14.4 17.4 18.7 21.6 25.3 28.0 32.5 23.6
substance :ethyl (1-naphthyl)amine



Appendix 2-1.

-continued

Body weight changes of male rats

Exp. No.

E781

(115-231)

Group-No. Administration period (day) Unit:g
Dose Gain
mg/kg/day Animal-No. 0 7 14 21 28 35 2 ( 0-42
02 1201 394 .4 427.7 460.8 490.1 529.7 549.7 582.2 187.8
substance 1202 379.2 410.7 440 .4 465.95 492 .4 527.1 557.8 178.6
60 1203 358.6 382.4 408.1 429.1 455.6 476.0 499.9 141.3
1204 365.6 393.9 425.7 4495 .4 465.5 484 .5 503.8 138.2
1205 376.4 409.8 448.0 463 .4 489.6 519.4 547.8 171.4
1206 375.0 406.7 433.1 450.7 468.8 486.4 507.2 132.2
1207 348.7 364.8 387.0 410.7 434 .7 462 .2 471.2 122.5
1208 367.7 396.1 437.1 466.0 494.5 515.1 533.0 165.3
1209 372.4 390.4 419.0 447.0 463.7 489.3 508.3 135.9
1210 348.8 378.8 417 .3 439.3 468 .4 502.5 533.9 185.1
1211 393.0 429.5 456 .8 481.1 506.5 529.8 552.6 159.6
L‘ 1212 386.2 422 .6 448 .4 470.5 493 .4 516.2 533.0 146.8
o
) N 12 12 12 12 12 12 12 12
! Mean 372.2 401.1 431.8 455.3 480.2 504.9 527.6 155.4
S.D. 15.2 20.3 21.5 22.3 25.6 25.6 30.6 22.2
03 1301 377.6 D -
substance 1302 377.8 D -
150 a) 1303 384.9 371.4 413.0 436 .8 472.7 496 .5 510.5 125.6
1304 366.8 293 .4 351.0 395.3 434 .3 461.8 481.6 114.8
1305 396.6 403.9 429.9 448.6 486.7 502.5 531.9 135.3
1306 380.9 D -
1307 346.0 D -
1308 359.0 D -
1309 377.2 D -
1310 385.7 391.6 426.9 465.8 507.3 544.5 572.9 187.2
1311 356.1 D -
1312 363.7 D -
N 12 4 4 4 4 4 4 4
Mean 372.7 365.1 405.2 437.6 475.3 501.3 524 .2 140.7
S.D. 14.5 49.6 36.9 28.2 30.8 33.9 38.4 32.1
D :dead

substance :ethyl (1-naphthyl)amine
a) 300 mg/kg/day until Day 13 after initiation of

administration



Appendix 2-2.

Body weight changes of female rats

Exp. No. E781

(115-231)

Group-No. Administration period (day) Unit:g
Dose Gain
mg/kg/day Animal-No. 0 7 14 21 0-14 )
00 2001 248.7 264.1 272.5 23.8
Control 2002 240.1 248.1 266.6 26 .5
0 2003 233.8 249.8 256.8 301.8 23.0
2004 247.7 258.8 261.4 13.7
2005 241 .4 257.0 273.0 31.6
2006 241.2 253.2 268.6 27.4
2007 224.6 241.8 254.8 30.2
2008 250.2 266.5 284.0 33.8
2009 234.5 251.9 263.7 29.2
2010 233.0 252.4 265.7 32.7
2011 228.2 246.0 258.5 30.3
L‘ 2012 240.7 249.5 256 .4 311.7 15.7
N
~ N 12 12 12 2 12
! Mean 238.7 253.3 265.2 306.8 26.5
S.D. 8.1 7.2 8.5 7.0 6.4
01 2101 233 .4 242.8 256 .4 23.0
substance 2102 244.7 254.9 267.8 23.1
12 2103 241.5 249.1 266.2 24 .7
2104 249.9 257 .4 271.2 21.3
2105 236.5 252.5 251.2 14.7
2106 245.7 264.1 281.1 35.4
2107 231.2 252.6 262.2 31.0
2108 250.1 261.1 271.3 21.2
2109 241.8 262.9 271.3 29.5
2110 227.0 244 .3 256.2 29.2
2111 215.9 236.2 251.2 35.3
2112 251.2 255.7 278.2 27.0
N 12 12 12 12
Mean 239.1 252.8 265.4 26.3
S.D. 10.7 8.5 10.0 6.1
substance :ethyl (1-naphthyl)amine



Appendix 2-2.

-continued

Body weight changes of female rats

(115-231)

Group-No. Administration period (day) Unit:g
Dose Gain
mg/kg/day Animal-No. 0 7 14 ( 0-14
02 2201 237.2 247.5 263.7 26.5
substance 2202 245.1 245.6 254.8 9.7
60 2203 257.7 269.2 279.0 21.3
2204 231.3 242.5 255.1 23.8
2205 226.8 241.8 250.1 23.3
2206 235.0 251.5 261.8 26.8
2207 240.9 244.9 261.5 20.6
2208 245.6 243.5 252.6 7.0
2209 245.3 252.3 269.2 23.9
2210 219.4 238.2 248.8 29.4
2211 244 .3 251.1 271.9 27.6
L‘ 2212 250.3 266 .7 273.0 22.7
N
o« N 12 12 12 12
! Mean 239.9 249.6 261.8 21.9
S.D. 10.6 9.6 9.8 6.9
03 2301 248.5 243.9 263.3 14.8
substance 2302 229.9 208.6 237.9 8.0
150 a) 2303 236.5 245.2 250.9 14 .4
2304 242.1 195.6 225.0 -17.1
2305 229.5 D -
2306 244 .4 246.7 258.3 13.9
2307 249.9 D -
2308 239.4 D -
2309 247.7 247 .0 268.0 20.3
2310 252.5 D -
2311 232.1 233.1 240.5 8.4
2312 236.4 D -
N 12 7 7 7
Mean 240.7 231.4 249.1 9.0
S.D. 8.0 20.9 15.4 12.2
D :dead

substance :ethyl (1-naphthyl)amine
a) 300 mg/kg/day until Day 13 after initiation of

administration



Appendix 2-3. Body weight changes of dams (115-231)
Group-No. Gestation period (day) Unit:g
Dose Gain
mg/kg/day Animal-No. 0 7 14 20 ( 0-20
00 2001 277.1 311.7 350.3 418 .4 141.3
Control 2002 263.6 300.2 329.0 391.9 128.3
0 2003 309.8 332.8 370.1 435.9 126.1
2004 251.4 288.3 311.7 375.1 123.7
2005 272.9 308.3 346 .4 408.5 135.6
2006 278.2 300.0 329.7 410.0 131.8
2007 259.1 291.1 322.2 384.2 125.1
2008 292.7 326.7 365.0 431.2 138.5
2009 263.6 287.4 315.0 386.8 123.2
2010 267.5 298.8 336.8 413.9 146 .4
2011 266.3 298.2 335.0 420.4 154 .1
L‘ 2012 317.8 338.6 369.3 419.5 101.7
N
O N 12 12 12 12 12
! Mean 276.7 306.8 340.0 408.0 131.3
S.D. 20.3 17.3 20.3 19.3 13.5
01 2101 259.3 294 .8 327.8 399.8 140.5
substance 2102 275.9 307.9 337.5 383.3 107.4
12 2103 271.6 315.3 354.3 429 .4 157.8
2104 278.1 318.5 355.0 431.8 153.7
2105 261.0 293.8 325.7 383.5 122.5
2106 280.9 320.6 359.6 447.7 166.8
2107 261.1 302.0 331.2 409.7 148.6
2108 278.5 311.6 344 .4 408.8 130.3
2109 274.8 305.1 335.4 412.8 138.0
2110 259.0 287.3 314.6 342.8 83.8
2111 255.7 302.6 343.7 413.5 157.8
2112 274.9 313.5 354.1 447 .6 172.7
N 12 12 12 12 12
Mean 269.2 306.1 340.3 409.2 140.0
S.D. 9.2 10.4 14.0 29.8 25.8
substance :ethyl (1-naphthyl)amine
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Appendix 2-3.

-continued

Body weight changes of dams

Exp. No.

E781

(115-231)

Group-No. Gestation period (day) Unit:g
Dose Gain
mg/kg/day Animal-No. 0 7 14 20 ( 0-20)
02 2201 257.3 294.0 325.3 393.8 136.5
substance 2202 261.4 303.4 347.5 416.9 155.5
60 2203NP 273 .3+ 292 .6+ 300.1+ 300.6+ 27 .3+
2204 262.8 288.3 317.3 385.6 122.8
2205 272.7 321.4 362.2 440.2 167.5
2206 261.9 288.6 316.8 377.0 115.1
2207 269.6 302.1 345.3 409.5 139.9
2208 256.3 285.2 313.8 378.3 122.0
2209 264.4 301.6 335.3 400.9 136.5
2210 252.1 286.9 316.1 384 .4 132.3
2211 273.7 310.5 351.7 431.0 157.3
2212 280.7 326.7 358.5 435.6 154.9
N 11 11 11 11 11
Mean 264.8 300.8 335.4 404.8 140.0
S.D. 8.6 14.1 18.4 23.4 16.9
03 2301 262.2 294 .8 327.1 353.5 91.3
substance 2302 264.0 300.3 334.8 405.7 141.7
150 a) 2303 266.5 295.1 331.8 386.0 119.5
2304NP 237.9+ 285.6+ 286.0+ 269.6+ 31.7+
2306 275.8 313.4 342.8 414 .2 138.4
2309 267.6 305.2 348.4 415.2 147.6
2311NP 261 .3+ 274 .7+ 285.7+ 290.4+ 29.1+
N 5 5 5 5 5
Mean 267.2 301.8 337.0 394.95 127.7
S.D. 5.2 7.8 8.6 26.0 22.9

substance :ethyl (1-naphthyl)amine

a) 300 mg/kg/day until Day 13 after initiation of administration

NP: non-pregnancy, the values with plusg sign(+)

were excluded from the calculation



Appendix 2-3. -continued Body weight changes of dams Exp. No. E781 (115-231)
Group-No. Lactation period (day) Unit:g
Dose Gain
mg/kg/day Animal-No. 0 4 ( 0- 4
00 2001 310.3 337.7 27 .4
Control 2002 297.3 332.2 34.9
0 2003 344.3 378.1 33.8
2004 297.1 308.9 11.8
2005 328.8 350.0 21.2
2007 273.5 319.9 46 .4
2008 351.2 372.6 21.4
2009 273.7 313.2 39.5
2010 300.3 347.5 47.2
2011AP 293.8 274.1 -19.7
. 2012 359.5 369.3 9.8
2 N 11 10 10
—_ Mean 311.8 342.9 29.3
! S.D. 30.0 24.9 13.3
01 2101 308.8 342.1 33.3
substance 2102 335.0 340.2 5.2
12 2103 326.5 345.0 18.5
2104 334.6 352.3 17.7
2105 288.5 328.2 39.7
2106 314.2 347.1 32.9
2107 292 .4 321.9 29.5
2108 291.6 338.6 47.0
2109 316.2 337.9 21.7
2110 309.6 323.8 14.2
2111 309.0 331.9 22.9
2112 347.3 341.5 -5.8
N 12 12 12
Mean 314.5 337.5 23.1
S.D. 18.6 9.4 14.7
substance :ethyl (l-naphthyl)amine

AP: all pups died,

the values with plus sign(+) were excluded from the calculation
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Appendix 2-3.

-continued

Body weight changes of dams

Exp. No. E781

(115-231)

Group-No. Lactation period (day) Unit:g
Dose Gain
mg/kg/day Animal-No. 0 4 0- 4 )
02 2201 290.8 325.2 34.4
substance 2202 338.4 330.9 -7.5
60 2204 282.2 318.7 36.5
2205 326.7 354.6 27.9
2206 294 .7 313.9 19.2
2207 307.8 340.1 32.3
2208 277.7 317.8 40.1
2209 302.1 319.2 17.1
2210 284.3 316.7 32.4
2211 327.3 363.2 35.9
2212 339.5 350.6 11.1
N 11 11 11
Mean 306.5 331.9 25.4
S.D. 22.9 17.5 14.2
03 2301 256.6 312.0 55.4
substance 2302 306.7 308.5 1.8
150 a) 2303 297.1 312.9 15.8
2306 309.1 341.7 32.6
2309 334.3 346 .7 12.4
N 5 5 5
Mean 300.8 324 .4 23.6
S.D. 28.3 18.3 20.9

substance :ethyl (1-naphthyl)amine
a) 300 mg/kg/day until Day 13 after initiation of administration



Appendix 3-1.

Food consumption of male rats

Exp. No.

E781

(115-231)

Group-No. Administration period (day) Unit:g/animal/day Cumulative consumption Unit:g
Dose 0 1 28 35 21
mg/kg/day Animal-No. => 7 => 14 => 28 => 35 => 42 => 14 => 42
00 1001 25 25 25 25 25 353 522
Control 1002 25 23 23 24 22 338 480
0 1003 26 24 - 24 25 349 -
1004 25 23 21 22 21 332 449
1005 27 25 25 25 23 358 506
1006 23 21 19 20 20 305 412
1007 23 20 19 19 18 305 394
1008 25 23 23 22 23 341 476
1009 25 23 23 22 23 335 476
1010 22 22 21 20 21 313 438
1011 23 21 20 19 19 312 405
' 1012 26 24 - 22 22 350 -
=
w N 12 12 10 12 12 12 10
! Mean 25 23 22 22 22 333 456
S.D. 2 2 2 2 2 19 43
01 1101 24 23 22 21 20 329 437
substance 1102 25 23 20 20 21 333 427
12 1103 25 23 23 22 23 331 477
1104 25 23 26 27 27 342 559
1105 24 22 21 21 22 325 446
1106 25 24 22 21 21 344 449
1107 25 23 21 22 23 343 465
1108 23 23 21 21 21 322 448
1109 23 22 20 20 20 317 416
1110 23 22 20 20 19 309 416
1111 23 22 20 20 20 313 425
1112 22 23 22 22 20 310 454
N 12 12 12 12 12 12 12
Mean 24 23 22 21 21 327 452
S.D. 1 1 2 2 2 13 39
substance :ethyl (1-naphthyl)amine



Appendix 3-1. -continued Food consumpticn of male rats Exp. No. E781 (115-231)
Group-No. Administration period (day) Unit:g/animal/day Cumulative consumption Unit:g
Dose 0 1 28 35 21
mg/kg/day Animal-No. => 7 14 => 28 => 35 => 42 => 14 => 42
02 1201 23 23 25 23 23 327 496
substance 1202 23 22 21 22 22 314 453
60 1203 21 21 21 22 22 294 454
1204 22 23 20 20 19 316 414
1205 22 23 22 22 22 313 464
1206 24 23 21 21 20 330 431
1207 20 20 20 20 19 275 413
1208 24 26 24 23 22 350 487
1209 23 22 21 21 21 313 435
1210 23 25 25 25 25 337 524
1211 25 22 21 22 20 327 444
; 1212 24 23 22 22 21 332 455
~
+ N 12 12 12 12 12 12 12
! Mean 23 23 22 22 21 319 456
S.D. 1 2 2 1 2 20 33
03 1301 D - -
substance 1302 D - -
150 a) 1303 15 22 24 22 20 257 464
1304 7 18 21 21 21 176 443
1305 21 21 24 23 22 291 481
1306 D - -
1307 D - -
1308 D - -
1309 D - -
1310 19 24 27 27 27 296 569
1311 D - -
1312 D - -
N 4 4 4 4 4 4 4
Mean 16 21 24 23 23 255 489
S.D. 6 3 2 3 3 55 55
D :dead

substance :ethyl (1-naphthyl)amine

a) 300 mg/kg/day until Day 13 after initiation of administration



Appendix 3-2.

Food consumption of female rats

Exp. No.

E781

(115-231)

Group-No. Administration period (day) Unit:g/animal/day Cumulative consumption Unit:g
Dose 0
mg/kg/day Animal-No. = 7 => 14 => 14
00 2001 16 15 220
Control 2002 16 16 225
0 2003 17 16 231
2004 16 15 217
2005 16 17 234
2006 17 16 231
2007 15 15 209
2008 19 18 256
2009 15 15 211
2010 15 15 214
2011 16 15 217
' 2012 16 18 239
—_
~J
W N 12 12 12
! Mean 16 16 225
S.D. 1 1 14
01 2101 14 15 207
substance 2102 16 16 221
12 2103 17 17 236
2104 18 17 243
2105 16 14 210
2106 16 16 227
2107 17 15 220
2108 16 15 220
2109 19 18 253
2110 17 15 225
2111 19 18 258
2112 16 17 235
N 12 12 12
Mean 17 16 230
S.D. 1 1 16
substance :ethyl (1-naphthyl)amine
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Appendix 3-2. -continued Food consumpticn of female rats Exp. No. E781 (115-231)

Group-No. Administration period (day) Unit:g/animal/day Cumulative consumption Unit:g
Dose 0 0
mg/kg/day Animal-No. = 7 => 14 => 14
02 2201 15 16 221
substance 2202 14 16 210
60 2203 18 17 243
2204 15 16 216
2205 16 15 217
2206 18 17 248
2207 15 16 212
2208 14 14 197
2209 16 18 237
2210 15 14 203
2211 16 19 240
2212 16 16 226
N 12 12 12
Mean 16 16 223
S.D. 1 1 16
03 2301 12 15 152
substance 2302 7 11 123
150 a) 2303 10 16 184
2304 6 10 110
2305 D -
2306 11 15 186
2307 D -
2308 D -
2309 10 16 184
2310 D -
2311 11 16 191
2312 D -
N 7 7 7
Mean 10 14 167
S.D. 2 3 35
D :dead

substance :ethyl (1-naphthyl)amine
a) 300 mg/kg/day until Day 13 after initiation of administration



Appendix 3-3.

Food consumption of dams

Exp. No.

E781

(115-231)

Group-No. Gestation period (day) Unit:g/animal/day Cumulative consumption Unit:g
Dose 0 7 14 18
mg/kg/day Animal-No. => 7 => 14 => 18 => 20 => 20
00 2001 19 20 22 18 397
Control 2002 19 19 20 19 384
0 2003 18 19 21 17 381
2004 18 18 22 18 376
2005 21 22 24 17 430
2006 16 18 20 19 363
2007 18 17 19 16 352
2008 19 23 25 21 437
2009 16 17 20 16 341
2010 18 20 21 18 386
2011 18 19 22 17 381
' 2012 20 20 21 17 400
=)
~ N 12 12 12 12 12
! Mean 18 19 21 18 386
S.D. 1 2 2 1 28
01 2101 17 18 21 17 366
substance 2102 19 20 23 17 398
12 2103 22 25 25 22 473
2104 21 21 22 18 417
2105 17 18 19 16 357
2106 19 21 22 19 404
2107 18 18 20 16 361
2108 19 19 21 17 382
2109 20 20 23 20 409
2110 18 20 22 16 385
2111 23 24 24 21 469
2112 20 22 25 22 436
N 12 12 12 12 12
Mean 19 21 22 18 405
S.D. 2 2 2 2 39
substance :ethyl (1-naphthyl)amine
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Appendix 3-3. -continued Food consumpticn of dams Exp. No. E781 (115-231)

Group-No. Gestation period (day) Unit:g/animal/day Cumulative consumption Unit:g
Dose 14 18 0
mg/kg/day Animal-No. => 7 => 14 => 18 => 20 => 20
02 2201 19 21 21 15 393
substance 2202 21 22 21 17 422
60 2203NP 18+ 17+ 17+ 13+ 335+
2204 17 19 19 15 360
2205 23 24 25 20 463
2206 20 20 20 18 391
2207 18 20 22 13 381
2208 17 17 19 15 345
2209 21 21 24 14 418
2210 18 19 21 16 374
2211 22 23 24 20 452
2212 22 22 23 18 436
N 11 11 11 11 11
Mean 20 21 22 16 403
S.D. 2 2 2 2 38
03 2301 20 21 23 3 385
substance 2302 21 20 22 19 407
150 a) 2303 19 21 22 16 397
2304NP 23+ 18+ 15+ 10+ 366+
2306 20 22 22 18 418
2309 21 22 24 18 431
2311NP 20+ 20+ 19+ 14+ 385+
N 5 5 5 5 5
Mean 20 21 23 15 408
S.D. 1 1 1 7 18

substance :ethyl (1-naphthyl)amine
a) 300 mg/kg/day until Day 13 after initiation of administration
NP: non-pregnancy, the values with plus sign(+) were excluded from the calculation
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Appendix 3-3. -continued Food consumpticn of dams Exp. No. E781 (115-231)

Group-No. Lactation period (day) Unit:g/animal/day
Dose 0
mg/kg/day Animal-No. => 4
00 2001 31
Control 2002 33
0 2003 31
2004 24
2005 23
2007 30
2008 30
2009 27
2010 34
2011AP 0+
2012 24
N 10
Mean 29
S.D. 4
01 2101 32
substance 2102 23
12 2103 30
2104 30
2105 31
2106 32
2107 28
2108 31
2109 35
2110 21
2111 28
2112 23
N 12
Mean 29
S.D. 4

substance :ethyl (l-naphthyl)amine
AP: all pups died, the values with plus sign(+) were excluded from the calculation
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Appendix 3-3. -continued Food consumpticn of dams Exp. No. E781 (115-231)

Group-No. Lactation period (day) Unit:g/animal/day
Dose 0
mg/kg/day Animal-No. => 4
02 2201 32
substance 2202 23
60 2204 31
2205 34
2206 34
2207 31
2208 30
2209 26
2210 29
2211 34
2212 29
N 11
Mean 30
S.D. 3
03 2301 33
substance 2302 22
150 a) 2303 29
2306 35
2309 32
N 5
Mean 30
S.D. 5

substance :ethyl (1-naphthyl)amine
a) 300 mg/kg/day until Day 13 after initiation of administration
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Appendix 4-1. Absolute and relative organ weights of male rats Exp. No. E781 (115-231)

Group-No.
Dose Body weight Testes Epididymides Prostate Seminal vesicle
mg/kg/day Animal-No. (g) (g) (g%) (mg) (mg%) (mg) (mg%) (mg) (mg%)
00 1001 580.2 3.54 0.61 1426 246 1450 250 1388 239
Control 1002 546.9 3.02 0.55 1181 216 1722 315 1810 331
0 1003 565.9 3.64 0.64 1398 247 1221 216 1803 319
1004 543.2 2.71 0.50 1090 201 1486 274 1384 255
1005 563.4 3.05 0.54 1160 206 1351 240 1358 241
1006 527.8 3.21 0.61 1207 229 1187 225 972 184
1007 500.7 3.59 0.72 1347 269 1243 248 1676 335
1008 551.9 3.35 0.61 1347 244 1368 248 1992 361
1009 526.3 3.98 0.76 1398 266 1462 278 1774 337
1010 486.2 3.22 0.66 1303 268 1198 246 1891 389
1011 482.3 3.21 0.67 1136 236 1319 273 1872 388
1012 536.8 3.05 0.57 1193 222 1035 193 1693 315
N 12 12 12 12 12
Mean 534.3 3.30 0.62 1266 238 1337 251 1634 308
S.D. 31.3 0.34 0.08 117 23 180 32 297 64
01 1101 549.6 3.37 0.61 1412 257 1484 270 1899 346
substance 1102 555.5 3.34 0.60 1207 217 1259 227 1540 277
12 1103 539.0 3.06 0.57 1271 236 1395 259 1678 311
1104 589.9 3.01 0.51 1293 219 1510 256 1884 319
1105 530.0 3.53 0.67 1339 253 1538 290 1653 312
1106 532.9 4.20 0.79 1393 261 1518 285 1910 358
1107 569.7 3.40 0.60 1319 232 1711 300 1690 297
1108 555.2 2.99 0.54 1127 203 1165 210 1518 273
1109 480.1 3.39 0.71 1186 247 1028 214 1535 320
1110 480.6 3.62 0.75 1546 322 1605 334 1893 394
1111 535.1 3.58 0.67 1403 262 1354 253 1859 347
1112 516.7 3.44 0.67 1333 258 1374 266 1712 331
N 12 12 12 12 12
Mean 536.2 3.41 0.64 1319 247 1412 264 1731 324
S.D. 32.5 0.33 0.08 114 31 192 36 153 34

substance :ethyl (1-naphthyl)amine



Appendix 4-1.

-continued

Absolute and relative organ weights of male rats

Exp. No.

E781

(115-231)

Group-No.
Dose Body weight Testes Epididymides Prostate Seminal vesicle
mg/kg/day Animal-No. (g) (g) (g%) (mg) (mg%) (mg) (mg%) (mg) (mg%)
02 1201 582.2 3.53 0.61 1352 232 1366 235 1843 317
substance 1202 557.8 3.29 0.59 1234 221 1313 235 1553 278
60 1203 499.9 3.33 0.67 1235 247 974 195 1848 370
1204 503.8 3.50 0.69 1387 275 1128 224 1464 291
1205 547.8 3.40 0.62 1300 237 1688 308 1885 344
1206 507.2 3.04 0.60 1163 229 1149 227 1486 293
1207 471.2 3.56 0.76 1339 284 1276 271 1653 351
1208 533.0 3.27 0.61 1272 239 1279 240 1518 285
1209 508.3 3.27 0.64 1049 206 1109 218 1591 313
1210 533.9 3.19 0.60 1211 227 1374 257 1942 364
1211 552.6 3.06 0.55 1225 222 1333 241 1689 306
L‘ 1212 533.0 4.03 0.76 1460 274 1605 301 1643 308
0
o N 12 2 12 12 12
! Mean 527.6 3.37 0.64 1269 241 1300 246 1676 318
S.D. 30.6 0.27 0.07 109 24 202 33 166 31
03 1301D 294 .3+ 2.84+ 0.97+ 753+ 256+ 582+ 198+ 312+ 106+
substance 1302D 310.7+ 2.87+ 0.92+ 741+ 238+ 587+ 189+ 427+ 137+
150 a) 1303 510.5 3.34 0.65 1221 239 1055 207 1303 255
1304 481.6 1.98 0.41 868 180 1425 296 1727 359
1305 531.9 3.24 0.61 1289 242 1088 205 1699 319
1306D 289.6+ 2.73+ 0.94+ 651+ 225+ 507+ 175+ 578+ 200+
1307D 289.5+ 3.38+ 1.17+ 814+ 281+ 602+ 208+ 646+ 223+
1308D 303.1+ 3.05+ 1.01+ 726+ 240+ 759+ 250+ 578+ 191+
1309D 303.6+ 2.57+ 0.85+ 857+ 282+ 495+ 163+ 919+ 303+
1310 572.9 3.52 0.61 1388 242 1727 301 1878 328
1311D 291.6+ 2.71+ 0.93+ 615+ 211+ 595+ 204+ 560+ 192+
1312D 303.7+ 2.80+ 0.92+ 664+ 219+ 888+ 292+ 827+ 272+
N 4 4 4 4 4
Mean 524.2 3.02 0.57 1192 226 1324 252 1652 315
S.D. 38.4 0.70 0.11 226 31 317 53 245 44

substance :ethyl (1-naphthyl)amine
a) 300 mg/kg/day until Day 13 after initiation of administration

D : dead, the values with plus sign(+) were excluded from the calculation
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Appendix 4-2. Absolute and relative organ weights of female rats Exp. No. E781 (115-231)

Group-No.
Dose Body weight Ovaries
mg/kg/day Animal-No. (g) (mg) (mg%)
00 2001 337.7 110 33
Control 2002 332.2 91 27
0 2003 378.1 96 25
2004 308.9 96 31
2005 350.0 120 34
2006DD 306.8+ 119+ 39+
2007 319.9 97 30
2008 372.6 113 30
2009 313.2 109 35
2010 347.5 90 26
2011AP 274 . 1% 121# 444
2012 369.3 109 30
N 10 10
Mean 342.9 103 30
S.D. 24 .9 10 3
01 2101 342.1 99 29
substance 2102 340.2 120 35
12 2103 345.0 115 33
2104 352.3 130 37
2105 328.2 35 26
2106 347.1 113 33
2107 321.9 110 34
2108 338.6 104 31
2109 337.9 102 30
2110 323.8 108 33
2111 331.9 114 34
2112 341.5 94 28
N 12 12
Mean 337.5 108 32
S.D. 9.4 12 3

substance :ethyl (1-naphthyl)amine
DD: defficult delivery, the values with plus sign(+) were excluded from the calculation
AP: all pups died, the values with sharp sign(#) were excluded from the calculation



Appendix 4-2.

-continued

Absolute and relative organ weights of female rats

Exp. No.

E781

(115-231)

Group-No.
Dose Body weight Ovaries
mg/kg/day Animal-No. (g) (mg) (mg%)
02 2201 325.2 103 32
substance 2202 330.9 129 39
60 2203NP 304.9+ 58+ 19+
2204 318.7 114 36
2205 354.6 93 26
2206 313.9 82 26
2207 340.1 89 26
2208 317.8 80 25
2209 319.2 90 28
2210 316.7 89 28
2211 363.2 133 37
! 2212 350.6 126 36
—_
00
L N 11 11
! Mean 331.9 103 31
S.D. 17.5 20 5
03 2301 312.0 114 37
substance 2302 308.5 109 35
150 a) 2303 312.9 112 36
2304NP 286 .1+ 105+ 37+
2305D 181.0#% 62# 34%
2306 341.7 110 32
2307D 205.5% 85¢ 414
2308D 209.3% 594 28%
2309 346.7 111 32
2310D 209.0% T6# 36#
2311NP 295.8+ 53+ 18+
2312D 185.7# 67# 36#
N 5 5
Mean 324 .4 111 34
S.D. 18.3 2 2

substance :ethyl (1-naphthyl)amine

a) 300 mg/kg/day until Day 13 after initiation of administration

the values with plus sign(+) were excluded from the calculation
were excluded from the calculation

NP: non-pregnancy,
D : dead, the values with sharp sign(#)
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Appendix 5. Gross necropsy findings of rats Exp. No. E781 (115-231)
Sex: Male Dose level: O (mg/kg/day) Generation: F0O

Animal Classification Day at Organ Findings and comments

ID-No. examination

1001 sacrificed 42 liver hepatodiaphragmatic nodule, single,adhesion with diaphragma, 7x5x4 mm
1002 sacrificed 42 small intestine

diverticulum, single, ileum, 7x6x5 mm

1003 sacrificed 42 normal

1004 sacrificed 42 normal

1005 sacrificed 42 normal

1006 sacrificed 42 normal

1007 sacrificed 42 normal

1008 sacrificed 42 normal

1009 sacrificed 42 normal

1010 sacrificed 42 normal

1011 sacrificed 42 normal

1012 sacrificed 42 normal
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Appendix 5. -continued Gross necropsy findings of rats Exp. No. E781 (115-231)
Sex: Male Dose level: (mg/kg/day) Generation: FO

Animal Classification Day at Organ Findings and comments

ID-No. examination

1101 sacrificed 42 normal

1102 sacrificed 42 normal

1103 sacrificed 42 normal

1104 sacrificed 42 normal

1105 sacrificed 42 normal

1106 sacrificed 42 normal

1107 sacrificed 42 kidneys scarred,a few,right,diameter,1l mm
1108 sacrificed 42 normal

1109 sacrificed 42 normal

1110 sacrificed 42 normal

1111 sacrificed 42 normal

1112 sacrificed 42 normal
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Appendix 5. -continued Gross necropsy findings of rats Exp. No. E781 (115-231)

Sex: Male Dose level: 60 (mg/kg/day) Generation: F0O

Animal Classification Day at Organ Findings and comments

ID-No. examination

1201 sacrificed 42 lungs red patch,multiple,bilateral,diameter,1l mm
1202 sacrificed 42 normal

1203 non-pregnancy 42 normal

1204 sacrificed 42 normal

1205 sacrificed 42 normal

1206 sacrificed 42 lungs brown patch, single,right,diameter,2 mm
1207 sacrificed 42 normal

1208 sacrificed 42 normal

1209 sacrificed 42 normal

1210 sacrificed 42 normal

1211 sacrificed 42 normal

1212 sacrificed 42 normal
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Appendix 5. -continued Gross necropsy findings of rats Exp. No. E781 (115-231)

Sex: Male Dose level: 150 * (mg/kg/day) Generation: F0O
Animal Classification Day at Organ Findings and comments
ID-No. examination
1301 dead 7 [autolysis (slight)]
spleen dark
thymus reddish
lungs reddish,bilateral
stomach white patch,multiple, forestomach,diameter,3 mm
yellow patch,a few, forestamach,glandular stamach,17x11 mm
liver accentuated lobular pattern
testes red patch,multiple,bilateral, 5x3 mm

epididymides red patch,a few,bilateral,2x2 mm

eyes red patch,multiple,bilateral,2xl mm
1302 dead 6 [autolysis (slight)]

spleen dark

thymus red patch,single,diameter,1l mm

lungs reddish,bilateral

thoracic cavity
hydrothorax, reddish, turbid, 2.5 ml

liver accentuated lobular pattern
kidneys dark,bilateral
testes red patch,single,bilateral, 14x5 mm
adrenal glands
black,bilateral
1303 sacrificed 42 spleen dark
1304 non-pregnancy 42 spleen dark

*: 300 mg/kg/day until Day 13 after initiation of administration
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Appendix 5. -continued Gross necropsy findings of rats Exp. No. E781 (115-231)

Sex: Male Dose level: 150 * (mg/kg/day) Generation: F0O
Animal Classification Day at Organ Findings and comments
ID-No. examination
1304 lungs brown patch,multiple,bilateral, 4x2 mm
liver accentuated lobular pattern
kidneys scarred,a few,right,7x6 mm
testes atrophic,bilateral
white patch,multiple,bilateral,4x]l mm
1305 sacrificed 42 spleen dark
liver accentuated lobular pattern
1306 dead 6 spleen dark
thymus atrophic
lungs reddish,bilateral
stomach red patch,a few,glandular stomach,diameter,l.5 mm

large intestine
red patch,a few,cecum,12x10 mm

liver accentuated lobular pattern

kidneys dark,bilateral
white patch, single,right,10x7 mm

urinary bladder
red patch,single,diameter,1l mm

testes red patch,multiple,bilateral,diameter,3 nmm
epididymides red patch,multiple,bilateral,2xl mm
adrenal glands

black,bilateral
eyes red patch,multiple,bilateral,2xl mm
1307 dead 5 [autolysis (slight)]

*: 300 mg/kg/day until Day 13 after initiation of administration
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Appendix 5. -continued Gross necropsy findings of rats Exp. No. E781 (115-231)
Sex: Male Dose level: 150 * (mg/kg/day) Generation: FO
Animal Classification Day at Organ Findings and comments
ID-No. examination
1307 spleen dark
enlarged, 45x11 mm
thymus reddish
lungs reddish,bilateral

thoracic cavity
hydrothorax, reddish, turbid, 1 ml

stomach white patch,multiple, forestomach,10x10 mm

large intestine
red patch,multiple, cecum, 6x5 mm

liver accentuated lobular pattern

urinary bladder
red patch,single, 6x5 mm

testes red patch,multiple,bilateral,15x4 mm
adrenal glands
black,bilateral
1308 dead 6 spleen dark
lungs reddish, focal,multiple,bilateral, 6x6x3 mm

large intestine
red patch, single,cecum, 8x3 mm

liver accentuated lobular pattern

kidneys dark,bilateral

urethra black

testes red patch,multiple,bilateral,l12x5 mm

adrenal glands
black,bilateral

*: 300 mg/kg/day until Day 13 after initiation of administration
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Appendix 5. -continued Gross necropsy findings of rats Exp. No. E781 (115-231)

Sex: Male Dose level: 150 * (mg/kg/day) Generation: F0O
Animal Classification Day at Organ Findings and comments
ID-No. examination
1308 eyes red patch,single,bilateral, 6x3 mm
1309 dead 6 [autolysis (slight)]
thymus atrophic
red patch,multiple,diameter,l mm
lungs reddish,bilateral
liver accentuated lobular pattern
1310 sacrificed 42 normal
1311 dead 5 [autolysis (moderate) ]
spleen dark
enlarged, 41x10 mm
thymus atrophic
lungs reddish,bilateral
stomach white patch,multiple, forestomach,diameter,l mm
liver accentuated lobular pattern
1312 dead 3 normal

[autolysis (slight)]

*: 300 mg/kg/day until Day 13 after initiation of administration
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Appendix 5. -continued Gross necropsy findings of rats Exp. No. E781 (115-231)

Sex: Female Dose level: O (mg/kg/day) Generation: FO

Animal Classification Day at Organ Findings and comments
ID-No. examination

2001 sacrificed 14 normal

2002 sacrificed L4 kidneys scarred, single,bilateral,diameter,1l mm
2003 sacrificed L4 liver white patch,single, 4x3 mm
2004 sacrificed 14 normal

2005 sacrificed 14 normal

2006 other G23 normal

[difficult deliveryl]

2007 sacrificed 14 normal

2008 sacrificed 14 normal

2009 sacrificed 14 normal

2010 sacrificed 4 normal

2011 all pups died L4 normal

2012 sacrificed L4 normal

L: Lactation period G: Gestation period
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Appendix 5.

Sex: Female

-continued Gross necropsy findings of rats

Dose level:

Exp. No. E781 (115-231)

(mg/kg/day) Generation: FO

Animal Classification Day at Organ Findings and comments
ID-No. examination

2101 sacrificed 14 normal

2102 sacrificed 14 normal

2103 sacrificed L4 kidneys gcarred,a few,bilateral,4xl mm
2104 sacrificed L4 normal

2105 sacrificed 14 normal

2106 sacrificed 14 normal

2107 sacrificed L4 normal

2108 sacrificed 14 normal

2108 sacrificed 14 normal

2110 sacrificed 14 normal

2111 sacrificed 14 normal

2112 sacrificed 4 normal

L: Lactation period
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Appendix 5. -continued Gross necropsy findings of rats Exp. No. E781 (115-231)

Sex: Female Dose level: 60 (mg/kg/day) Generation: F0O
Animal Classification Day at Organ Findings and comments
ID-No. examination
2201 sacrificed 14 normal
2202 sacrificed 14 normal
2203 non-pregnancy G25 kidneys scarred, single,right, diameter,1 mm
2204 sacrificed L4 normal
2205 sacrificed 14 normal
2206 sacrificed 14 normal
2207 sacrificed L4 normal
2208 sacrificed 14 kidneys scarred, single, left,10x0.5 mm
2208 sacrificed 14 normal
2210 sacrificed 14 normal
2211 sacrificed L4 kidneys scarred, single,right, diameter,1l mm
2212 sacrificed 4 normal

L: Lactation period G: Gestation period
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Appendix 5. -continued Gross necropsy findings of rats Exp. No. E781 (115-231)

Sex: Female Dose level: 150 * (mg/kg/day) Generation: FO
Animal Classification Day at Organ Findings and comments
ID-No. examination
2301 sacrificed L4 spleen dark
2302 sacrificed L4 spleen dark
2303 sacrificed 14 normal
2304 non-pregnancy @25 spleen dark
lungs brown patch,multiple,bilateral, 5x3 mm
tail defect
2305 dead 5 [autolysis (slight)]
spleen dark
thymus red patch,multiple,diameter,2 mm
lungs reddish, focal,a few,bilateral,15x10x6 mm
stomach white patch,multiple, forestomach,diameter,l mm
liver accentuated lobular pattern

adrenal glands

black,bilateral

eyes red patch,multiple,bilateral, 4x2 mm
2306 sacrificed 4 normal
2307 dead 6 [autolysis (slight)]

spleen dark

thymus atrophic

lungs reddish,bilateral

liver accentuated lobular pattern

adrenal glands
black,bilateral

*: 300 mg/kg/day until Day 13 after initiation of administration
L: Lactation period G: Gestation period
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Appendix 5. -continued Gross necropsy findings of rats Exp. No. E781 (115-231)

Sex: Female Dose level: 150 * (mg/kg/day) Generation: FO
Animal Classification Day at Organ Findings and comments
ID-No. examination
2308 dead 5 [autolysis (slight)]

heart red patch,single,5x3 mm
spleen dark
thymus atrophic

red patch,a few,diameter,l mm
lungs reddish,bilateral

thoracic cavity
hydrothorax, reddish, turbid,1 ml

liver accentuated lobular pattern

kidneys scarred,multiple,bilateral,diameter,1 mm

adrenal glands

black,bilateral

2309 sacrificed 14 spleen dark

lungs brown patch,a few,left,diameter,2 mm
2310 dead 6 [autolysis (slight)]

thymus red patch,multiple,diameter,l mm

lungs reddish,bilateral

liver accentuated lobular pattern

white patch,a few,diameter,7 mm

2311 non-pregnancy G25 spleen dark
2312 dead 6 [autolysis (marked)]
spleen dark
thymus reddish
lungs reddish,bilateral

*: 300 mg/kg/day until Day 13 after initiation of administration
L: Lactation period G: Gestation period
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Appendix 6. Histopathologic findings of rats Exp. No. E781 (115-231)

Sex: Male Dose level: O (mg/kg/day) Generation: F0O
Animal Classification Day at Organ Findings and comments
ID-No. examination
1001 sacrificed 42 liver hepatodiaphragmatic nodule, focal
prostate infiltration, inflammatory cell,ventral,multifocal

testes,epididymides and seminal vesicle are non remarkable
1002 sacrificed 42 ileum diverticula, focal

testes atrophy, seminiferous tubule, focal,unilateral
infiltration, inflammatory cell,vascular wall, focal,unilateral

prostate infiltration, inflammatory cell,ventral,multifocal
epididymides and seminal vesicle are non remarkable

1003 sacrificed 42 prostate infiltration, inflammatory cell,ventral,multifocal
testes, epididymides and seminal vesicle are non remarkable

1004 sacrificed 42 testes atrophy, seminiferous tubule,multifocal,bilateral
prostate infiltration, inflammatory cell,ventral,multifocal
epididymides and seminal vesicle are non remarkable

1005 sacrificed 42 prostate infiltration, inflammatory cell,ventral,multifocal
testes,epididymides and seminal vesicle are non remarkable

1006 sacrificed 42 prostate infiltration, inflammatory cell,ventral,multifocal
testes,epididymides and seminal vesicle are non remarkable

1007 sacrificed 42 prostate infiltration, inflammatory cell,ventral,multifocal
testes,epididymides and seminal vesicle are non remarkable

1008 sacrificed 42 prostate infiltration, inflammatory cell,ventral,multifocal
testes,epididymides and seminal vesicle are non remarkable

1009 sacrificed 42 prostate infiltration, inflammatory cell,dorsolateral and ventral,multifocal

The degree of non-neoplastic lesions was slight, when each degree of them was not described.
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Appendix 6. -continued Histopathologic findings of rats Exp. No. E781 (115-231)

Sex: Male Dose level: O (mg/kg/day) Generation: F0O
Animal Classification Day at Organ Findings and comments
ID-No. examination
1009 testes,epididymides and seminal vesicle are non remarkable
1010 sacrificed 42 prostate infiltration, inflammatory cell,dorsolateral and ventral,multifocal
testes,epididymides and seminal vesicle are non remarkable
1011 sacrificed 42 testes infiltration, inflammatory cell,vascular wall, focal,unilateral
prostate infiltration, inflammatory cell,ventral,multifocal
epididymides and seminal vesicle are non remarkable
1012 sacrificed 42 prostate infiltration, inflammatory cell,ventral,multifocal

testes,epididymides and seminal vesicle are non remarkable

The degree of non-neoplastic

lesions was slight, when each degree of them was not described.
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Exp. No. E781 (115-231)

Appendix 6. -continued Histopathologic findings of rats
Sex: Male Dose level: 12 (mg/kg/day) Generation: FO
Animal Classification Day at Organ Findings and comments
ID-No. examination
1107 sacrificed 42 kidneys inflammatory change, focal,cortex,unilateral
The degree of non-neoplastic lesions was slight, when each degree of them was not described.
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-continued Histopathologic findings of rats

Exp. No. E781 (115-231)

Appendix 6.
Sex: Male Dose level: 60 (mg/kg/day) Generation: F0O
Animal Classification Day at Organ Findings and comments
ID-No. examination
1201 sacrificed 42 lungs hemorrhage, focal,bilateral
1203 non-pregnancy 42 prostate infiltration, inflammatory cell,ventral,multifocal
testes,epididymides and seminal vesicle are non remarkable
1206 sacrificed 42 lungs hemorrhage, focal,unilateral
metaplasia, osseous, focal,unilateral
The degree of non-neoplastic lesions was slight, when each degree of them was not described.
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Appendix 6. -continued Histopathologic findings of rats Exp. No. E781 (115-231)

Sex: Male Dose level: 150 * (mg/kg/day) Generation: F0O
Animal Classification Day at Organ Findings and comments
ID-No. examination
1301 dead 7 spleen congestion
atrophy, white pulp
thymus hemorrhage, focal
atrophy
lungs congestion with edema,bilateral

thrombus, sporadic,bilateral
aggregation, macrophage,alveolus, focal,unilateral

forestomach  hyperplasia, squamous cell, focal
[autolysis region corresponding to the gross finding (yellow patch)l]

glandular stomach
non remarkable
[autolysis region corresponding to the gross finding (yellow patch)l]
liver fatty change, hepatocyte with necrosis, centrilobular
testes hemorrhage,multifocal,bilateral
epididymides hemorrhage, focal,bilateral

seminal vesicle
autolysis

eyes hemorrhage, retina, focal,bilateral

prostate is non remarkable

cauge of death : circulatory disturbance presumed to be DIC
1302 dead 6 spleen congestion

hemorrhage,white pulp,multifocal
atrophy, white pulp

thymus hemorrhage, multifocal
atrophy
lungs congestion with edema,bilateral

hemorrhage,multifocal,bilateral
thrombus, sporadic,bilateral

The degree of non-neoplastic lesions was slight, when each degree of them was not described.
*: 300 mg/kg/day until Day 13 after initiation of administration
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Appendix 6. -continued Histopathologic findings of rats Exp. No. E781 (115-231)

Sex: Male Dose level: 150 * (mg/kg/day) Generation: F0O
Animal Classification Day at Organ Findings and comments
ID-No. examination
1302 lungs [The thrombi were stained blue with PTAH.]
liver fatty change, hepatocyte with necrosis,centrilobular
kidneys congestion,bilateral

thrombus, glomerulus, sporadic,bilateral
cast, granular,papilla, sporadic,bilateral
hyaline droplet,proximal tubule,bilateral
[autolysis / The thrombi were stained blue with PTAH.]
testes hemorrhage, multifocal,bilateral
prostate infiltration, inflammatory cell,ventral,multifocal
adrenal glands
congestion,bilateral
hemorrhage,multifocal,bilateral
epididymides and seminal vesicle are non remarkable
cause of death : circulatory disturbance presumed to be DIC
1303 sacrificed 42 spleen deposit, hemosiderin,macrophage, sporadic,red pulp
prostate infiltration, inflammatory cell,ventral,multifocal
testes,epididymides and seminal vesicle are non remarkable
1304 non-pregnancy 42 spleen deposit, hemosiderin,macrophage, sporadic,red pulp
lungs deposit, hemosiderin,macrophage,sporadic,unilateral
aggregation, macrophage,alveolus, focal,unilateral

[no lesion corresponding to the gross finding (brown patch, right)]

liver fatty change, hepatocyte,centrilobular
hypertrophy, hepatocyte,centrilobular

kidneys hyaline droplet,proximal tubule,unilateral
inflammatory change, focal,cortex,unilateral

testes atrophy, seminiferous tubule with mineralization,multifocal,bilateral
deposit, hemosiderin,macrophage, sporadic,bilateral

The degree of non-neoplastic lesions was slight, when each degree of them was not described.
*: 300 mg/kg/day until Day 13 after initiation of administration
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Appendix 6. -continued Histopathologic findings of rats Exp. No. E781 (115-231)

Sex: Male Dose level: 150 * (mg/kg/day) Generation: F0O

Animal Classification Day at Organ Findings and comments

ID-No. examination

1304 epididymides cell debris, lumen,bilateral

no sperm,bilateral
prostate infiltration, inflammatory cell,ventral,multifocal
seminal vesicle is non remarkable
1305 sacrificed 42 spleen deposit, hemosiderin,macrophage,sporadic,red pulp

liver fatty change, hepatocyte,centrilobular
hypertrophy, hepatocyte,centrilobular

testes, epididymides, prostate and seminal vesicle are non remarkable
1306 dead 6 spleen congestion
atrophy, white pulp
increase, extramedullary hematopoiesis
thymus atrophy
lungs congestion with edema,bilateral
hemorrhage,multifocal,bilateral
thrombus, sporadic,bilateral

glandular stomach
ulcer, focal

cecum autolysis

[no lesion corresponding to the gross finding (red patch)l]
liver fatty change, hepatocyte with necrosis,centrilobular
kidneys congestion,bilateral

thrombus, glomerulus, sporadic,bilateral

cast, granular,papilla,sporadic,bilateral
dilatation, tubule,multifocal,bilateral

hyaline droplet,proximal tubule,bilateral
necrosis, tubular epithelium,multifocal,bilateral
[The thrombi were stained blue with PTAH.]

urinary bladder
non remarkable

The degree of non-neoplastic lesions was slight, when each degree of them was not described.
*: 300 mg/kg/day until Day 13 after initiation of administration
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Appendix 6. -continued Histopathologic findings of rats Exp. No. E781 (115-231)

Sex: Male Dose level: 150 * (mg/kg/day) Generation: F0O
Animal Classification Day at Organ Findings and comments
ID-No. examination
1306 urinary bladder

[autolysis / no lesion corresponding to the gross finding (red patch)l]
testes hemorrhage,multifocal,bilateral
epididymides hemorrhage, focal,bilateral
adrenal glands
congestion,bilateral
hemorrhage,multifocal,bilateral
eyes hemorrhage, retina,multifocal,bilateral

prostate and seminal vesicle are non remarkable

cause of death : circulatory disturbance presumed to be DIC

1307 dead 5 spleen congestion
atrophy, white pulp
thymus hemorrhage,multifocal
atrophy
lungs congestion,bilateral

hemorrhage, focal,bilateral
thrombus, sporadic,bilateral

forestomach ulcer with hyperplasia, squamous cell,multifocal
cecum ulcer,multifocal
liver fatty change, hepatocyte with necrosis,centrilobular
urinary bladder
non remarkable
[autolysis / no lesion corresponding to the gross finding (red patch)]
testes hemorrhage,multifocal,bilateral
adrenal glands

congestion,bilateral
hemorrhage,multifocal,bilateral

The degree of non-neoplastic lesions was slight, when each degree of them was not described.
*: 300 mg/kg/day until Day 13 after initiation of administration
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Appendix 6. -continued Histopathologic findings of rats Exp. No. E781 (115-231)

Sex: Male Dose level: 150 * (mg/kg/day) Generation: F0O

Animal Classification Day at Organ Findings and comments

ID-No. examination

1307 epididymides,prostate and seminal vesicle are non remarkable

cause of death : circulatory disturbance presumed to be DIC

1308 dead 6 spleen congestion
hemorrhage,white pulp,multifocal
atrophy, white pulp

lungs congestion with edema,bilateral

thrombus, sporadic,bilateral
cecum autolysis

[no lesion corresponding to the gross finding (red patch)l]
liver fatty change, hepatocyte with necrosis,centrilobular
kidneys congestion,bilateral

thrombus, glomerulus, sporadic,bilateral
cast, granular,papilla,sporadic,bilateral
hyaline droplet,proximal tubule,bilateral

urethra non remarkable

[no lesion corresponding to the gross finding (black)]
testes hemorrhage,multifocal,bilateral
prostate infiltration, inflammatory cell,ventral,multifocal

adrenal glands
congestion,bilateral
hemorrhage,multifocal,bilateral
eyes hemorrhage, retina, focal,bilateral
epididymides and seminal vesicle are non remarkable

cause of death : circulatory disturbance presumed to be DIC

1309 dead 6 thymus hemorrhage,multifocal
atrophy
lungs congestion,bilateral

The degree of non-neoplastic lesions was slight, when each degree of them was not described.
*: 300 mg/kg/day until Day 13 after initiation of administration
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Appendix 6. -continued Histopathologic findings of rats Exp. No. E781 (115-231)

Sex: Male Dose level: 150 * (mg/kg/day) Generation: FO
Animal Classification Day at Organ Findings and comments
ID-No. examination
1309 lungs thrombus, sporadic,bilateral
metaplasia, osseous, focal,unilateral
liver fatty change, hepatocyte with necrosis,centrilobular
prostate infiltration, inflammatory cell,ventral,multifocal

seminal vesicle
autolysis

testes and epididymides are non remarkable
cause of death : circulatory disturbance presumed to be DIC
1310 sacrificed 42 prostate infiltration, inflammatory cell,dorsolateral and ventral,multifocal

testes,epididymides and seminal vesicle are non remarkable

1311 dead 5 spleen congestion
atrophy, white pulp
thymus hemorrhage,multifocal
atrophy
lungs congestion with edema,bilateral

hemorrhage,multifocal,bilateral
thrombus, sporadic,bilateral

forestomach  hyperplasia, squamous cell, focal

liver fatty change, hepatocyte with necrosis,centrilobular
prostate infiltration, inflammatory cell,dorsolateral,multifocal
testes,epididymides and seminal vesicle are non remarkable

cause of death : circulatory disturbance presumed to be DIC

1312 dead 3 seminal vesicle
autolysis

testes, epididymides and prostate are non remarkable

The degree of non-neoplastic lesions was slight, when each degree of them was not described.
*: 300 mg/kg/day until Day 13 after initiation of administration
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Exp. No. E781 (115-231)

Appendix 6. -continued Histopathologic findings of rats
Sex: Male Dose level: 150 * (mg/kg/day) Generation: F0O

Animal Classification Day at Organ Findings and comments

ID-No. examination

1312 cause of death : unknown

The degree of non-neoplastic lesions was slight, when each degree of them was not described.

*: 300 mg/kg/day until Day 13 after initiation of administration
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Appendix 6. -continued Histopathologic findings of rats Exp. No. E781 (115-231)

Sex: Female Dose level: O (mg/kg/day) Generation: FO
Animal Classification Day at Organ Findings and comments
ID-No. examination
2001 sacrificed L4 uterus post delivery lesion

ovaries and vagina are non remarkable

2002 sacrificed L4 kidneys inflammatory change, focal,cortex,bilateral
uterus post delivery lesion
ovaries and vagina are non remarkable

2003 sacrificed 14 liver non remarkable
[no lesion corresponding to the gross finding (white patch)]

uterus post delivery lesion

ovaries and vagina are non remarkable
2004 sacrificed 14 uterus post delivery lesion

ovaries and vagina are non remarkable
2005 sacrificed 14 uterus post delivery lesion

ovaries and vagina are non remarkable
2006 other @23 [difficult delivery]

uterus post delivery lesion
[retained placental tissue]

ovaries and vagina are non remarkable
2007 sacrificed L4 uterus post delivery lesion

ovaries and vagina are non remarkable
2008 sacrificed 14 uterus post delivery lesion

ovaries and vagina are non remarkable

2009 sacrificed L4 uterus post delivery lesion

The degree of non-neoplastic lesions was slight, when each degree of them was not described.
L: lactation period G: Gestation period
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Appendix 6. -continued Histopathologic findings of rats Exp. No. E781 (115-231)

Sex: Female Dose level: O (mg/kg/day) Generation: FO
Animal Classification Day at Organ Findings and comments
ID-No. examination
2009 ovaries and vagina are non remarkable
2010 sacrificed L4 vagina cystic dilatation, vaginal fornix, focal
ovaries and uterus are non remarkable
2011 all pups died 14 uterus post delivery lesion
ovaries and vagina are non remarkable
2012 sacrificed 14 uterus post delivery lesion

ovaries and vagina are non remarkable

The degree of non-neoplastic
L: lactation period

lesions was slight, when each degree of them was not described.
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Exp. No. E781 (115-231)

Appendix 6. -continued Histopathologic findings of rats
Sex: Female Dose level: 12 (mg/kg/day) Generation: FO
Animal Classification Day at Organ Findings and comments
ID-No. examination
2103 sacrificed L4 kidneys inflammatory change, focal,cortex,bilateral
The degree of non-neoplastic lesions was slight, when each degree of them was not described.

L: lactation period
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Appendix 6. -continued Histopathologic findings of rats

Sex: Female Dose level: 60 (mg/kg/day) Generation: F0O

Exp. No. E781 (115-231)

Organ Findings and comments

Animal Classification Day at
ID-No. examination
2203 non-pregnancy G25 kidneys inflammatory change, focal,cortex,unilateral
ovaries cyst, corpus luteum,multifocal,bilateral
decrease, corpus luteum,bilateral
atretic follicle, increased,bilateral
uterus and vagina are non remarkable
2208 sacrificed L4 kidneys regeneration, tubule,sporadic,unilateral
inflammatory change, focal,cortex,unilateral
2211 sacrificed L4 kidneys inflammatory change, focal,cortex,unilateral

The degree of non-neoplastic lesions was slight, when each degree of them was not described.
L: lactation period G: Gestation period
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Appendix 6. -continued Histopathologic findings of rats Exp. No. E781 (115-231)

Sex: Female Dose level: 150 * (mg/kg/day) Generation: FO

Animal Classification Day at Organ Findings and comments

ID-No. examination

2301 sacrificed L4 spleen deposit, hemosiderin,macrophage, sporadic,red pulp

increase, extramedullary hematopoiesis
uterus post delivery lesion
ovaries and vagina are non remarkable
2302 sacrificed 14 spleen deposit, hemosiderin,macrophage,sporadic,red pulp
uterus post delivery lesion
ovaries and vagina are non remarkable
2303 sacrificed L4 uterus post delivery lesion

ovaries and vagina are non remarkable

2304 non-pregnancy G25 spleen deposit, hemosiderin,macrophage, sporadic,red pulp
lungs inflammation, chronic with deposit, hemosiderin,macrophage,pleura,multifocal
;bilateral
tail necrosis with granulation tissue, focal

ovaries,uterus and vagina are non remarkable

2305 dead 5 spleen congestion
atrophy, white pulp
thymus hemorrhage,multifocal
atrophy
lungs congestion with edema,unilateral

thrombus, sporadic,bilateral
[The thrombi were stained blue with PTAH.]

forestomach  hyperplasia, squamous cell,multifocal
liver fatty change, hepatocyte with necrosis,centrilobular

adrenal glands
congestion,bilateral

The degree of non-neoplastic lesions was slight, when each degree of them was not described.
*: 300 mg/kg/day until Day 13 after initiation of administration
L: lactation period G: Gestation period



-ele-

Appendix 6. -continued Histopathologic findings of rats Exp. No. E781 (115-231)

Sex: Female Dose level: 150 * (mg/kg/day) Generation: FO
Animal Classification Day at Organ Findings and comments
ID-No. examination
2305 adrenal glands

hemorrhage, multifocal,bilateral
eyes hemorrhage, retina, focal,bilateral
ovaries,uterus and vagina are non remarkable
cause of death : circulatory disturbance presumed to be DIC
2306 sacrificed 14 uterus post delivery lesion

ovaries and vagina are non remarkable

2307 dead 6 spleen congestion
atrophy, white pulp
thymus atrophy
lungs congestion with edema,bilateral

thrombus, sporadic,bilateral

liver fatty change, hepatocyte with necrosis,centrilobular
increase, extramedullary hematopoiesis

adrenal glands
congestion,bilateral
hemorrhage,multifocal,bilateral
ovaries,uterus and vagina are non remarkable

cauge of death : circulatory disturbance presumed to be DIC

2308 dead 5 heart hemorrhage with necrosis, myocardium,ventricle,multifocal
spleen congestion
atrophy, white pulp
thymus hemorrhage, focal
atrophy
lungs congestion with edema,bilateral

thrombus, sporadic,bilateral

The degree of non-neoplastic lesions was slight, when each degree of them was not described.
*: 300 mg/kg/day until Day 13 after initiation of administration
L: lactation period
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Appendix 6. -continued Histopathologic findings of rats Exp. No. E781 (115-231)

Sex: Female Dose level: 150 * (mg/kg/day) Generation: FO
Animal Classification Day at Organ Findings and comments
ID-No. examination
2308 liver fatty change, hepatocyte with necrosis,centrilobular
kidneys congestion,unilateral

thrombus, glomerulus, sporadic,unilateral
inflammatory change, focal,cortex,unilateral

adrenal glands
congestion,bilateral
hemorrhage,multifocal,bilateral
ovaries,uterus and vagina are non remarkable
cause of death : circulatory disturbance presumed to be DIC

2309 sacrificed L4 spleen deposit, hemosiderin,macrophage, sporadic,red pulp

lungs hemorrhage, focal,unilateral
aggregation, macrophage,alveolus, focal,unilateral

uterus post delivery lesion
ovaries and vagina are non remarkable

2310 dead 6 thymus atrophy
[no lesion corresponding to the gross finding (red patch)]

lungs congestion,bilateral
hemorrhage,multifocal,unilateral
thrombus, sporadic,bilateral

liver fatty change, hepatocyte with necrosis,centrilobular
[autolysis region corresponding to the gross finding (white patch)]

ovaries,uterus and vagina are non remarkable
cause of death : unknown
2311 non-pregnancy G25 spleen deposit, hemosiderin,macrophage, sporadic,red pulp

ovaries cyst, corpus luteum,multifocal,bilateral
decrease, corpus luteum,bilateral

The degree of non-neoplastic lesions was slight, when each degree of them was not described.
*: 300 mg/kg/day until Day 13 after initiation of administration
L: lactation period G: Gestation period
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Exp. No. E781 (115-231)

Appendix 6. -continued Histopathologic findings of rats
Sex: Female Dose level: 150 * (mg/kg/day) Generation: FO
Animal Classification Day at Organ Findings and comments
ID-No. examination
2311 uterus and vagina are non remarkable
2312 dead 6 spleen congestion
atrophy, white pulp
thymus hemorrhage,multifocal
atrophy
lungs congestion with edema,bilateral

thrombus, sporadic,bilateral
ovaries,uterus and vagina are non remarkable

cause of death : circulatory disturbance presumed to be DIC

The degree of non-neoplastic lesions was slight, when each degree of them was not described.
*: 300 mg/kg/day until Day 13 after initiation of administration
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Appendix 7. Cell type and number in seminiferous tubules of male rats at VII- VIl stage of spermatogenesis Exp.No.E781 (115-231)

Dose level : 0 mg/kg/day

Animal Cell type and number of cells Cell type and number per Sertoli cell

1D-No. Type A PL P RS SR Type A PL P RS
1001 15 170 275 434 80 0.19 2.13 3.44 543
1002 13 163 266 455 67 0.19 243 3.97 6.79
1003 15 176 278 399 66 0.23 2.67 4.21 6.05
1004 12 180 270 460 71 0.17 2.54 3.80 6.48
1005 14 154 267 440 60 0.23 2.57 4.45 7.33
1006 15 186 267 455 67 0.22 2.78 3.99 6.79
1007 16 192 260 414 74 0.22 2.59 3.51 5.59
1008 14 190 272 420 77 0.18 2.47 3.53 545
1009 14 178 265 446 70 0.20 2.54 3.79 6.37
1010 14 179 278 444 84 0.17 2.13 3.31 529
1011 14 178 259 394 67 0.21 2.66 3.87 5.88
1012 12 167 243 434 80 0.15 2.09 3.04 543

Typc A: Spermatogonia type A, PL: Preleptotene spermatocyte, P: Pachytene spermatocyte, RS: Round spermatid, SR: Sertoli cell

Dosc level : 60 mg/kg/day

Animal Cell type and number of cells Cell type and number per Sertoli cell
ID-No. Type A PL P RS SR Type A PL P RS
1203 @ 12 180 269 468 77 0.16 2.34 3.49 6.08

Type A: Spermatogonia type A, PL: Preleptotene spermatocyte, P: Pachytene spermatocyte, RS: Round spermatid, SR: Sertoli cell
a) Non-pregnancy
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Appendix 7. -continued

Dose level : 150 mg/kg/day *

Cell type and number in seminiferous tubules of male rats at VII- VIl stage of spermatogenesis

Exp.No.E781 (115-231)

Cell type and number per Sertoli cell

Animal Cell type and number of cells

ID-No. Type A PL P RS SR Type A PL P RS
1303 12 178 248 439 61 0.20 2.92 4.07 7.20
1304 ¥ - - - - - - - - -
1305 12 161 238 452 70 0.17 2.30 3.40 6.46
1310 15 173 241 399 68 0.22 2.54 3.54 5.87

Type A: Spermatogonia type A, PL: Preleptotene spermatocyte, P: Pachytene spermatocyte, RS: Round spermatid, SR: Sertoli cell

*: 300 mg/kg/day until Day 13 after initiation of administration

a) Non-pregnancy
b) No seminiferous tubules at VII- VIl stage of spermatogenesis
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Appendix 8. Observations of vaginal smear of female rats Exp. No. E781 {115-231)

Dose level : 0 mg/kg/day

Animal Pre-mating period (day) Mating period (day) Mean Irregular

e estrous estrous
) 12 3 456 7 8 91011121314 1 2 3 45 6 7 8 9101112 13 14 15 cycle cycle

2001 EMDDEMDUDEMDTUDEM DDZC 4.0 -

2002 MDPEMDDEMDDEMD D C 4.0 -

2003 DPEMDDEMDDEMDD EMDDDDDDDDDDDDC - ¥

2004 PEMDPEMDUPEMDPE M DZPZC 4.0 -

2005 DEMDDETEMDUDUZPEMD D C 5.0 +

2006 MDDEMDDEMDDEMD DEMDTUDZC 4.0

2007 DEMDDEMDDEMDDE M DDZC 4.0 -

2008 MDDEMDDZPEMDTDPE M DDZC 5.0 -

2009 EMDDEMDGDEMDTUDEM DDC 4.0 -

2010 EMDDEMDUDEMDTUDEM DDZC 4.0 -

2011 DEMDDIEMDDEMDDE M DDZC 4.0 -

2012 DDEMDDEMDDEMDTD EMDDUDUDUDUDUDUDDTDTDZC 4.0 +

42 ¥ 312 9
+04

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

C : Copulation

E : The day used for calculation of estrous cycle

a) Mean £ S.D.

b) No. of animals having irregular estrous cycles / no. of animals examined
-~ . : Pseudopregnancy ; it was excluded from the calculation of the mean estrous cycle
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Appendix 8. -continued  Observations of vaginal smear of female rats Exp. No. E781 (115-231)

Dose level : 12 mg/kg/day

Animal Pre-mating period (day) Mating period (day) Mean Irregular
ID-No estrous estrous
) 12 3 456 7 8 91011121314 12 3 45 67 cycle cycle
2101 MDPEMDDEMDDEMD D C 4.0 -
2102 DDEMDPEMDDETEMD DDPMDDZC 4.0 +
2103 DDEEMDDUPEMDTUDEE M DDETZC 5.0 +
2104 DDPEMDDUPEMDDEE M DDZPC 4.5 +
2105 DDEMDDEMDDUDEMDD EMDDC 4.0 -
2106 DDEMDDEMDDUPEMDPD D EC 4.3 -
2107 EMDPEMDUDEMDTUDEM DDC 4.0 -
2108 DEMDDEMDDEMDDE M DDZC 4.0 -
2109 EMDPEMDDEMDTUDEM D PC 4.0 -
2110 EMDDEMDUDEMDTUDEM DDZC 4.0 -
2111 EMDDEMDODEMDTUDEM DDC 4.0 -
2112 MDPEMDDEMDDEMD D C 4.0 -
42 ¥ 312 9
+0.3
P : Proestrus E:Estrus M: Metestrus D : Diestrus
C : Copulation
E : The day used for calculation of estrous cycle
a) Mean £ S.D.

b) No. of animals having irregular estrous cycles / no. of animals examined
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Appendix 8. -continued  Observations of vaginal smear of female rats Exp. No. E781 (115-231)

Dose level : 60 mg/kg/day

Animal Pre-mating period (day) Mating period (day) Mean Irregular
ID-No estrous estrous
) 12 3 456 7 8 91011121314 12 3 456 7 8 cycle cycle
2201 DEMDDEMDDETEMDE M DDZC 4.0 -
2202 bpPEMDDEMDDUPEMDPD D C 4.5 -
2203 DPEMDDETEMDPETEM D C 4.5 -
2204 MDPEEMDUDEEMDTPDE M DDZC 5.0 -
2205 DEMDDEMDDEMDDE MDDEMDDZC 4.0 -
2206 EMDDEMDDEMDTEDEM DDC 4.0 -
2207 DEEMDDPEMDDUPEWM DDC 55 +
2208 MDPEMDUDEMDDEMD D C 4.0 -
2209 MDDEMDDEMDDEMD D C 4.0 -
2210 DEMDDEMDDEMDDE M DDZC 4.0 -
2211 DEEMDDETEMDDEMD D C 5.0 -
2212 DEMDDEMDDEMDTDE M DPZC 4.0 -
44 112 ®
+0.5
P : Proestrus E:Estrus M: Metestrus D : Diestrus
C : Copulation
E : The day used for calculation of estrous cycle
a) Mean £ S.D.

b) No. of animals having irregular estrous cycles / no. of animals examined
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Appendix 8. -continued  Observations of vaginal smear of female rats Exp. No. E781 (115-231)

Dose level : 150 mg/kg/day *

Animal Pre-mating period (day) Mating period (day) Mean Irregular
e estrous estrous
) 12 3 456 7 8 91011121314 12 3 456 7 8 cycle cycle
2301 MDPEMDDEMDUDETEM DDZC 4.0 -
2302 EMDDIEMDTZDTDTDTUDTUDTDE MDDEMDPDTC 6.5 +
2303 DEMDDDEMDUDEMDTD EMDDC 4.3 -
254  DDDDDDDDDDDDDP MDPC : +
2305 EMDTDP -
2306 PEMDDEMDUDEMDTDE M DDEMDPC 4.0 -
2307 DDPEMDPD -
2308 M DDETEM -
2309 MDDPMDDEMDPEMD D C 4.0 +
2310 DDEMDTPD -
2311 MDDPEMDDEEMDPE EEEMPPC 4.5 +
2312 DDEEMDPD -
46 ¥ 4/7 9
+1.0

*: 300 mg/kg/day until Day 13 after initiation of administration

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

C : Copulation

E : The day used for calculation of estrous cycle

a) Mean = S.D.

b) No. of animals having irregular estrous cycles / no. of animals examined

- - = : Pseudopregnancy ; it was excluded from the calculation of the mean estrous cycle
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Appendix 9. Copulation and fertility results Exp. No. E781 (115-231)

Group-No.
Dose Female Male Copulation Fertility Mating
mg/kg/day No. No. period
00 2001 1001 P/S + 2
Control 2002 1002 P/S + 1
0 2003 1003 P/S + 14
2004 1004 P/S + 3
2005 1005 P/S + 1
2006 1006 P/S + 5
2007 1007 P/S + 3
2008 1008 P/S + 3
2009 1009 P/S + 2
2010 1010 P/S + 2
2011 1011 P/S + 3
2012 1012 P/S + 13
Ratio (%) 12/ 12(100.0) 12/ 12(100.0)
Mean 4.3
01 2101 1101 P/S + 1
substance 2102 1102 P/S + 6
12 2103 1103 P/S + 4
2104 1104 P/S + 4
2105 1105 P/S + 4
2106 1106 P/S + 2
2107 1107 P/S + 2
2108 1108 P/S + 3
2109 1109 P/S + 2
2110 1110 P/S + 2
2111 1111 P/S + 2
2112 1112 P/S + 1
Ratio (%) 12/ 12(100.0) 12/ 12(100.0)
Mean 2.8

substance :ethyl (l-naphthyl)amine
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Appendix 9. -continued Copulation and fertility results Exp. No. E781 (115-231)

Group-No.
Dose Female Male Copulation Fertility Mating
mg/kg/day No. No. period
02 2201 1201 P/S + 3
substance 2202 1202 P/S + 1
60 2203 1203 P/S - 1
2204 1204 P/S + 3
2205 1205 P/S + 7
2206 1206 P/S + 2
2207 1207 P/S + 2
2208 1208 P/S + 1
2209 1209 P/S + 1
2210 1210 P/S + 3
2211 1211 P/S + 1
2212 1212 P/S + 3
Ratio (%) 12/ 12(100.0) 11/ 12( 91.7)
Mean 2.3
03 2301 1310 P/S + 2
substance 2302 1305 P/S + 6
150 a) 2303 1303 P/S + 4
2304 1304 P/S - 3
2306 1310 P/S + 5
2309 1305 P/S + 1
2311 1304 P/S - 3
Ratio (%) 7/ 7(100.0) 5/ 7( 71.4)
Mean 3.4

substance :ethyl (1-naphthyl)amine
a) 300 mg/kg/day until Day 13 after initiation of administration
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Appendix 10. Findings of delivery in dams and observations on their offsprings Exp. No. E781 (115-231)
--- Individual litter ---

Group-No.: 00 Control 0 mg/kg/day

Gestation No. of No. of Implantation No. of Delivery No. of No. of

length corpora implantation index offspring index dead cannibalism
Dam-No. (days) lutea sites (%) 1) delivered (%) 2) offspring
2001 22 17 16 94 .12 16 100.00 0 0
2002 23 14 13 92.86 12 92.31 0 0
2003 22 15 14 93.33 14 100.00 0 0
2004 23 16 14 87.50 11 78.57 0 0
2005 22 21 18 85.71 13 72.22 2 0
2006DD - 15 15 100.00 - - - -
2007 23 15 14 93.33 12 85.71 0 0
2008 23 17 15 88.24 13 86.67 0 0
2009 22 16 15 93.75 15 100.00 0 0
2010 22 16 15 93.75 15 100.00 0 0
2011 22 19 17 89.47 17 100.00 1 0
2012 23 14 8 57.14 8 100.00 0 0
Total - 195 174 - 146 - 3 0
Mean 22.5 16.3 14.5 89.10 13.3 92.32 0.3 0.0
S.D. 0.5 2.1 2.5 10.76 2.5 10.11 0.6 0.0

1) (No. of implantation sites / no. of corpora lutea) x 100
2) (No. of offspring delivered / no. of implantation sites) x 100
DD:difficult delivery
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Appendix 10. -continued Findings of delivery in dams and observations on their offsprings Exp. No. E781 (115-231)
--- Individual litter ---
Group-No.: 00 Control 0 mg/kg/day
No. of 1live No. of 1live Sex ratio of Sex ratio of Sex ratio of
offspring on day 0 offspring on day 4 total number of live offspring live offspring

offspring at birth at birth on day 4

Dam-No. Male Female Total Male Female Total (M/Total,litter) (M/Total,litter) (M/Total,litter)

2001 6 10 16 6 10 16 0.375 0.375 0.375

2002 8 4 12 8 4 12 0.667 0.667 0.667

2003 8 6 14 8 6 14 0.571 0.571 0.571

2004 5 6 11 5 6 11 0.455 0.455 0.455

2005 7 4 11 6 2 8 0.615 0.636 0.750

2006DD - - - - - - - - -

2007 5 7 12 5 7 12 0.417 0.417 0.417

2008 5 8 13 5 8 13 0.385 0.385 0.385

2009 3 12 15 3 12 15 0.200 0.200 0.200

2010 6 S 15 6 9 15 0.400 0.400 0.400

2011 10 6 16 0 0 0 0.647 0.625 -

2012 4 4 8 4 4 8 0.500 0.500 0.500

Total 67 76 143 56 68 124 - - -

Mean 6.1 6.9 13.0 5.1 6.2 11.3 0.476 0.476 0.472

S.D. 2.0 2.6 2.5 2.3 3.5 4.6 0.141 0.141 0.158

DD:difficult delivery
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Appendix 10. -continued Findings of delivery in dams and observations on their offsprings Exp. No. E781 (115-231)
--- Individual litter ---

Group-No.: 00 Control 0 mg/kg/day

Live birth Viability index on day 4 (%) 2) No. of live offspring

index with anomalies
Dam-No. (%) 1) Male Female Total N (%)
2001 100.00 100.00 100.00 100.00 0 0.0)
2002 100.00 100.00 100.00 100.00 0 ( 0.0)
2003 100.00 100.00 100.00 100.00 0 ( 0.0)
2004 100.00 100.00 100.00 100.00 0 0.0)
2005 84.62 85.71 50.00 72.73 0 ( 0.0)
2006DD - - - - - -)
2007 100.00 100.00 100.00 100.00 0 ( 0.0)
2008 100.00 100.00 100.00 100.00 0 ( 0.0)
2009 100.00 100.00 100.00 100.00 0 ( 0.0)
2010 100.00 100.00 100.00 100.00 0 0.0)
2011 94.12 0.00 0.00 0.00 0 ( 0.0)
2012 100.00 100.00 100.00 100.00 0 ( 0.0)
Total - - - - 0 ( 0.0)
Mean 98.07 89.61 86.36 88.43 0.0
S.D. 4.80 30.03 32.33 30.45 0.0

1) (No. of live offspring on day 0 / No. of offspring delivered) x 100
2) (No. of live offspring on day 4 / No. of live offspring on day 0) x 100
DD:difficult delivery
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Appendix 10. -continued Findings of delivery in dams and observations on their offsprings Exp. No. E781 (115-231)
--- Individual litter ---

Group-No.: 01 substance 12 mg/kg/day

Gestation No. of No. of Implantation No. of Delivery No. of No. of

length corpora implantation index offspring index dead cannibalism
Dam-No. (days) lutea sites (%) 1) delivered (%) 2) offspring
2101 22 15 15 100.00 13 86.67 0 0
2102 23 19 9 47.37 7 77.78 0 0
2103 23 16 16 100.00 15 93.75 0 0
2104 22 18 18 100.00 16 88.89 0 0
2105 23 15 15 100.00 14 93.33 0 0
2106 22 18 18 100.00 18 100.00 0 0
2107 22 17 17 100.00 17 100.00 0 0
2108 23 17 14 82.35 14 100.00 0 0
2109 22 15 15 100.00 13 86.67 1 0
2110 23 12 8 66.67 4 50.00 0 0
2111 23 14 14 100.00 13 92.86 1 0
2112 22 15 15 100.00 15 100.00 0 0
Total - 191 174 - 159 - 2 0
Mean 22.5 15.9 14.5 91.37 13.3 89.16 0.2 0.0
S.D. 0.5 2.0 3.1 17.31 4.0 14.13 0.4 0.0

1) (No. of implantation sites / no. of corpora lutea) x 100
2) (No. of offspring delivered / no. of implantation sites) x 100
substance :ethyl (1-naphthyl)amine
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Appendix 10. -continued Findings of delivery in dams and observations on their offsprings Exp. No. E781 (115-231)
--- Individual litter ---

Group-No.: 01 substance 12 mg/kg/day
No. of 1live No. of 1live Sex ratio of Sex ratio of Sex ratio of
offspring on day 0 offspring on day 4 total number of live offspring live offspring

offspring at birth at birth on day 4

Dam-No. Male Female Total Male Female Total (M/Total,litter) (M/Total,litter) (M/Total,litter)

2101 9 4 13 S 4 13 0.692 0.692 0.692

2102 4 3 7 4 3 7 0.571 0.571 0.571

2103 8 7 15 8 7 15 0.533 0.533 0.533

2104 11 5 16 11 5 16 0.688 0.688 0.688

2105 7 7 14 7 7 14 0.500 0.500 0.500

2106 7 11 18 7 11 18 0.389 0.389 0.389

2107 5 12 17 5 12 17 0.294 0.294 0.294

2108 6 8 14 6 8 14 0.429 0.429 0.429

2109 3 9 12 3 9 12 0.231 0.250 0.250

2110 2 2 4 2 2 4 0.500 0.500 0.500

2111 9 3 12 9 3 12 0.692 0.750 0.750

2112 5 10 15 5 10 15 0.333 0.333 0.333

Total 76 81 157 76 81 157 - - -

Mean 6.3 6.8 13.1 6.3 6.8 13.1 0.488 0.494 0.494

S.D. 2.7 3.4 4.0 2.7 3.4 4.0 0.158 0.163 0.163

substance :ethyl (1-naphthyl)amine
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Appendix 10. -continued Findings of delivery in dams and observations on their offsprings Exp. No. E781 (115-231)
--- Individual litter ---

Group-No.: 01 substance 12 mg/kg/day

Live birth Viability index on day 4 (%) 2) No. of live offspring

index with anomalies
Dam-No. (%) 1) Male Female Total N (%)
2101 100.00 100.00 100.00 100.00 0 ( 0.0)
2102 100.00 100.00 100.00 100.00 0 ( 0.0)
2103 100.00 100.00 100.00 100.00 0 ( 0.0)
2104 100.00 100.00 100.00 100.00 0 ( 0.0)
2105 100.00 100.00 100.00 100.00 0 ( 0.0)
2106 100.00 100.00 100.00 100.00 0 ( 0.0)
2107 100.00 100.00 100.00 100.00 0 ( 0.0)
2108 100.00 100.00 100.00 100.00 0o ( 0.0)
2109 92.31 100.00 100.00 100.00 0 ( 0.0)
2110 100.00 100.00 100.00 100.00 0 ( 0.0)
2111 92.31 100.00 100.00 100.00 0 ( 0.0)
2112 100.00 100.00 100.00 100.00 0o ( 0.0)
Total - - - - 0 ( 0.0)
Mean 98.72 100.00 100.00 100.00 0.0
S.D. 2.99 0.00 0.00 0.00 0.0

1) (No. of live offspring on day 0 / No. of offspring delivered) x 100
2) (No. of live offspring on day 4 / No. of live offspring on day 0) x 100
substance :ethyl (1-naphthyl)amine
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Appendix 10. -continued Findings of delivery in dams and observations on their offsprings Exp. No. E781 (115-231)
--- Individual litter ---

Group-No.: 02 substance 60 mg/kg/day

Gestation No. of No. of Implantation No. of Delivery No. of No. of

length corpora implantation index offspring index dead cannibalism
Dam-No. (days) lutea sites (%) 1) delivered (%) 2) offspring
2201 22 15 15 100.00 14 93.33 0 0
2202 22 23 16 69.57 16 100.00 1 0
2204 23 13 13 100.00 13 100.00 0 0
2205 22 16 16 100.00 16 100.00 0 0
2206 23 13 12 92.31 12 100.00 0 0
2207 22 21 16 76.19 16 100.00 0 0
2208 23 14 13 92.86 13 100.00 0 0
2209 22 14 14 100.00 14 100.00 0 0
2210 22 14 14 100.00 14 100.00 0 0
2211 23 16 15 93.75 12 80.00 3 0
2212 22 19 18 94 .74 17 94 .44 3 0
Total - 178 162 - 157 - 7 0
Mean 22.4 16.2 14.7 92.67 14.3 97.07 0.6 0.0
S.D. 0.5 3.4 1.7 10.39 1.7 6.17 1.2 0.0

1) (No. of implantation sites / no. of corpora lutea) x 100
2) (No. of offspring delivered / no. of implantation sites) x 100
substance :ethyl (1-naphthyl)amine
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Appendix 10. -continued Findings of delivery in dams and observations on their offsprings Exp. No. E781 (115-231)
--- Individual litter ---

Group-No.: 02 substance 60 mg/kg/day
No. of 1live No. of 1live Sex ratio of Sex ratio of Sex ratio of
offspring on day 0 offspring on day 4 total number of live offspring live offspring

offspring at birth at birth on day 4

Dam-No. Male Female Total Male Female Total (M/Total,litter) (M/Total,litter) (M/Total,litter)

2201 4 10 14 4 10 14 0.286 0.286 0.286

2202 3 12 15 3 12 15 0.250 0.200 0.200

2204 3 10 13 3 10 13 0.231 0.231 0.231

2205 8 8 16 8 8 16 0.500 0.500 0.500

2206 3 9 12 3 9 12 0.250 0.250 0.250

2207 9 7 16 9 7 16 0.563 0.563 0.563

2208 3 10 13 3 10 13 0.231 0.231 0.231

2209 9 5 14 9 5 14 0.643 0.643 0.643

2210 9 5 14 S 5 14 0.643 0.643 0.643

2211 5 4 9 5 4 9 0.417 0.556 0.556

2212 9 5 14 8 5 13 0.529 0.643 0.615

Total 65 85 150 64 85 149 - - -

Mean 5.9 7.7 13.6 5.8 7.7 13.5 0.413 0.431 0.429

S.D. 2.8 2.7 2.0 2.8 2.7 2.0 0.169 0.190 0.187

substance :ethyl (1-naphthyl)amine
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Appendix 10. -continued Findings of delivery in dams and observations on their offsprings Exp. No. E781 (115-231)
--- Individual litter ---

Group-No.: 02 substance 60 mg/kg/day

Live birth Viability index on day 4 (%) 2) No. of live offspring

index with anomalies
Dam-No. (%) 1) Male Female Total N (%)
2201 100.00 100.00 100.00 100.00 0 ( 0.0)
2202 93.75 100.00 100.00 100.00 0 ( 0.0)
2204 100.00 100.00 100.00 100.00 0 ( 0.0)
2205 100.00 100.00 100.00 100.00 0 ( 0.0)
2206 100.00 100.00 100.00 100.00 0 ( 0.0)
2207 100.00 100.00 100.00 100.00 0 ( 0.0)
2208 100.00 100.00 100.00 100.00 0 ( 0.0)
2209 100.00 100.00 100.00 100.00 0o ( 0.0)
2210 100.00 100.00 100.00 100.00 0 ( 0.0)
2211 75.00 100.00 100.00 100.00 0 ( 0.0)
2212 82.35 88.89 100.00 92.86 0o ( 0.0)
Total - - - - 0o ( 0.0)
Mean 95.55 98.99 100.00 99.35 0.0
S.D. 8.71 3.35 0.00 2.15 0.0

1) (No. of live offspring on day 0 / No. of offspring delivered) x 100
2) (No. of live offspring on day 4 / No. of live offspring on day 0) x 100
substance :ethyl (1-naphthyl)amine
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Appendix 10. -continued Findings of delivery in dams and observations on their offsprings Exp. No. E781 (115-231)
--- Individual litter ---

Group-No.: 03 substance 150 mg/kg/day a)
Gestation No. of No. of Implantation No. of Delivery No. of No. of
length corpora implantation index offspring index dead cannibalism

Dam-No. (days) lutea sites (%) 1) delivered (%) 2) offspring

2301 22 12 12 100.00 12 100.00 1 0

2302 22 17 17 100.00 15 88.24 1 0

2303 22 17 15 88.24 12 80.00 0 0

2306 23 15 14 93.33 12 85.71 1 0

2309 22 19 19 100.00 13 68.42 0 0

Total - 80 77 - 64 - 3 0

Mean 22.2 16.0 15.4 96.31 12.8 84.47 0.6 0.0

S.D. 0.4 2.6 2.7 5.36 1.3 11.56 0.5 0.0

a) 300 mg/kg/day until Day 13 after initiation of administration
1) (No. of implantation sites / no. of corpora lutea)
2) (No. of offspring delivered / no. of implantation sites) x 100

substance

:ethyl (1-naphthyl)amine
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Appendix 10. -continued Findings of delivery in dams and observations on their offsprings Exp. No. E781 (115-231)
--- Individual litter ---

Group-No.: 03 substance 150 mg/kg/day a)
No. of 1live No. of 1live Sex ratio of Sex ratio of Sex ratio of
offspring on day 0 offspring on day 4 total number of live offspring live offspring

offspring at birth at birth on day 4

Dam-No. Male Female Total Male Female Total (M/Total,litter) (M/Total,litter) (M/Total,litter)

2301 7 4 11 7 4 11 0.667 0.636 0.636

2302 7 7 14 7 7 14 0.467 0.500 0.500

2303 7 5 12 7 5 12 0.583 0.583 0.583

2306 6 5 11 6 5 11 0.500 0.545 0.545

2309 8 5 13 8 5 13 0.615 0.615 0.615

Total 35 26 61 35 26 61 - - -

Mean 7.0 5.2 12.2 7.0 5.2 12.2 0.566 0.576 0.576

S.D. 0.7 1.1 1.3 0.7 1.1 1.3 0.082 0.055 0.055

a) 300 mg/kg/day until Day 13 after initiation of administration
substance :ethyl (1-naphthyl)amine
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Appendix 10. -continued Findings of delivery in dams and observations on their offsprings Exp. No. E781 (115-231)
--- Individual litter ---

Group-No.: 03 substance 150 mg/kg/day a)
Live birth Viability index on day 4 (%) 2) No. of live offspring
index with anomalies
Dam-No. (%) 1) Male Female Total N (%)
2301 91.67 100.00 100.00 100.00 0 ( 0.0)
2302 93.33 100.00 100.00 100.00 0 ( 0.0)
2303 100.00 100.00 100.00 100.00 0 ( 0.0)
2306 91.67 100.00 100.00 100.00 0 ( 0.0)
2309 100.00 100.00 100.00 100.00 0 ( 0.0)
Total - - - - 0 ( 0.0)
Mean 95.33 100.00 100.00 100.00 0.0
S.D. 4.31 0.00 0.00 0.00 0.0

a) 300 mg/kg/day until Day 13 after initiation of administration

1) (No. of live offspring on day 0 / No. of offspring delivered) x 100

2) (No. of live offspring on day 4 / No. of live offspring on day 0) x 100
substance :ethyl (1-naphthyl)amine
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Appendix 11-1. Body weight changes of male pups from rats (115-231)
--- Individual litter
Group-No. Days after birth Unit:g
Dose
mg/kg/day Dam-No. 0 4
00 2001 6.49 9.39
Control 2002 7.55 11.92
2003 6.23 10.85
2004 7.72 12.99
2005 5.88 11.31
2007 7.49 11.98
2008 7.59 12.25
2009 6.33 9.35
2010 6.50 10.09
2011 6.00 -
2012 8.27 15.61
N 11 10
Mean 6.91 11.57
S.D. 0.82 1.87

N :No. of litters
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Appendix 11-1. -continued Body weight changes of male pups from rats (115-231)
--- Individual litter
Group-No. Days after birth Unit:g
Dose
mg/kg/day Dam-No. 0 4
01 2101 6.68 10.63
substance 2102 8.70 16.73
2103 7.37 11.45
2104 6.06 9.67
2105 6.95 11.03
2106 6.34 10.21
2107 5.95 9.14
2108 7.41 10.68
2109 7.07 12.63
2110 7.69 14.71
2111 7.54 12.04
2112 6.32 9.76
N 12 12
Mean 7.01 11.56
S.D. 0.80 2.22

N :No. of litters

substance

:ethyl (1-naphthyl)amine
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Appendix 11-1. -continued Body weight changes of male pups from rats (115-231)
--- Individual litter
Group-No. Days after birth Unit:g
Dose
mg/kg/day Dam-No. 0 4
02 2201 6.65 10.78
substance 2202 5.98 9.65
2204 7.42 11.27
2205 6.88 11.22
2206 7.61 12.18
2207 5.80 9.88
2208 7.18 11.39
2209 5.93 9.13
2210 6.17 9.96
2211 7.26 14.17
2212 5.66 10.38
N 11 11
Mean 6.59 10.91
S.D. 0.71 1.40

N :No. of litters

substance

:ethyl (1-naphthyl)amine
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Appendix 11-1. -continued Body weight changes of male pups from rats Exp. No. E781 (115-231)
--- Individual litter ---

Group-No. Days after birth Unit:g

Dose

mg/kg/day Dam-No. 0 4

03 2301 4.86 8.01

substance 2302 6.35 9.78

150 a) 2303 6.74 11.01

2306 7.96 12.64
2309 6.66 10.86
N 5 5
Mean 6.51 10.46
S.D. 1.11 1.71

N :No. of litters
substance :ethyl (1-naphthyl)amine
a) 300 mg/kg/day until Day 13 after initiation of administration
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Appendix 11-2.

Body weight changes of female pups from rats

--- Individual litter ---

(115-231)

Group-No. Days after birth Unit:g

Dose

mg/kg/day Dam-No. 0 4

00 2001 6.03 9.55

Control 2002 7.20 11.30
2003 6.00 10.58
2004 7.30 12.28
2005 4.82 12.63
2007 7.46 11.73
2008 7.26 11.54
2009 5.84 8.54
2010 6.38 10.44
2011 5.53 -
2012 8.01 14.97
N 11 10
Mean 6.53 11.36
S.D. 0.98 1.77

N :No. of litters
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Appendix 11-2. -continued Body weight changes of female pups from rats (115-231)
--- Individual litter
Group-No. Days after birth Unit:g
Dose
mg/kg/day Dam-No. 0 4
01 2101 6.03 9.88
substance 2102 8.56 16.58
2103 7.06 11.11
2104 5.72 8.77
2105 6.80 10.78
2106 5.99 9.59
2107 5.87 9.12
2108 6.79 10.54
2109 6.95 12.74
2110 8.30 15.64
2111 7.10 11.20
2112 6.45 9.62
N 12 12
Mean 6.80 11.30
S.D. 0.90 2.50

N :No. of litters

substance

:ethyl (1-naphthyl)amine
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Appendix 11-2. -continued Body weight changes of female pups from rats
-- Individual litter

(115-231)

Group-No. Days after birth Unit:g

Dose

mg/kg/day Dam-No. 0 4

02 2201 6.14 10.32

substance 2202 6.05 9.67
2204 7.26 11.01
2205 6.38 10.68
2206 7.17 11.63
2207 5.66 9.49
2208 6.56 10.56
2209 5.50 8.73
2210 5.87 9.96
2211 7.02 13.77
2212 5.78 10.49
N 11 11
Mean 6.31 10.57
S.D. 0.62 1.32

N :No. of litters

substance

:ethyl (1-naphthyl)amine
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Appendix 11-2. -continued Body weight changes of female pups from rats Exp. No. E781 (115-231)
--- Individual litter ---

Group-No. Days after birth Unit:g

Dose

mg/kg/day Dam-No. 0 4

03 2301 4.25 7.51

substance 2302 6.04 8.52

150 a) 2303 6.41 10.79

2306 7.33 12.20
2309 6.13 10.30
N 5 5
Mean 6.03 9.86
S.D. 1.12 1.86

N :No. of litters
substance :ethyl (1-naphthyl)amine
a) 300 mg/kg/day until Day 13 after initiation of administration
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Exp. No. E781 ( 115-231)

BRI TR a4 SERRER

T103-0023
FREMBFRK BABAI 4 TR

TEL: 03 (5640) 8860, FAX:03(5640)80

20134206 H10H

10

B4 N-IP-1-T7FVT Y

Bl% o — K E0148 | &% . Whho o b 43 | HIE: B & 600g
CAS:118-44-5

HE R JARHE
HHE (GO) 98.4 % 97.0 %24k
SR (FEAIR) 100.1 % 97.0 %Ak
FE (20/20) 1. 0629 1.0610 ~ 1.0640
BYTE n20/D 1. 6457 1.6440 ~ 1.6470

1/1
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Exp. No. E781 ( 115-231)

Reference data 2

IS (BB OLEN)
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Exp. No. E781 ( 115-231)

W H &
#3 No.X0152
NEEBEEA 20134 12 120
B AR SRICH T RH AR 8 T
REIRBRE Skt s —

T366-0816 MEEFEANES 725 Hith

FAX 048-571-1810

BEE N-IZFIV-1-FTFINT I OMTICOEELTIRERLET,

PRty
E0148 N-ZF)L-1-FT7FNT7 I AH 500g DD
Lot No. 4M33M-PT [Hel{bik 2GR )

1. #iE(GC)
V) &t
i 9 L :5%Diphenyl 95%Dimethylpolysiloxane
0.25 1t mX30mXx0.25mm
b7 A REE &) 180T T 10 ARIfE S, £0O#% 20C/min T 300CE THIAL.
ZDIRET 9 FRD,

KALEIRE : 300C

BigHR % - 300C

U= 0 X AUDL AR 30cm/sec.

#® H 2[™:FID

A AT Uy hE A7 Uyhke (1 : 150)
E A &:10ugL GEUR 50mgtAcetonitrile 1mL)
2 & RMEOEaSRE

B 2% . Agilent 6890N

@ ¥R REEEHESR) RT—5 3K
©98.37%  (298.37% i 98.4%
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2. FiEE(FE/KIERE)
(DEME

Exp. No. E781 ( 115-231)

#HE 0.25g(0.1mg DI FTINB) > —H —100mL 7 & 5 + Fig 50mL i2
BT —0.1mol/L @R FE (HERE) TJIISKO0113 05 (BENERESE)

[

ANCFA—&ATERBEITVL, HEREEMHIET 5,
0.1mol/L i@¥ EEETAH#E 1ml X 0.017124gCi2H1sN IZHHY T 5,

(DFE R
AEE®E WE & (mL) RIEE (%)
1EH 0.2444 13.7207 99.93
2 [E1 H 0.2919 16.3722 99.84
Ty JH¥— =1.0399 752 =0.0047mL 1 99.9%

3. lE SGI¢  1.0629

BEE - 7 ETH DA-505

4. JBHFHE n’  1.6459

e EE - KAHETFE RA-500N

ZOWEHICHET D TEMIZ HEHFE X TBELWEL T,
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F—%& TF7 A DI¥DAT
BTG o 4AM3M

Exp. No. E781 ( 115-231)

A2¥EQ148¥E0148 2013~12-12 11-13-28¥S1G1000002. D

SR
EAB

DAY K
BCEE
B A VY K
BRRESR
¥ TILIER

2
0 12-Dec-13, 11:14:28

EAE 1w
. D:¥DATA2¥EQ148¥E0148 2013-12-12 11-13-28¥E0148
© 2013/12/12 10:32:01
© G ¥CHEM32¥2¥METHODS¥EOQ148. M
© 2013/12/12 13:44:06
B i

Sea-S1> 1
O4-a v o n AT 101
UEA

|
M

{&¥ENo. X0152
E0148 N-Ethyl-1-naphthylamine Lot. 4M33M-PT 500g

FIDT A, (EDT48B¥ED128 2013-12-12 11-13-28¥SIG1000002.0) S
pA " ; ’
a0 :

80
70
60
50
40 <
S
~
30
104 n L [-vi=2} ~
\ 0 i"’ H T T T T T T T T ‘J:
25 5 15 10 125 15 125 20 225 min
Ef#/—t b LR—F
KRR »IFI
&% : 1. 0000
FIRE: : 1. 0000
ISTD (23 LIEREFRMED 70 Z £ EM
DIFIL 1 FIDLA
E-y RT 37 -8 EHE s i
#  [min] | [min]  [pAss] [pAl I % |
1 4796 BB 0.03564  5.88930  2.60358 0.12761
2 4.945BB  0.0576 5.47922¢-1 1.31602e-1 0.01187
3 5390 BB 0.0369 7.40957e-1 3.21514e-1 0.01605
4 6.465 BV 0.0736 2.74441 5.97170e-1 0.05946
5 6.823 VB  0.0886 4540.04395 665.35938 98. 37105
6 7.424 BB 0.0496 62.76703  20.02260 1.38000
7 8.957 BB  0.0638 6.98940e-1 1.70563e-1 0.01514
8 6.271 BB 0. 0596 1.09159 2. 85490e-1 0.02365
9 11.294 BB 0.0448 6.99668e-1 2. 34321e-1 0.01516
=5 4615.22375 689. 72621

28 2 2013/12/12 13:56:10

P

=21
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F—4 74 )L D:¥DATA2¥EO148¥EQ148 2013-12-12 {1-13-28¥S1G1000003.D

HLTIE AN

FEANL—4
Lt
ZEAB

DAY E
BRESR

RREE
H o TIIER

:C

DR 2
: 12-Dec-13, 11:44:49

{¥CHEM32¥2¥METHODS¥EQ148. M

© 2013/12/12 13:44:06
DNy

& $8No. X0152

1
N AT 101
2

Seq-31 2
O4-32:
FEA

EAE 1yl
© D:¥DATA2¥EQ148¥E0148 2013-12-12 11-13-28¥E0148. M
©2013/12/12 10:32:01

EQ0148 N-Ethyi-1-naphthylamine Lot. 4M33M-PT 500g

pA

90

40

30

20

FIDT A, (E0148¥E0148 2013-12~12 11-13-28¥SIG1000003.D)

:

7.418

D

F2.8491
5.384

b6.459

0D

11.291

25

len

175 225 min

mf -t LR

— ¢

FoRIB
.

FRE
IST

SJFIV 1 FIDT A,

RT
[min]

£ -y
#

LI

D ISH LR EARET 75 5 £EM

TN
: 1.0000
1. 0000

]
min]

i
[pA*s]

=1

[pA]

Eik
%

1 4.791 BB
2 4.941 BB
3 5.384 BB
4 6.4b9 BV
5 6.819 VB
6 7.418 BB
7 8.949 BB
8 9.262 BB
9 11.291 BB

b—HJL

0.0345 5. 86983
0.0600 5.82715e~1 1.38731e-1
0.0368 7.54157e~1 3. 28434e-1
0.0738 2.80146 6. 18926e-1
0.0868 4551.87646 674.06073
0.0496  63.02382  20.08485
0.0561 6. 77343e~1 1.83175e-1
0.0608 1.09808 2.79715e-1
0.0451 6. 66249¢e-1 2.27849¢-1

4627.35013  698. 604

I
2.68187

0. 12685
0.01259
0.01630
0. 06054
98. 36897
1.36199
0.01464
0.02373
0. 01440

28

#2382 2013/12/12 13:56:17

R 1/1
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Exp. No. E781 ( 115-231)

F—4& 774 )L D:¥DATA2¥YEO148¥E0148 2013-12-12 11-13-28¥S1G1000004. D
H )4 : CHICN
BEARL—E Seq-4 v 1 2
SHTHEEE DOMEs 2 O4-33> @ N 47 102
FAR . 12-Dec-13, 12:14:56 EA O
FAE S 1y
SAIv K . D:¥DATAZ¥EQ148¥E0148 2013-12-12 11-13-28¥E0148
RIRESR : 2013/12/12 10:32:01
BrAVYF © C:¥CHEM32¥2¥METHODS¥EO148. M
BRERE 1 2013/12/12 13:20:13
(FHRAHEER)
o2 T IViER DOSMRRYE- {KEANo. X0152
Blank (Acetonitrile)
FIDT A, (EO148¥EQT48 2013-12-12 11-13-28¥SIG1000004.)
pA ] o
90 T
80
70
650
50
40
304
20 !
104 IS -
0 T T T N N ' T T T T
25 5. ___ 15 10 125 15 175 20 25 min
mE/—t b LE—
FonIE 5L
g : 1. 0000
HRE: : 1. 0000
ISTD I LISREFRED 7V 2 2R
455 1 FIDT A,
E'-7 RT %7 -8 @E =1 miE
#  [min] [min]  [pAxs] [pA] | %
1 1.835 BB S 0.0202 2.80432e4 2. 30863e4 1.000e2
k=% 2.80432e4 2.30863e4
sokk L= MET sk
#3282 2013/12/12 13:22:53 RS 11
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Reference data 3

e 5. ethyl (1-naphthyl) amine ORI
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1.

1.1.

1.2

1.2.1.

1.2.2.

1.23.

Exp. No. E781 ( 115-231)
BERIEE
EE Or

BEf [ A& ) —v 28K (G, vv)]

e | AP/ /v (HPLC H, FULHEETH)
PR REK WPLe T, RoRRE

G | AF 3 RERI UK FEEEAIL
PR | SIRGRFTL 2 A

ERESR OFHR
TR e
PR A T,

RN

PEHRER 20 mg (GZHNE : 20,343, 19.999 k35 0120.182mg) 28V, 7 by R
FRRR, FYCHMEBET3E) 2NZIEME L=, 507 b &z CEMIZ20mL & L7z
(FREMEE I mg/mL) . (EHIHIRRIIFERR] A & L7z,

B HIEERRIR

TEVERGE 1 mL 2 FRECIRER L, 78 b GREEEHN, FOGMEBETIE) Zhnz TRk
IZ10mL & L7z, E5I22 08 SmL 2 IERICEREL, 7% &Nz CIEMIZ 50 mL
& L7 GEEIRE 001 mgmL). [EAERIEIT T 4 V% — Millex®-LH, FL£& 045 um,
Millipore) A& L, HPLC HakEE U7z, fEHEIIRIZEREIR & U7z,
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1.3.

14.

1.4.1.

1.4.2.

1.4.3.

BUEREIRO L

Exp. No. E781 ( 115-231)

BROTERARIL | B, SEGEROBBRARIZ3 B, A Ay RO THHEE
R U 7=, BB L7 0bTalkl e A A7 7 2 2 fj g, 0 A2y FOoRil%,
TR GERE, FeMiE 1) A HWTEEVEY, O E AR T T A3 AN
To. TRIZHED, T b ZRWTHRL, AERERE R L7, 3BEHARIE 7 1 V& —
(Millex®-LH, FL# 045 um, Millipore) % L, HPLC FIEXBHANW & L7-.

PG HEE TE JLELN
60 30 12 24 .
(mg/mL) (m—22)
B HEER R E (mL) 1 1 | 5 |
l l ] il
| WTEARRE (mL) 200 200 40 40 10
1 RER U S
1 2 1 1
(mL)
! ! l i !
2RERE (mL) 30 30 30 30
FRfE =R 6,000 3,000 1,200 240 10
RIS
HPLC &%
T InertsilODS-2 (NfE 4.6 mm, £X 150 mm, BiF# 5 ym, GL
Sciences)
BT LIRE 40°C
EH AH =)/ (31, viv)
NTER 1.0 mL/min
HERE 340 nm
EAE 10 L
. FRIEIRFE 4°C
F— 7T — 2T S — I
AV 7 BB T b GREEERR, FeiiEBE e
HIEHE S

B LC-2010CHT Bk a~ N 75 7 AT A

F— AR T

518 Lab Solutions LC/GC Ver. 6
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L.5.

1.6.

1.7.

Exp. No. E781 ( 115-231)

VAT LOBEEHE

HPLC 3 A7 LMFENFERC, & EFEEERK GRERE 0.0l mg/mL) Z#:0 KL 6 [F
HE L. ZORER, RERHB IO — 7 mEOMMMEERFE AL 0.0~0.1%8 L
04~1.7%, ECHIEEAHE BO0%LLT) AWz LT /e®d, HPLC v AT ATEECHK
LT D LT LT
HIE

TRICHEDHE U, FEEHEOBRIL 956~100.1%TH Y, HIEELE (100.0+5.0%
CIN) &z Lizizw, HIEFERERRA Lz, ok, MK GHERE 0.01 mg/mL)
BLURBHARIY, KEBELETA— 7T — 1 GEEIRE 4°C) 24 BERE TLET
BB L, [a— il ethyl (1-naphthyl) amine OFREEHEITEE Y 77— 3 v [REE
5 E780 ( 115230 )]] IZBWTHERSNTWD. Lo T, EHERR L 3UBHATRIL,
HIE 13N, T uEE > kLT

eI R
3 EETIFHEAK
1 T REHA
1 EEMMEERER BEEHLE L O

PIERE R OIS X OEKEDE Y $h

IEHH BT LT FoTMT
{RFIFH] min | 7 —FUEY T |k FTE
v — 7 \hifE uVxsec | T—HUEY 7 |k FoMA
w/20/100

B O TH A 5 Sy,
;}iﬁffﬁ“ﬁ%"ﬁ mg/ml | W EEEFRF RIS O B B RAE | A 4T
<3553 (mg)

100 : FFEHEUIE ) b OFTIRLEE

CSXAT/ASXD

C : RO TS i g
Ar - BN ©— 2 TR HART AT
As + ERFISIERD £ — 2 T

D : fifRER

B ERE mg/mL

O DME &R
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2367
2.4 2375 2373 98.9 0.2
2377
| EE e 12.24
12 12.24 12.33 102.8 1.3
12.52
60.31
60 60.14 60.34 100.6 0.4
60.56
)| B bl 30.57
(EH=RE 30 30.48 30.72 102.4 1.1
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JLEAN ND." - - .
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1) Not Detectable
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