B-6580

=3¢
nxx

ERBRES

HAEBE  N-IFIL1-FI/FI732L2D5y FERW:
2 BMEIEHEEAST 28 HEIREROKRSSHESR

AEBES . B-6580

PEREART : 201081 A 8 B-2011% 6 H 17 H

B EEMR
BREER YV b—F & — HEEFERT
T412-0039 FEEEBEHNE & 1284

HEREREE
BEEREHE EERSLD FETHE (LEWHELTEMNKRE
T100-8916 HREHTRBXEHEE 1-2-2

BRIV Y —F o & —
T151-0065 RIXHERIEAXAKILET 36-7



S wn o

B&
B T ettt ettt e h et n bt s e et ons s et et enenene et eeenatenenentataneneneennananas 3
B ettt s e e et e e arn—a e s e —t e e setbee e et e s earee s bt s sa e anaaans 10
B oo ettt et ettt a ettt ee ettt nenaneae s en et s e eneran 12
BB B L T TTTE oottt ettt n et 13
6.1 BEBRIDE T OMEEIR oottt e 13
6.1.1 BEBRIDEL ...t stat oo n e ane 13
6.1.2 BEEAE ettt e s e ettt e e se et rene 14
6.2 FREBIEDFABL oot se e e ee et st esseeseas et saennes 14
6.2.1 B T D R E T T et ee ettt et e e seeeees 14
6.2.2 BEAR T T D ZETEME oottt ee e et s e s eneeness 14
623 FRBUI DIEEETETR oot e e st sse st sastsn e 14
6.3 ARBREMER CRFEDBIRIRE oot 15
6.4 B R B ) B A0 1T oottt eee et eeeene 15
6.5 B B R oottt ettt re s en e eaenaon 16
6.6 ER R OB T DIRAIDE. ..ot 16
6.7 BN DRRB L O = A DIFRITR ettt ss st 16
6.8 BERK, BE5HE, BREEHERVEESREEZH 0 OERES ... 16
6.9 FEETTEE oo OSSOSO 16
6.10 BEBROZDORERIIE OUTEERERL oot eeeeenes 17
611 BRI UIREE D I o oooeeeeeeeeeeeeeeeeee e s s et ese e ese s s s ean s saenone 17
6.11.1  —ARIREEDBIZR oottt 17
6.112 P —RREOEE. BERE, BHRVAREHEORE. ... 17



B-6580

6.11.2.1 BEMI 2 —JERBE DBER oo 18
6.11.2.2 B BB R A e e aene 18
6.11.2.3 BB T T et eneeenan 18
6.11.2.4 BB EBN B DTTE oo eeeaeee s ese et nenene 18
6.11.3  IBEETIE oot s ettt e s a e ns 18
6.11.4  FBEEHBETHITE oot er e ena e eeenenenans 18
6115 R e e e eee st en e e enens 19
6.11.6 LI R I oo ee e anea s 20
6.11.7  HLIRAE R oot eeeee s 21
6.11.8  JABHZERREE (oot e enne 22
6.11.8.1 BB e ettt eeaen 22
6.11.8.2 BB B BT oo eeeeeeeeeeeeeeeee e st eaesaeses e sesessesaensesesasnereens 22
6.11.8.3 TR R et 22

0.1 B R BT et et e ettt a e e nareae s asans 23
T R BRI R ettt re e enene 24
7.1 R R B et et e e nnna 24
7.2 M ACIREE, MEERE., BORUVEREEDE .o, 24
7.2.1 IR RIREE ..ottt e e s es 24
7.2.2 BB R T oottt ettt st ee e 24
7.2.3 BB T ettt b et en e e et er e een 24
7.2.4 B B EE B ettt se s st 25
7.3 PREE ettt ae e e et e e et et eeenesa e en e eeennenensane 25
7.4 23 3: 5 OO 25
7.5 FRIRTE (BBZKEEETL) oo e seeas e seee e 25
7.6 LR ERR T ..ottt et s sttt e et e emee s e s e ereeeneenanasaeas 26
7.7 LR L AR oottt e e e eeeo e nee e ee e seesseee s e e et aneeeseanne 26
7.8 EEEE R oottt et ettt st e st e e s aan 27
7.9 B R B ettt bbb en 27
700 R A et e st as e ans 28
. B ER ettt ettt et a sttt et oo a e e e e et et e e eas e eae et e et 31
0. TTHR ettt ettt e e e te e e e neeereees e e s eereeteneneanaene 34



B-6580

4]
Fig. 1~4 BEEBE
Fig. 5 HE
Fig. 6 EEE

e
Table 1-1~1-3 — IR
Table 2-1~2-18 A — AR EE
Table 2-19, 2-20 KRR AE
Table 2-21, 2-22 eV
Table 2-23, 2-24 BRESHE
Table 3-1, 3-2 SE
Table 4-1, 4-2 BiEE
Table 5-1~5-8 RE (BAEED)
Table 6-1~6-6 MEFERE
Table 7-1~7-4 mE LFERE
Table 8-1~8-8 HEEE
Table 9-1~9-3 HIRRET A
Table 10-1~10-8 REARERE



B-6580

4. EH

N-ZFNN-TI/)F 7510 28 BRKEROESEEREE 6 Bl
Sprague-Dawley 3 SPF 7 > k (Crl:CD(SD). 1 #ff#ES 6 XX 121E) 2HWTERKL
Tro BMEBIT 0 (m— 2 FEEHEE) | 12, 60 RTA300mg/kg & L., SHEREE L 300 mg/kg
DO—EROBEUE (1 MRS 6 L) IZ oW TCITREHRK T % 2 B OREE 25817,
FEUELORFEMEBRET LT,

300 mg/kg | EFHOMH 1 FIA, BREHORD., MEXLCEBEREZELTRE4H
WHRTE Liz, ZOBHTIE, RRMIEFERINE, MO LmRER, Ji8 ok
ER, HBFENCTFZEBBOVL A, BRORME M0 EN & BAIREE, B
FREEOET U U E0FERE, FFiRo/NER O OEL. FFieo Bk
FEXROREE EREMBROIEKR, MIBRO ARRERL 5 > Ml TR U o/ EROEEIEH
Bobhizbon, FERERD LI BALIREZBEINE -T2,

EFEMO—BIRE T, RS Z@ U TRaR 60 mg/kg LA LD 58 O MR
TERD BN, BT, BEN 300 mgkg REBOME TR D b,

M —RROREE, MiERE, BORVBREHE IR, REHRBIFICEREHED
EME DS BIER 5% 0~10 2 ORI EENZ 300 mg/kg R EFHEDOHE TR D b,

FERCEEERE T, ®REHMPITEMED 300 mgkg TEHOMBETRD b, 300
mg/kg EHOETIIHFEREMELEEL S L,

RpE EAKEZEI) Tk, #5 4 BCBAKERVREDEME L BBEEOKME
300 mg/kg & 5B OMERE TR O b T,

MEERE I, RORBEEROANETES 2 PV EOKE L BROERROEEN 60
mg/kg DL EDEREFEOHEL 300 mg/kg HEBHOHET, ~~ 7V v MEDKED 60
mg/kg A LD EFHOM T, EHRMERM AFREE OMKED 300 mg/kg ¥ 58 DM
T, EHFROKRABORBEE 7 47V 7 — 7 EOBEEDR 300 mg/kg EHOHETH
»HT,

MFIEERE TR, B2 L AT e — A RO VIREDOFEED 60 mg/kg PL L5
DOHERET, 7 LT F = DIRIED 300 mg/kg B#E5BEOMRE T, ALT XU LDH O&FE
28 300 mg/kg W EBHOHE T . RI-ABEORMED 300 mg/kg R G5B TRD T,

REZRECIX, EE e UTHBSENZEBEOV Y U FEBHEEERLOEMD 60
mg/kg LA EOBEFHOMRE T, BROMKNEEORED 300 mgkg B EHOMERET,
FFigo /N LMERFRIRR IR R R OVEE ERABOIEKRD 60 mgkg LLEDEEL 300
mg/kg HEBOM T, RMEREMOTLED 300 mg/kg THEBOMHOKBE (B
Ete) L300 mgkg BEHOBEORE (BRLEL) TRHLNII,

2B, BEHHPROBRSHBETERREO NIRRT B AREICLY ., #H
KHHWVIIEE L, EEEIRBO LN,
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UEDORR N-ZFNA-T I ) FT7F LV OARRRBREETICBITAEREEX. I

BRACERER VREEBREREOMIBOE(L R E bR L b 12 mg/kg/day & HEE X
i,
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5 &

EE%3HA EERLH R BEETER LEHEZEARZORRICLY . N-cF-1-
TI)FrT7ELVYETy P2 HRREROKRS L. EOBREFALHIITILELD
2. 2ERREL, MEOTEM LR O CEORBLRET S, 2. FREIX
BRESER Y —F o F—BHERERLORRERIT TV S,
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6. HEBMHRUGE

6.1 HRMERUEREK
6.1.1 #HERME

FRBRICHERH LB EOR v &S, MESRIROBEY THD, £, BB

HEZ IR 1R U,

Z2p

4

B4

CAS &=
BRANERE S
AR

HEX

P
THie
FIKR
AFE
PEIR
RIFHIE
B

RIFGET

BV EDOEE

A

N-=FN-l-TI ) FTT7Z Vv
Ethyl(1-naphthyl)amine
N-ZFN1-FT7FNT I
118-44-5

4-349

C,HsNHC,oH;

NHCH,CH;

171.24

98.2%

REA

128°C

475g (25g% 19K)

B B IR G

W (BREN. EHE : 2~8°C) | BHFET. BR
BERTH, RRZFEETRETHo 22 L B3R
i (REER2)

HEBEHER HBRHERTFERCE | FARERY
HiR=E

T RA7 ., FREUREREZER LT

KERBPE 2 L OB XFEN SRS, BRILF & DAt
W,

HHE 1 g ZRGERF & L TRE L, SR/
ST LT BRMEOREIIREEL, £, KRDE
DOERBIIEEMELHERR., T_THEELL,

13



B-6580

6.1.2 LER7 N
2N : o—
oy hEE : PEG0519
RIEE : T T RS
REFIE : =R
RTFERT : HESEHRRT F | IR ERR=

R ARBRIZEN > CEBLUIEEBRIRT O N-mFV-1-T 2 ) F7 X2V OREM
A BEBEES  A2169) ZBWT, a—VEP TCOEBRMEDOREMRICBHFRER
BELNTWERZ b, AL LTa—rlEEIRLZ,

6.2 ¥BE5ERORH
BEZLICLBEOHRYE # EREICERL, 2— M THRL T 2.4 mg/mL & (K
AERK) . 2mgmLE (FPHEMHK RU60 mgmLiE (BHAER®K %2 8AHICI
ELL EOSEECHAM L, AR% 7T BUAIERLE,

6.2.1 BERORESE
BERIZ 1 B BRESTOBOBICSE L FEHEE CHET (BBERN. ERIE:3~5°C)
X TREL

6.2.2 WAKDPTOREM

AEHRHED 0.1 KU 200 mg/mL /K (A =2—#) 13, @7 (GWEBEN. i
BHIF, 1~10°C) | EHXT 8 HE. TOREET 24 RHLETHD Z L BN SH
R Y P —F X —HEGHEFT CHRBIN TS GARES @ A-2169, IRTRE
3) .

6.2.3 RO RERSR

85 1BE AEOBRGFICAVDEREOHERIKICOVT, TOREEZHRAILERY

U ¥—F& & — HEBGHER THPLC %2 AW TR Lz, ZORR. RfEicst

THMEDEIEIL 98.3~103.5% FFAEME : RFEICKTHEE ; 100£10%) THY |

WENLHFAREENTH -2 (RAEFH4-1 RV 4-2) . SIFEOBIEZRIZRT,
1 REY T2 ORRAKE CRRE

: 1 AT 10mL
HERME : N-ZFNN-TI)FT7FL
AERNRIZEME
4R : N-ZFNA-TI ) FT7HEZVY
oy FES : 2HB4E

14
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HPLC RIE&#

b AN : L-column ODS (4.6 mm L.D.X 150 mm, 5 pm,
R B A E S R FoasAE)
H T LAEREREEE
40°C
HPLC #&h+8 : AH )= RERIK, 75:25, viv
iR : 1.0 mL/min
¥ : UV (BIZE# & 340 nm)
F— Y5 —RERE
: WERL
EAE : 10 pL
EAERF
HEANERE A B EANE
1 3 BHERE (AT LBEESHER)
2 3 EERR (EER)
3 1 BIEEHFAE (2.4 mg/mL)
4 1 REERFE (12 mg/mlL)
5 1 HiEEZRFE (60 mg/mL)

BHEAREVAEEZNRBORTEIX, AR 24 BEBLIMICER L
oo 2B, NYF—=vaVRBRT, A— b U7 T—RIIBITS
UBERTFEROREEIER I TS,

6.3 HRIMERUVRFKOEIRER

FEHRBRETNA FIA LTy bERAWERRBLEL INTWS, ZORER
WEASNERKOT y MEIBER I LN, BREHRNBETHDH LN HER
L7z,

6.4 HEIMERUHDTT

Sprague-Dawley 5% SPF 7 > ; [(Ctl:CD(SD), AAF ¥— iR « U\ &tk, E
REAEEVF—) WHES 47E® 2 5BHTAFL, T HEBRE -BHLFEET L.
—icREEOBE (1E/H) | AEEE GE) ROFEMLR—BRECBE (1E) %17
W, FEENE, —RRERVCHEERZ - BRRBOBEIRERLONTREEL BN
DMEMES 36 UL (EBEL U CHERESR 24T, [EERE U CHERES 120) 2BV, 68
TREICH L, REFRBBOKREGHEIL, BT 211~233 g, MT 144~169 g Th o
oo EVIIRE - BHEEIR T o REEMEIZ X 0 RA%, HELT0% 8 (BERBO 2
BED OEBEIZESWT, EHOVHEENTEIETHE LRI >BHEERL
2o BECBEMTIEa L Pa—FEfniETny JBEBEERE VEELHEECHAY

(Tay 7EBECTLERBELZER L. RRERUCHENOBFEES L EBER/ICEET
) Wk 1Tole, £/, REBWIIRERE D ICRBRRI ORI L — T LIRRE

15
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TCERE IR,
) . REREEEICHEV., BECIEEIIMER 45 IETH o 228, ERICIIMERES 47 IERHA S iz,

6.5 MHAESH

BITIRE 22~26°C (BRJE : 23+£3°C) . FHXHEE 39~56% (BRE : 50£20%) | %
[E%% 1 BERD 10~15[E, BRES 1 B 1265 (07:00~19:00) OBEPEFE (201 B=) T,
Ty VRERBREMES —2 (W 250xD 350xH 200 mm : A& — UHEREH) CE
MEE L, AEENOEREZEE 1 EEK L7~ BEFEHE CRF-1 (£ =¥ LVEER
TEHRNESH, 2y FEE :091005) IERATF U VRBBESEZHWT, /-, HEE
HEAGEKZB/KBICL Y BBICERS S,

6.6 SHRUKHKDIOEAME
RSP ORBAMEICE L CidER 2 » h -2V T Eurofins Scientific Analytics T4y
2TV, F7o, FEKICOWTITESEREE Y ¥ —BFRSfic/KEEICERT
5*§$§%E@mu($4@)ﬁﬁbtoph60 MTEREEE AFE L, ABREE
WEREERRNZEERER LR, TLEREFELE,

6.7 EMOHEINRVT—IADERT

BWII AR/ B B 2 2 E U CTEESER Lic, AR OEESITHINE TOMIX
RKRBES. B ROCEEZSEZRAR LA —U -0 B 200, BEST#IIE. ik
CHREIZE (B, K FRUOBHEROIR) IZ4HTOESTEOITTZ. ZOHE

1000 DALIXEE, 100 OALIGHE (0FBZHE, 1 B2 | 10 & 1 OMRERES L L,
ERB/r—JIi, BOUMECTHERALEA -5 V0EIZHE B Tty
T LT eo), RRES. RERKE., REE. &, 81HES. FEESXKUE
RFEHEFHATL L, 2L, Ml —RREOBIE, #iERE, BHRUERKED
BHEHRR, BEFCH L TREDEREHIRT A, F—Y 7~ NVERELTR
BRES. MK UCHEEESDHERR L,

6.8 HERKK. REUHE. BERHERUVREME L Th o ORRER

BHERBRIEVA P74 VCEL, REBRITEORES 2R, HEHRIX 28 AH
&Lz, BEEBRIRERERBRT-RIUITORTWS 1 B 1E (TEAME) & Lk,
EEHRIIEEOTMHEMEZRNTHIORELE LEA 605 28M (14BH) &L, Z
DG 2TORP T,

6.9 ®EAK

BREAREIL SmLkg FREE L, BT E2AVWTHBEOHRS L (08:00~11:57
DR o RBEICITEE (=2— ) ZRRCERE Lz, B 0RERE (B
BAT : 0.1mL) 3RFOBELEEEICEH L,

16
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6.10 BREBERUZOHRTERMIE TICEFEK

N-ZF Ll T ) F 72D 0 (2—r#) o 100, 300 BT 1000 mg/kg/day % 1
HMESESIEOT Yy M2 14 ARIREROBRE LEHER D, E42E(LE LT, 1000 mg/kg
BEHOMBELSFIOETRAH I, 300 mgke HEFHOME TMHERE R FIZEL
BHoNEZ b, RRRICBITH2®REEIL, 300 mgkg HEHEXEHAEL L. &4
b5 TERL. 60mg/kg ZHhAEIC, 12mgkg ZBABICRE L, BEREEZROE
1{T3R7,

®1LRERX
omp | BOE | R B | REAE |, X ® H B B
(mg/kg) | (mg/mL) | (mL/kg) Yk BmE s B BmE S
\ Vi3 6 1001~1006 6 1007~1012
xR 0 0 3 | 6 1101~1106 | 6 1107~1112
. i3 6 2001~2006 - -
BRER 12 2.4 5 i 6 2101~2106 ) )
. i3 6 3001~3006 -
A ERE 60 12 5 it 6 3101~3106 - -
~ | 6 40014006 | 6 40074012
mAEE | 300 60 3 M| 6 | 4101~4106 | 6 4107~4112

6.1 BERUREDHHE
ZRENERS N RBICBRROREL R Lz, RREOBEICELTITR
DY & LI,

#E5 1H (day1 of administration) : B 5-BR4EH
5 118 (week 1 of administration) BE 1 hLEETH
B8 1 B (day 1 of recovery) : BEERRREE (REHIMKTOEE)
[145 1 1 (week 1 of recovery) c[EE 1 BEE 7 H
6.11.1 —IREBOEE

EEECHOVWTREHMDIEIER 3E. REMEKREERRURN 2 EK (2L,
HHR—RREBORE, EERE, BARVCEREDHERAE L EHET DRIRERL
BEEED 2H) | EEHRTIEE 1E, AR, RERE. B2, TBHRUHHR
WiaEO—IREBEZBELZ,

6.11.2 HHLG—RREOHRE. BRERE., BHRUEBREHZDAE

M —ARRECBEIL. 2EFRMITHOWT, BEBSET (RE - BILRIRS)
W2 1E, HESHETECEESBTEEE | mEHE L2, 7o, #ERE, BARV
AXEBEOREIZ, #5408 (HE2RE5 2600, 2%5270) ROEE 28 (H
B12H) T o7z, sER—REBOBERUBEREIC DWW TIEERED 5 WX
2 7L LA EE W, 2B, BERUVRERREDFREHIE (771 v FMb)

17
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L. 8% 7 & LCEE LICRETT - 12,

6.11.2.1 Heh—BREoRE

1) Fm—bsr—TUHNEER

®"E, R BREITH

2) FIFR-TOEIE

F=UhbOBMY LT &, #E - RKEORE, IR - 2045w, Bk (IRBkzE
. IRERBAGUIREE) | WIHRRETE. BAthiRMiee (BRIR. SL®&. BALZR. WM. BRE
’) . A FY TR B RIS

3) A—=Fr 74— FRELE

RERE., B8, RETY, FRTE. HIT. €8, FEH., LH ERVEIE, B
et (B3R, BER)

61122  HMERE
WSS, BEERS. RS, MRS, WL, ZZRERRE . e

6.11.2.3 #hiE
CPU /'—3 MODEL-9502A (7 A 2—x V=7 U v FHASH) 2 AV TR
OB OB A ZBE Lz,

6.11.2.4 BRESEDRE
ERBWAH B R ESE Y —NS-AS01 HEAESH =z —aP A= R) ZHNVWTH
REHEAAE L. AIEIX1BEE L 10 0BRER T 0~60 53 OBIEEE £ LT,

6.11.3 {RERE
EEFEHPIOWVWT, REHMPITRSE 1, 4, 7. 10, 14, 17, 21, 24 R ' 28 B
OFEFNC, BEUEMBRPIIEE 1. 3, 7. 10 XKWV 14 BicBlE L7, #IET 08:36~10:18
DORIAT o7z, R BIZIIHEXEEEREL OO, BTA 15/ 16 REGR I 7%
DOEEZRE L (07:58~08:23)

6.11.4 Et= e
EAEFHHICOWT, BEMMTEERE 1, 7. 14, 21 XU 28 AoERC, [EE
HREPIEEE 7RO 14 BICRIE L7, BIEX 08:56~10:19 OIZfTo 1, B, #5
HR PR ERAE OB ERRELSD I HELZ . BETBIZ6 EROREERE..
FO®RITTAZLICT EBORBEEREAZFEL, 1K1 BEFEH L, HE 18
FEE 1BND 7THETO 6 HROREEBERESY, t0#&IX 7 HHORBEERELH
EL, 1Ll BEZEHLE,

18
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6.11.5 REE

HEABRVEE 2BIZT 7,

BE5 48 (522 BORER) IAEFSHICHONT, BE2E (BHE8H) ZE
EEOEEFVI OV T RELEBIZENENRERBZ Y P LS —VIRIRE L.
R BHBAKTC4RRREZ, ROCTEHER - BREBEKT TEORO 20 FFERZ
BRML, R2ICEBMLICEBROLSECIVREL., £, BKEIZ. KRR —V
WCINAELIZRETHAENLD 1 BEZY OFKEL, HBAKREZAVWTHE L,

K2 REREDEB. ARERCER#RLGE

1) 4EBRIZOVWTORE

BREHEH BEFE

pH A a VAT 4 v 7 RJEARBRK Y (7T—7 LA HR&H)
~ABE F—La AT 4 v 7 RTEARRK D (T —7 LA HRE4H)
rrok F—avART 4 v ATEARBRK Y (7—72 VA HASH)
Fha—2R F—va VAT 4 v ATEARBREY (T —7 LA HREH)
F= 3118 F—varvAF 4 v ZATEARBKY (77— LA KRE)
YAy F—LavRARF 4 v 7 R-TEARBRK D (7T—27 LA BRKEH)
yuyy ) —4y F—a VAT 4 v 7 ATEARBK Y (T —27 VA KRS
23R AR Bl

FE WHEHE ® BREMAAyYEERWAEFRAE (B : mL)

2) 20 RBIRICOVWTORE

®REHES HEFE

RE (QorpEE) ¥ AAZAVY v EF—ERWERERME (B : mL)

REE KABETED (AL : mOsm/kg)

5 AR E A8 25

2 : AUTION™ MINI AM-4290 (7 —7 L1 BER&4t)

Y HEEETEREEE F— b7 FRF v FOM-6030 (F—2 LA #%RE4)

E)  AREOREE 20EOREZAH LT 24 BEORE (mL24h) 2HEH LUK,

19
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6.11.6 miEFRE
BEHHEOCEEHEKLTOZ A OHEIRERC, siE»5—®. (19 16~20 B )
MR IEEESAERFIMIZOVT, =—T /VEEET CHIE L. B XBAR) S EDTA-2K
AIERIE (SB-41 : VA A v 7 A& ik (¥ 1mL) 28BELE, Sbhik
MRIZOWVWTHR 3D KERLAHEEROCFECIVRELZ, FiZ, I (0.9mL)
*3.8%7 T VBT MU U LAERNARE (LKRIFICHL 1 FOEE) ZHERL., &
Loy BE (BRFE - 3,000 rpm, 1,580xg, 10 77f) IC LV ELN-MEFICHOVWTER3.2) I
EHLZEARVFBIZLOBRE LR, B, ERICI2HEERICEL,. 2F8FKICS>W
T May-Griinwald-Giemsa e B151Z & 5 MK BHRERZER L7225, BERIC K 2RI
RELHEL, SERITIER L2107,

£3.MAEAPREDEBD., AEEARUVERGSRLTLE

1) EDTA-2K MMz D\ T DRE
BMEHEA HIEFHiE LD A
RIS (RBC) 2REL—F—Tr—H 4 hA Ry —1E? 10%/uL
~E/ B E (HGB) YT URARNESa U EEY g/dL
~< k7Y v ME (HCT) RMERB R LR MREENOBEH Y %
EHRMRERE (MCV) 2REEL—Y—Tu—H% A bR Y —E?Y fL
EHRmEkmAEE (MCH) FORER VAT otV EBHOEHY e
EHRhkmEREBE (MCHC) ~E/nEVvBRUA< Y Yy MEMLEHY g/dL
MARMEKE (Retic) RNARBIL LB V—F—Ta—t A b2 FY—(? %
m/ME# (PLT) 2REL—YF—Ta—HF AL bARD—ED 10*uL
B ek (WBC) 2EEL—F—Ta—h A b AR —§E? 10%/uL
AKRE 5 ED NANFFVI—BREIZLEZT—Y A P A ) — %-
REEL—F—Ta—Y A PR N —E? 10%/uL
2) 7 FU U AINMEY L SBEL T MBIC ST ORE
BEEE HIEF & k= 2ivA
Fu ke B (PT) ray kgD s
EEEHS hr R
75 AF B (APTT) 7ay hEY s
747V ) -4 & (FIB) o RS TRAFUED mg/dL
5 P B
D REMIFFREREE T RV 47 120 (Siemens Healthcare Diagnostics Inc., Illinois, USA )
Y RERE B BEESRE  ACL Elite Pro (Instrumentation Laboratory, MA, USA)

) ¢ UrosEk (LYMP) | i3k (NEUT) | 4FEEEK (EOS) . #FHEK (BASO) . Bk (MONO)
RORBFERER (LUC) , £/, BMRELOERL AMKENLESEOEREH I L,

20
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6.11.7 mEEFRE

MEFRERRE L FRCER LR (0 4mL) Z2EERERAVRRE (=
UVl MI-A— by T TAEKRKSH) ICBERL. BUOSBE BRIE : 3,000 rpm,
1,580xg, 1043f) L. BohmBIzoVT, #£4.1) CEHLZEARVFEICE
DRELE, £, ~NU UMRARE (K 1mL 4729820 BALOA~RD V) 28
BRLZME ($2mL) ZE 008 (BRE :3,000rpm. 1,580xg, 1045F) L. B5h
MOV TER42) KEHLABEERTFEZLIRELE,

4 MBFLCPRECEB, ARERUVERARSELE

1) ZELEMBIZOWTORE
BEHEB HEFE BEAT
ALP Bessey-Lowry i ® IU/L
=L XFa— (T-CHO) CEH-COD-POD i ¥ mg/dL
MY ZUETA K (TG) LPL-GK-GPO-POD # ¥ mg/dL
U BRE (PL) PLD-ChOD-POD £ ¥ mg/dL
BErYyLry (T-BIL) VAR —PED mg/dL
Zra—=z (GLU) Fha—RFe Ra b —PE? mg/dL
RRER (BUN) Urease-LEDH ik 2 mg/dL
7 L7 F = (CRNN) Creatininase-creatinase-sarcosine oxidase-POD & mg/dL
FrYTA (Na) A F U BRREBE Y mmol/L
BV L (K) A A BREBE Y mmol/L
HE (CD A F U RREBE D mmol/L
By 5 (Ca) OCPCiE? mg/dL
Y (P) EYIFUBEY mg/dL
wizAiBg (TP) Biuret i © g/dL
TNAT 2 (ALB) BCG# Y g/dL
A/G it (A/G) BIEABBERVOTATIVUALE]
2) ~XY UME D bR L RISV T ORE
BREHEE BEFE By
AST UV-rate # ® IU/L
ALT UV-rate & @ UL
LDH UV-rate i& ¥ 1U/L
y-GTP Ly-Z N F IN3-IAFEF V4= baT=y Fg? TU/L
A R R 28
D BIRIGEEBIOITER TBA-120FRE (HEAT 4 ALV AT ARAKREH)
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6.11.8 REFRE
6.11.8.1 ik

FETEMIE AT RAESHIZ, 2EFEMIC OV, BNEERSIREINIC X 9
BILSH, AR - BHE - E - EREEOEHORE - MBOWIRIC X 2385
HEH 21TV, REE&E L,

6.11.8.2 HEE=HRE
EAFHHOHEIRIPIC OV L, REFTREOER (BHER) ZAIET
ZEEHIT, BHERLIRBOSENSERE100g M- DHFERELZEH LK,
BB, *HEAALEERAEORBEIZOWTIIESM 2 ICHIE L, + 04 H{E CEMm
L7,
Md. BB+, MOAR. M. L. AFIE. BIEx. R, BE L S FE

6.11.8.3 REHGPRE
ETOEEIZOVTRISRTRHE - HEEEIRL, U VBES 10 vivedhi< v
WCTHEELE, 72770, MY VBRERE 10 viverdkal< U ViR ETEAE., IREKE U
MR VEEREIR TR U3 VW% I A F LT VT E R« 25 vkl < U ViR T
BEE®R., BRERUERELEFILT 7 VR CEE L&, £, U BREESE 10 vivs
RN VETCREL, X770 @88 Lz, Z0%, IR LT~ FT Y0
TFVUREEERZERL, EHOMBERCEHAER (RIEMEFEELIZOVWTX
240 IO TERLE, B, *ORLUAEAMGERERERMZ2HEHL, ER2ER
L7z, %72, ERIRFHEE Th--RABICH W TIIARITERZERLER LT, B
2, HBRYERSOREREDLN-EHEOKEE (B2 . FEEROMEE. &
DOlIE (BHZET) RUBRIZOWTIRERVCYTAERT I EE#HEOSEEIZS
VWVTIEEERR L7, MERED RIBIIXTREE, K. PROBAERT CKEEFHOLEEIC
DTNV Y UF (BB KIG) ZEREZERMLER L, BlRORMAE LR OFEBIE/ME
BHOND, REFA G H, BES 4001, 4002 ZTF 4003) 122V TiHT a2p
ra7y rHEE AV BBt EZRAERR O PAS REERFEMLER LK,

R, /D, FRE (BER) | ABehiEx. ERER*. TEE, FRBR*. ERUME* Bl
B BalR. BRNE, BTV oNEL BEEY o8, D, KF. I (REXEED) .
B. +ZEB. =5 B (A oABKEET) . BE. BB, BB, TR g
BERE, RE* FR LG iR, g +8. BEF (FHzEL) . KBF (F
B ate) *ROKIBEERG *

i, e (EHERIXRRE SBE T, ~< bV v - o F VU REERE
WMETEBLL) | N—F—B* BWXEAR. &, BB, B TR TR EE.
FE. RBE. AR (BREW) *. KE (BEW) *. BEEEIEAL (Fh) ROMEELZHE
H U THRF LI,
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6.12 #atERHT
F—=Tr 74—V FNBEOEEREE BEREICRK T 5 EENEE EHHIE,

BREHEOHE,. AE (FEHEMELZ ) | BEE. BKkE RREOCOCEWE
B, MEFRE, LBELFRERVCEEERT —FIloWT, XRELEREHRHLO
B CREBRIT 21T o 72, £, EBIZOWTIE Bartlett BREIZ L D HBHEORERTT
> (BEAYE :: @Rl 1%) . 28HBE LWVIEE L Dunnett 352 AWT, 3EEREDOE
&1% Dunnett B D mean rank test Z AWV T BB L ZF R EH L OB TREZ T2 (F
BAKEE BRI SRV 1%) . 28, BIEHIIOVTIE, FRECLVEHOSEROE—
HEDORE (FEKE : il 5%) 2177, TORR. EXBHELRDO NG EIC
R L R E R G L OFBEDEIZOWVWT Student D t BRE (HEAKYE : Ml
SEU1%) &, SEo8ENR bied o IBA 1 Aspin-Welch D t RE (FEK
¥ ERASRUT1%) 2772279,
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7. HEBRER

7.1 —RRkEE

FX#& % Table 1-1~1-3 & T Appendix 1~10 {27 L7z,

1) #5164

300 mg/kg W EREOHE | 5l (BWES : 4102) PEFKBEBOMLD . RERCBER
Z2LTERE 4 BICET L, £, AF8H TR, BERPBRSHEE2EB LT 60
mg/kg A E DR EHOHRE TR b, FiZ, S&KENKRE 325 6 B ORIZ 300 mg/kg
BEBHOMBETHR INE,

2) [EIHEHIR

BERMPETE 1 BIZ 300 mg/kg S BHOMESF TR b,

7.2  FHHLT—RKE. #ERE. BHARUBRERHE
7.2.1 L —ARikeE
XA % Table 2-1~2-18 & T* Appendix 11~70 [Z5R L 77,
1) #HE5HM
WENOBREBEERIZBOTHREE I e, ML bBELSURMEREH LD
BRIZEEZERRD RNz,
2) [EMEHAR
WTNOBREEBICBW T RE L2, ML bR 300 mg/kg BERHLE D
FIICERZEIRD O o Tz,

7.2.2 BEEBE
A& % Table 2-19, 2-20 & UF Appendix 71~76 {27~ L7z,
1) ®&E48
WEFNOBREEBIZBNTHES T, ML LAXBELEERDEREH LD
FIICEBZEERED o Tz,
2) EIfE 28
WINDOREERIZBWTORE IR, MRk SRR L 300 mgkg REFHE D
BICEBREZIFED O olz,

7.2.3 #h

FX#& % Table 2-21, 2-22 & T* Appendix 77~82 {Z5R L7z,

1) #%&E48

MEREL LRI L B ERPERSHE OMICAEERRD bR,
2) [EfE 2@

A OB/ B EMED 300 mg/kg B EHOETR O BNTE,
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7.2.4 BRESE

A& % Fig. 1~4. Table 2-23, 2-24 & TX Appendix 83~88 IZ-R L7z,

1) ®&548
BAEREMENRERMLEE 0~10 5 OB EMEIZ 300 mg/kg BEBFHOBETRD LK,
2) EE2HE

MERE L HXIRREE L 300 mg/kg | EBHOBREFTRITIIEIRBRICHEB L. FEEIR
Honiemroilz,

7.3 HE

FXAR % Fig. 5. Table 3-1, 3-2 & U} Appendix 89~94 {Z/R L7z,
1) ®&EHME

EEOBO RS 4 BIZ 300 mg/kg BEBROMECTHASh, FEABENEES 4
HLLREIZ 300 mg/kg B 5BEDHET, #5 4RO 7 BIT 300 mg/kg B 5B OMETIRD b
N, ¥, REHETOREEMBOREREMD 12 mgkg BE5HOMET, HER
{KMEDS 300 mg/kg B EFHOHETED LN,
2) [E1EHIH

B EREIEEHMZE CT 300 mgkeg EHOBET, EHE 1 RO 3 BIZ 300

mg/kg FEROUETRD bive, i, EEHBTOEERMEOHE2BEN 300
mg/kg BEBHOMETRD O,

7.4 Efig
JX#& % Fig. 6, Table 4-1, 4-2 R} Appendix 95~100 {278 L7z,
1) #®&EHAR
BREE®RE 21 BIZ 60 mgke REFHOM T, HEREMEMNEE 7 HIT 300
mg/kg B 5B OMBET, 5 14 HIZ 300 mgkg RS HOETRD bhl-,
2) [EEHIE
EREENEE 14 BiZ 300 mg/kg IR EFHORE T, BEEHIHE%E L T 300 mg/kg &
EEOM RO b,

7.5 REE (BEKEED)

EX#& % Table 5-1~5-8 2 1" Appendix 101~118 {ZR L7z,

1) %548
BRIZBWTBAERSY 60 mg/kg BEBEDHE 3/6 5 & M 4/6 F], 300 mg/kg B ERHD
MESEH TR D LN, £, EUAEVOERBIZBUWLT+ (0.5~1.5 mL/dL) RXHR
BOmE 1126, 12 mgkg HEBEORE 1/6 51T, 2+ (1.6~5.0 mL/dL) 7% 12 mg/kg ¢ 5
BEORE 1/6 ] & M 3/6 51T, 3+ (5.1~10.0 mL/dL) 23 12 mg/kg #& 5B O MERES 3/6 5,
60 mg/kg B 5B DML 1/6 1T, 4+ (>10.0mL/dL) A 12 mg/kg ¥ 5-BE D 1/6 1,
60 mg/kg X 5-BEDOMERES 5/6 B, 300 mg/kg # 5-EEDOMEH2F] TR Hiv, 12 mg/kg
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ULDOBREFHOMBETE Y LV E VEBEFAOMIMER AR bz, £z, BKkELR
BEOEELREELBBEEDEEREMD 300 mg/kg B E5HOMHETRD LN,

2) EE2E

300 mg/kg WEBHOMME L LEHENEEICRERROONT., RE, BAERUVOR
BEEICLRBHELE OMICEEEZERRD ORI oT,

76 MEERE

Fi& % Table 6-1~6-6 J2 U8 Appendix 119~136 {Z7R L7z,

1) HBEHEKRTE

RMBEBR~NET v E U BORFEREE L @RLRROFE2HED 60 mg/kg
ULOHEBEOHE L 300 mgkg BEHOHET, ~~ 7V vy MEOHFERIEMED 60
mgkg U EDOREHOM T, THRMKRFBOERREGHEE 74TV ) —F U EDF
B EKMED 300 mg/kg ¥ 5-BEO/E T, EHRMIRM A FREE OF B 2 EMEDN 300 mg/kg
BEBOMRE T, FEMHLELS Fa v R 5 RF R OERHED 60 mg/kg R EBEOMT
Bwoh, ToM, ARMRESRICBITSL ) U SKRERBOREREE L FHERERD
BEREMEDS 12mg/kg BEHOM T, FEEKRLEOFERKMED 300 mg/kg HEFHD
T, BMERS BN 2 i P ERE R CBEERE O F B RIEED 60 mg/kg B EHOHET
BHobhi,

2) EMEHAIRIE TR

TR BRI B REE OF E /R REN 300 mg/kg HEBHOMRET, WROLEKROF
B EEN 300 mgkg HEHOHTRO LN, £0OM, BMERESRIZBIT D FHEK
ERERCAMKRSEICE T HFFEREOFTEZRBEDN 300 mgkg EHOETRO L
i,

7.7 MBEERE

Fi#& % Table 7-1~7-4 K U® Appendix 137~148 {Z5R L7z,

1) BEHBKTE

AST DF B R EMED 12 mg/kg B EHOMEHET, I a—2ROFEREMED 12 RV
300 mg/kg B EFHOHET, ALT R U'LDH OFE/LEEMN 300 mgkg HEHOBT,
avRTFu—LERNY VIEEOFEREMEN 60 mg/kg LA EOBREFEOMBET, 71T
F = DEEREED 300 mg/kg BEFHOMET, BV UV LAOFEEREMEDR 12 mg/kg
BEFHOMET, IV AOFEREMEN 12 R 300 mg/kg BEFEOH T, B-AH
BoOBRELBMEN 300 mg/kg HEHOMETRD b,

2) EIEHMKETR
TATIVOEERBMEDN 300 mgkg BEFHOHET, 7MY VARUREABED
FEREELER) COFEREMED 300 mg/ke B E5HOMETRD b,
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7.8 ®WEE=
%A% % Table 8-1~8-8 & (} Appendix 149~172 iZ/R L7z,
1) HEHRETE
BEREEOEE fﬂf&ﬁr)a 300 mg/kg 5 HOBTRD O,

Jibd : MY EEOHEELRFMEN 300 mg/kg HEHOBETR
b,

Lo : Xt EREORBRRMED 300 mg/kg B 5 EEOHE TR
bl

JiF ik : MMXEROAELEMES 300 mg/kg REFEDOHE T, ¥
R OCHENERDOFEREMD 300 mg/kg #-5-H DM
TRD bk,

e e : X EEOA R BMEN 300 mg/kg BEFEOMR TR
Hont,

g : HXEEOABRIEMEN 12 mg/kg HEFHOM T, fExt
ERBOAZRBMED 300 mg/kg BEBHOMETHRD L
ni,

b3 : MM EREOFEREMEN 300 mgkg EFHETRDHN
776

FE : HHEEBEORRREMED 12 BT 60 mg/kg I 5.8 TR
Hohiz,

2) EIEHIHER TR
BRERBEEOCHFE MR 300 mg/kg REHOHETRO LN,

T higt : MM EROFAEZREMED 300 mg/kg B 5 HOHE TR
Lz,
i : XM ERBOEFE BB 300 mg/kg EFHDOHETR
bz,
7.9 B R

F%#& % Table 9-1~9-3 K& U} Appendix 173~244 IZ7R L7z,
1) JETE#H (300 mg/kg REBHOH 1 6], BMES : 4102)

Rk . ERBRENRBD B,
fit : P L RERESFED O,
B : AIB DIEERNPBO SN,
2) BEHIFEKETR
= gk : BHEEN 60 mgkg T EFHOHE 1/6 HITFRO b,
fiti : REIREEDS 60 me/kg B EHOHE 1/6 FITRD LT,
it : ALY 300 mg/kg ¥ 5-BEOME 3/5 BT, KEULH 300

mg/kg B EEEDME 1/5 FI TR bz,
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3) EIEHIRRTE
e ik

7.10 REHAGTFHRE

FEf2 B 2% 300 mg/kg B G5B OHE 1/6 FI TR Hhiz,

FX#& % Table 10-1~10-8 & U} Appendix 173~244 IZ7R L7z,

1) Hrahy
+ ¥
=g

JERIE Y > /i

BAT U v
Athig

FELA
Ha R
i (REXZET)

=

2) BEHRRTE

BHLRULADRD LT,

R R RME RO, B RAE LR
DO HEREIENTED b,

B EHEIRD LT,

BWRERIRD LT,
BE/NEROEFHROZERL, PEERTFHBO
B AREESE K OB IRE LR OERBERD Sh
7o

BRELRAROERHEL 5 ~MBRD bz,

RERER Y VRBEROBREBRD b,

FRIZ BT ORRL L BRAaERA LI, A
BERECRFTRIEIED Doz,
FRIZBWTHIE OILES A b 720, HERFERET
TR D bhiadho iz,

TRWEREIZLD LEZ DN IEBHEORE (BHELEL) | FREOM
g, HoME (FH2zEl) RUBRIIED LT,

KEgE (FHzaELe)

faE (FHZE)

5 ik

fi i

R R BRSO TTEED 300 mg/kg B EEEDTE 3/6
FlE M 15 FITRD LN,

B RMEREM OTTHED 300 mg/kg RGO 1/6
FTRO o,
BHMH5VEIBERRBE LR OFBE/NMEDR 60
mg/kg BEOHE 5/6 . 300 mg/kg HEFEDHERH] TR
biie, BEERAELNT-EHD 5> bREF (3 4,
EHE S 4001, 4002 RN 4003) oW TH a2p 7' 1
7V rHiEE AW aEERLFEREEAK D PAS
REERPERLERLEBR. u /a7 ) Uk,
PAS RUSEEMZ TR L= &b, RME LR OFEkE
IMEIZ 2 7 7Y CHETH S L HE LT,

R A/ NER I ATRERE O ZERa (L A3 300 mg/kg & 5-BE
DRERFIT, B P 2\ IT8RE 2RO BMRER
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e figk

2 300 mg/kg B S-BEOHE 5/6 B & M 3/5 BT, B D
PEE I/ NEPDEFFBIERD 60 mgkg BEEHD
HE 2/6 ], 300 mg/kg ¥ 5-REDOUERESE T, BB
FREMBROEKRS 60 mgkg BEEHOH 1/6 . 300
mg/kg & G B O MEEEF TRO bz,

B BES E I DO TUEDS 300 mg/kg IR EBEDHE 2/6 5
T, BMHLIWIERER S ol LB AEROBEIMNH
300 mg/kg BEBHOMELFITRD O, £z, N
WY CBEBEREHERLER, B L D VIIBRE RN
WY BRI O 60 mg/kg % 5-BEDHE 4/6 4
& 3/6 51,300 mg/kg B G- B DMERER B TR O LTz,

BEHRR TR CTEIUTICORIHRBARO bd, ZOoHBERREZEE» bV h

bIBREOEL & Rl Lto
AR EK

A[\_‘\ﬂj&

Gl

iy

i (REXZET)

TEE
EIRYA:S

REBEE#H

SE

LATF Lﬂ‘ﬁ‘_ﬁﬁkob\'ﬂi
R ik

B2 REMEOBIEEREA A ST REEOHE 1/6 ], 300
mg/kg T EREDME 1/5 HI TR b,
B IR E MR E AR A O/ 1/6 HITRD LN
s
B2 BARME S BEEOME 1/6 51, 12 mgkg &5
BEOHE 1/6 ], 60 mg/kg | 5-BEDHE 2/6 1, 300 mg/kg
BEBEOHE 1/6 5] L 1/5 HI RO LN,
B FRRE B RRCBS BEEORE 1/6 B & 4/6
B, 12 mg/kg BEBHOME 2/6 ], 60 mg/kg FEREDHE
1/6 B & M 4/6 BT, B DV ITRE RN A ZEED
XTIRBEDHE 4/6 7] & WE2HF], 12 mg/kg R EBEOMERES
. 60 mg/kg WEBEDLE 5/6 il & HEEH], 300 mg/kg
B 5 RBEOHEESFI TR b,

B2 I E A B O MR E A X REEOHRES 1/6 fﬂf
B2 E{LAED 300 me/kg REBEOHE 1/6 B TR
iz,
B0 5 BN RTBEEOME 1/6 51 TRD bz,
B RIEEMIRZEISHEED 26 I TRDOLN
Y
B R OEMEN KT REEDME 1/6 fI TR NI,
BRI THEE O MR E S 3HREE O 1/6 #l TR
Hoii,
RS OGN -RIBFTRICHAY TS EE2 O,
BEENSL LI 60 mg/kg B EBOHE 1/6 B TIIERE
RBBIEOHBEMELPITED b,
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i (REXZET)

3) EEHRKTR

REFRAEMNH LT 60 mg/kg B 5BEDHE 1/6 B TIIEE
W R R OMREEIRD bLE,

FEMEREICLD EEZ DN EBHEDRE. EOMFBE UBIRICEDLN

77,
B figk

P i

JELhR:

B RAE bR oapietE/MADS 300 mg/kg R EFED
HE2/6 FITRD BTz,

X% e/ NE R R HATARRR D 22k A3 300 mg/kg 5B
DHE 1/6 FITRD NI,

Bz 9 oM 300 mg/kg BEREDME 2/6 1T, K
HBWIIRELEEEEOEM 300 mg/kg EHD
WEHERHICRDO LN, T2, VY UFEREZER
LIchsl, B Y U EGEERROEMA 300
mg/kg &5 BEOHE 5/6 il L EEFITRD LT,

EEHFE TR TIUTERTHRASRD bR, TOHBERERELHWVTH

bRREEORL LT LT,
HF Hik :

i

AT R R RIZ DUV TRE,
i figk :

BMMREBEEZRESBEEORE 2/6 #l. 300
mg/kg W EREDME 1/6 1T, B D \WITBRE 20N
PRIZEREDS o RBE OMEREE ] & 300 mg/kg | 5B DORES
] & 1t 5/6 B TR Bz,

BRI A RME S REE D& 2/6 B, 300 mg/kg ¥ 5
BEORE 3/6 Bl TRO BT, |

HREEA DN RIRFFRICEY T3 ¢E 2607,
FEREEN I Bz 300 mg/kg BESBEORE 1/6 5 TILER
B A ME@ERBRD b,
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8. EE

N-ZFNA-TIJ7F7FLD 28 HEIKEROEZEEEARE 6 Ao
Sprague-Dawley & SPF 7 v b (Crl:CD(SD). | BEMERER 6 UL 1218) # AWVWTERL
Teo WERIZO (m—2 : PREEE) | 12, 60 KTN300 mg/kg & L, Fiz, *HREEL
300 mg/kg D—HOMEME (1 BEMHES 6 L) oW TR EGEHMKETH 2 BFOKRE
MM ZR T, BEELOTMHMEZRELE,

300 mg/kg B 5-BEOHE | FlA3, BERESHORED), RERVEBEREZELTKRE 48
WWRT Lz, 20T, BRMOIERBRE, MOEFHLLBRaR, 58 ok
R, MEENIICHHBBEOUL A, BIBRORME EEABROEN - BERET, B
MERCSET VU 2 E0EH, FFlRO/AEPOEFMROZERL, FFRROEERE
FERUMEE LMD, MIBRO AREH & 5 > M NTHIIRD U > /SERDEEFEH
BOLNTHDOD, WRERD LS RALMIREBLIZBERIN T,

EFEHHO—FIRE T, RSB Z28 U TEARMN 60 mgkg UL ED RS EEOMERE
Twd b, BiZ, &5 355 6 HOMICEED 300 mg/kg Ik GHOMERETRD L
iz, EEHREIIEE 1 BIZBERS 300 mg/kg BSBOHETRO NN, *
DHBERRD LMo T,

FHMR R, BERE, BOIKCAREHE CIX. REFBPCBERESHED
IEENBIEBREEE 0~10 2 DR EMEIC 300 mg/kg & S BEOHE TR S, TR K KR
R RICHEBZATIEIRD LN TVRNLDO, HBRYERSOEEN DN,
7B, TOEMIHREICEDHEEL, BIEENRD b, 2o, BEEHEPIZH
T 1 DIRE DS 300 mg/kg HEBHOBETROONEDE, T<{RETHY, BEHEF
WA LRELEFED R TNz & h, EREL kL,

FERCEHEETIE., HEHRAPICEMER 300 mg/kg & SFEOMHEHETERD LI, 300
mg/kg HEHOBETIIEEREMELEKMELZ R LU, BIEHRFIZE 300 mg/kg B 55
DHETHEORKMELIRDOLbNIZbDOD, KEBMELBHEEIISELZRL, KEIZ
FHEEEIRO bk, Fof, REHMPICEEREMNEORMEN 12 mg/kg & 55
DT, BEFED —BHEORMED 60 mg/kg EHDOHETROLNLMN, VT IK
BETHH, BEELOBEEE LRV EG, BRMEEHE L,

RBRE (BAEZEL) T, RE4BRREKEERVREOESE L BEEEDOKMEN
300 mg/kg B EREDUEHE TR bz, F72, BERD 60 mg/kg UL O 5#E Ok
TRH O, BV A EVBEFOEMMMER D 12 mg/kg L EDOBREROMETIRD BN
R, MRIEFREOCRE YA Y LR YEET AEBIIIERRD LA TN
En, BFOEIESTEEEL BT Lz, 2B, Zhb0BiREIZ LV HE
KL, BEEEPIRED LR,

MEFRETHE., FOERERUOANE/ oL BOEE L EROREOSEN 60
mgkg U EDTREFEDOMEL 300 mg/kg TEHOHET, ~~< 7 U v MEDKED 60
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mg/kg P LD EBEOMET, THFRMER D AFEEDIKMED 300 mg/ke R EBEOMEH
T, FHRORKEFOREN 300 mg/kg REHOETRDO ONBRBNFRIN,
oo 7470 ) —FUBOEEN 300 mgkg REFHOHETRD bz, BEHE®KT
BRIZ b EH R ER L AR E OKED 300 mgkg REFHOMETROLNZLOD,
BEHBRTRICHEAEOREXRERB L, 300 mgkg B#5HOMOMRMERE T
BREHBKRTRICALONEBETEREEEZRLTWVWD I b, REZ X 5EHE
HBRRD BN, ZOM, REHMKTRICALRE 2FICRBIT 2 FBREEOKE
25300 mg/kg WEBEOM T, BEMBAK TRICBLKESRICKIT5FPKRLEL B
MERDENZBIT DI PEREOBEMED 300 mg/kg EFHDOHETROD NN, WThb
TEBETHY, AMKRERMOBNIREH»ER LITEEEBRBDOONTHRN L
2o, BREELHW L, £, BREHRKTRICALKRESERICBIT S Y 35k
ROBEME L FHPERLFEOBRMED 12 mg/kg BEFHOKET, BMERSEIZBIT 2 FHERE
& BEREDRMED 60 me/kg I EREDHE T, EMALE D b v RT T RF R OERE
2 60 mg/kg REFHOMTRDO LN, WThLIKBETHY ., HHERICIIRER
REEBRRBD N TR b, B3RS HET L,

MEEERE T B2 L RATr— VR VIEEOEMEDR 60 mg/kg S EDOE L
DT, ALT XU LDH O FEEH 300 mg/kg TEFEOHET, BRIz A BEDOREED 300
mg/kg BEHOMTRD bNHBRHEREIZ L AFR~0EE RN, F2, 7
L7 F = U OEEN 300 mg/ke IREFOMETED O, BB, ThbOEIXK
EizXVHEELEL, BEEISRBD LN, £oft, BEHFKR TRV a—XDOKE
P12 BTN 300 mg/kg EFHOHET, AT LAOEMED 12 1300 mgkg HE5EEHED
HET. AST DIREDS 12 mg/kg W EBEDMEHE T, Y U LA DIKED 12 mg/kg T ERED
HETRDOONES, WTFRLIKBEETHY, BREBLOEEDRVWELLTHDIZ &
220, BREELHE L, £, EEMBKE TR, 707 I ORMED 300 mg/kg
REBEOHET, TR VALARURIEAHEDRME L B - OBED 300 mg/kg &5
HOMTRDLNEN, WTNLI<KBRETHY, BREMMKTROIED AT
RN NG, BREELHET L,

REFRETIE. KBRE (BHE2ED) | BE (BEEEL) LB, BBREROF
B CHBRHEREDEZENRD LI,

KEE (BEEEET) . BEF (BREEST) LEEBTIER. SBFEHCRLEERD
JCHEDS 300 mg/kg WEHOMMEDO RERE (BHEEZET) & 300 mg/kg REFHEDOHEDK
B (BEiEETe) T, BAEMOITTED 300 mg/kg BREFHOHEOBE AL, £
L MRFRECOAM L OESEN RPN, -, BROBMIEEOEMED 300
mg/kg B EHOMETH LIL, BREFNIC) >R CBERRE OB 300 mg/kg &
SEOMHET, ~VY FBIEBER OBEIN 60 mg/kg UL EOBREFOMIETH LN,
S OB ERIZELL L T 5 Naphthalene OB AFEWREBR 2 P CHE " &h
TED, B MRS XA MEu L VIEFFHR L. BE S22 2RI R
S oBTHZERMENTVWASZ & 225 Naphthalene {[ZHHLET 2 AMBRHEREIZ L
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> THRMKICEENERLE I, BELZZTEAOERIBRIZD oHROLEBEINF
mﬁmrwéhto&k\@@%%%T%;%\%ﬁ@ﬁﬁﬁ%@%ﬁm3%my@
BEHOE T ABRFENICBAAROEMR O Y BB EERL OB M 300 mg/kg
BEROMET, 5 >M2 300 mgkg BEHOMTROOLNER, BLOBEHDWV
FERBAEERER L WA Z D, KEILLAEEERRD bRE,

BB TE. EFNICREE LR OFBE/IMEDR 60 mg/kg L EDREEOHE TR
i, fAEH (300mg/kg BEFHOHEI F) >V TH s/ a7V gz An
Te BB L FEREER R O PAS P iEA 2 MER USSR LR, GEM/MEIT a2p
raZ ) U ThAEHM LT, 2u a7V T vy hOBRBY LRI THB T
ED, BIEOTLIEREREICIEELRVELHELEY , £, AXEERD
EED 300 mg/kg B EROMHETRD LN, 28, BEHEKTECH, BREN
ICRAE LR OFEEME/IMERD 300 mg/kg BEFHEDBETH DL, HEKLTRLFE
RECTHAZEDPLEZEREIIEELRZWEHEB L,

FRIgClx, MERFERIS/NERLIEFERIERD 60 mgkg LLEDREHEOREE 300
mgkg WEHOMETH LIV, TORRBIIEDRHPERIFTEIN - XITEZ 5%
BEIZIRR SN, £, NEFEHITMEOZER{E 300 mg/kg T EBHORET,
FRE ERZARAR D JEKR D 60 mg/kg LA LD EEORE L 300 mg/kg T EHOM TR D b,
FriaRa o BARRIEEIE N 300 mg/kg I S BEOMM CHEIROE L L TR EE
FFAEROBERERIZA DN, ZOEliT, BTIRZERILICE < SEIE~DIBRE & HH
SN, BETIRERARALNT. BT L LR SEFEOBROA TRVATRE
HEHEZONZZ 0D, WTHOELLHALIRRBEBFIITHATH 7, BT,
xR O EEOFED 300 mg/kg EHOM T, FHXNEEDEMED 300 mg/kg #
EHOETRD O, ¥, EEHMBE TR, BFEEOKMED 300 mgkg & &5
ﬁ@%f&%htb&ﬁ%ﬁ%T%_wwantﬁﬁft<ﬁﬁf%n HRFERIC
b /N EREF AT AR O ZE LD 300 mg/kg REBDOHETRD LN, BERURER
HEIBRBL WL Z 0, RECIIEEERRD b,

ZOMOFREERE CIX, BREHME TR EBROBIERDHEERVCLED
Mt EEOKED 300 mg/kg BEHOBETRDLNEZR, TRHIIEBERED WX
EHREOBIZHES B EHIT L, £, BIBROMAIEEDOEMEN 12 mgkg #
HEEEOHT, FEOHEIEEORMEN 12 RV 60 mgkg H#EHTRO LR, VT
n%”<%ﬁ1bb BEERLOEEREORNVELTHD LD, BEMECHETL
oo BIZ, FARFTRIEBVWTHRSHHER TRICERO BEE L HOKREEN, EE
%%%T%L%ﬁ@%@%#&%ﬁt#\wfh%%ﬁ%%ﬁE#&%%%@%k&
H#F LTz,

U EDRER N-2FN-1-T7 2 777 L OARRBRRGTICBIT D ERZEEI MK
{LFRERVFEEARFREOBIBOE (LR ENLHEREL b 12 mg/kg/day LHEE ST
oo WTHOBEBHREIZLVEERDIVITEE L, BEEIRDLNT,
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Fig.1 A 28-day oral toxicity study of Ethyl (1-naphthyl)amine in rats with a recovery period of 2 weeks

Motor activity (Week 4 of administration period)
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Table 1-1 A 28-day oral toxicity study of Ethyl{l-naphthyl)amine in rats with a recovery period of 2 weeks

Clinical signs (Administration period)

Day of administration

Sex Dose Findings
mng/kg 1 2 3 4 5 6 ki 8 9 10 11 12 13 14
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Male 12 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 [
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
60 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 4 0 0 2 4 3 5 3 4 5 6 5 5 6
Brown urine 2 6 6 4 2 3 1 3 2 1 0 1 1 0
300 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 0 0 0 0 0 0 0 0 [ 0 0 0 0 0
Brown urine 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Soft feces 0 0 3 4 2 1 0 0 0 0 0 0 0 0
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Female 12 No. of animals 6 6 6 6 6 6 [ 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 [
60 No. of animals 6 6 6 6 6 6 6 6 6 6 ] 6 6 6
No abnormality 1 0 0 2 4 2 2 4 3 4 4 5 4 5
Brown urine 5 6 6 4 2 4 4 2 3 2 2 1 2 1
300 No. of animals 12 12 12 12 11 11 11 11 11 11 i1 11 11 11
No abnormality 0 0 0 0 1] 0 0 0 0 0 0 0 0 0
Brown urine 12( 1) 12( 1) 12( 1) 12( 1) 11 11 11 1 11 11 11 11 11 11
Soft feces 0 0 6( 1) 6(1) 4 2 0 0 0 0 0 0 0 0
Decrease in spontaneous movement 0 0 (1) 1(1) o 0 0 0 0 0 0 0 0 0
Dead 0 0 0 1 0 0 0 0 0 0 0 0 0 0

Number in parenthesis indicated the number of dead animals that showed the respective clinical signs.
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Table 1-2 A 28-day oral toxicity study of Ethyl{(i-naphthyl)amine in rats with a recovery period of 2 weeks

Clinical signs (Administration period)

Day of administration

Sex Dose Findings
mg/keg 15 i6 17 18 19 20 21 22 23 24 25 26 27 28
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Male 12 No. of animals 6 6 6 6 6 6 6 [ 8 6 6 [ 6 6
No abnormality 6 [ 6 6 6 [¢] 8 6 [¢] 6 6 6 8 6
60 No. of animals [} 6 8 6 6 6 6 6 6 6 6 6 6 6
No abnormality 5 5 5 4 5 6 6 6 4 4 6 5 4 3
Brown urine 1 1 1 2 1 0 0 0 2 2 0 1 2 3
300 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 0 0 0 0 0 4} 0 0 0 0 0 o} 0 0
Brown urine 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Y] No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Female 12 No. of animals 6 6 6 6 6 6 6 [+ 6 6 6 6 8 6
No abnormality 6 6 [ 6 6 6 6 6 8 6 6 6 6 6
60 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 5 5 5 4 6 5 4 5 4 4 5 5 4 1
Brown urine 1 1 1 2 0 1 2 1 2 2 1 1 2 S
300 No. of animals 11 11 11 11 11 11 11 11 11 11 11 11 11 11
No abnormality 0 0 o] 0 0 ¢} o] 0 0 0 0 0 ()] 0
Brown urine 11 11 11 11 11 11 11 11 11 11 11 11 11 11
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Table 1-3 A 28-day oral toxicity study of Ethyl(l-naphthyl)amine in rats with a recovery period of 2 weeks
Clinical signs (Recovery period)
Day of recovery
Sex Dose Findings -

mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14
Male 0 No. of animals 6 6 6 6 6 ¢} 6 6 6 6 6 6 6 6
No abnormality [ 6 6 6 6 6 6 6 6 6 6 6 6 6
300 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 0 6 6 6 6 6 6 [¢] 6 6 6 6 6 6
Brown urine 6 4] 0 0 0 0 0 0 0 0 0 o 0 0
Female [} No. of animals 6 6 6 6 8 6 6 6 6 [¢] 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 [ 6
300 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 0 6 6 6 6 [ 6 6 6 6 6 6 6 6
Brown urine 6 0 0 0 0 0 0 0 0 0 0 0 0 0
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Table 2-1 A 28-day oral toxicity study of Ethyl(l-naphthyl)amine in rats with a recovery period of 2 weeks

Detailed clinical signs : home cage observation (Week 1 of administration period)

Sex Male Female
Dose (mg/kg) 0 12 60 300 0 12 80 300
Parameter No. of animals 12 6 6 12 12 6 6 11
Posture
Normal 12 6 6 12 12 6 6 11
Convulsion
None 12 6 6 12 12 [ 6 11

Abnormal behavior
None 12 6 6 12 12 6 6 11
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Table 2-2 A 28-day oral toxicity study of Ethyl(l-naphthyl)amine in rats with a recovery period of 2 weeks

Detailed clinical signs : home cage observation (Week 2 of administration period)

Sex Male Female
Dose (mg/kg) 0 12 60 300 0 12 60 300
Parameter No. of animals 12 6 8 12 12 6 [¢] 11
Posture
Normal 12 6 6 12 12 6 6 11
Convulsion
None 12 6 [ 12 12 6 [ 11

Abnormal behavior
None 12 6 6 12 i2 6 6 11
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Table 2~3 A 28-day oral toxicity study of Ethyl(l-naphthyl)amine in rats with a recovery period of 2 weeks

Detailed clinical signs : home cage observation (Week 3 of administration period)

Sex ' Male Female
Dose (mg/kg) 0 12 60 300 0 12 60 300
Parameter No. of animals 12 6 6 12 12 8 6 11
Posture
Normal 12 6 6 12 12 6 ] 11
Convulsion
None 12 6 6 12 12 6 6 11

Abnormal behavior
None 12 6 6 12 12 6 6 11
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Table 2-4 A 28-day oral toxicity study of Ethyl(l-naphthyl)amine in rats with a recovery period of 2 weeks

Detailed clinical signs : home cage observation (Week 4 of administration period)

Sex Male Female
Dose (mg/kg) 0 12 60 300 0 12 60 300
Parameter No. of animals 12 ] 8 12 12 6 6 11
Posture
Normal 12 6 6 12 12 6 6 11
Convulsion
None 12 6 6 12 12 6 8 11

Abnormal behavior
None 12 (] [+] 12 12 [ 6 11
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Table 2-5 A 28-day oral toxicity study of Ethyl(l-naphthyl)amine in rats with a recovery period of 2 weeks
Detailed c¢linical signs home cage observation (Week 1 of recovery period)
Sex Male Female
Dose (mg/kg) 300 0 300
Parameter No. of animals 6 6 [
Posture
Normal 6 6 6
Convulsion
None 6 6 6
Abnormal behavior
None 6 6 6
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Table 2-6 A 28-day oral toxicity study of Ethyl(i-naphthyl)amine in rats with a recovery period of 2 weeks
Detailed clinical signs : home cage observation {Week 2 of recovery periocd)
Sex Male Female
" Dose (mg/kg) 300 0 300

Parameter No. of animals [ [ 6
Posture

Normal 6 6 8
Convulsion

None 6 6 6
Abnormal behavior

None 6 6 [}
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Table 2-7 A 28-day oral toxicity study of Ethyl(l-naphthyl)amine in rats with & recovery period of 2 weeks

Detailed clinical signs : in-the-hand observation (Week 1 of administration period)

Sex Male Female
Dose (mg/kg) 0 12 60 300 o] 12 60 300
Parameter No. of animals 12 [ 6 12 12 6 6 11
Ease of removal from cage
Easy 12 6 6 12 12 6 [ 11
Fur condition
Normal 12 6 6 12 12 6 6 11
Skin
Normal 12 6 6 12 12 6 6 11
Secretions-Eye, Nose
Absent 12 6 6 12 12 6 6 11
Exophthalmos
Absent i2 6 6 12 12 6 6 11
Palpebral closure
Normal 12 6 6 12 12 6 6 11
Mucosal membranes
Normal 12 6 6 12 12 6 33 i1
Lacrimation
Normal 12 6 6 12 12 6 6 11

Piloerection
Absent 12 ¢ 6 12 12 6 6 11

Pupil size
Normal 12 6 6 12 12 6 6 11

Salivation
None 12 8 6 12 12 6 6 11

Abnormal respiration
Absent 12 [$] G 12 12 6 6 11

Reactivity to handling
Easy 12 6 6 12 12 [ <] 11
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Table 2-8 A 28-day oral toxicity study of Ethyl{(l-naphthyl)amine in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observation {(Week 2 of administration period)

Sex Male Female
Dose (mg/kg) 0 12 60 300 0 12 60 300
Parameter No. of animals 12 6 6 12 12 6 6 11
Ease of removal from cage
Easy 12 6 G 12 12 6 6 11
Fur condition
Normal 12 6 6 12 12 6 6 11
Skin
Normal 12 6 6 12 12 6 6 11
Secretions-Eye, Nose
Absent 12 6 6 12 12 6 6 11
Exophthalmos
Absent 12 6 6 12 12 6 6 11
Palpebral closure
Normal 12 6 6 12 12 6 6 11
Mucosal membranes
Normal 12 6 6 12 12 6 6 11
Lacrimation
Normal 12 6 [¢] 12 12 6 G 11

Piloerection
Absent 12 6 6 12 12 6 6 11

Pupil size
Normal 12 6 6 12 12 6 6 11

Salivation
None 12 6 6 12 12 6 6 11

Abnormal respiration
Absent 12 6 [§ 12 12 6 6 11

Reactivity to handling
Easy 12 6 6 12 12 6 6 11
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Table 2-9 A 28-day oral toxicity study of Ethyl(l-naphthyl)amine in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observation (Week 3 of administration period)

Sex Male Female
Dose (mg/kg) 0 12 60 300 [¢] 12 60 300

Parameter No. of animals 12 <] 6 12 12 8 6 11
Ease of removal from cage

Easy 12 6 8 12 12 8 6 11
Fur condition

Normal 12 6 6 12 12 6 6 11
Skin

Normal 12 6 6 12 12 6 6 11
Secretions~-Eye, Nose

Absent 12 6 6 12 12 6 6 11
Exophthalmos

Absent 12 6 6 12 12 6 6 11
Palpebral closure

Normal 12 6 6 12 12 6 6 11
Mucosal membranes

Normal 12 6 6 12 12 8 6 11
Lacrimation

Normal 12 6 6 12 12 6 6 11
Piloerection

Absent 12 8 6 12 12 . 6 [ 11
Pupil size

Normal 12 6 6 12 12 6 8 11
Salivation

None 12 6 6 12 i2 6 6 11

Abnormal respiration
Absent 12 6 6 12 12 6 6 11

Reactivity to handling
Easy 12 6 6 12 12 6 6 11
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Table 2-10 A 28-day oral toxicity study of Ethyl{l-naphthyl)amine in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observation (Week 4 of administration period)

Sex Male Female
Dose (mg/kg) 0 12 60 300 0 12 60 300

Parameter No. of animals 12 6 6 12 12 6 6 11
Ease of removal from cage

Easy 12 6 [} 12 12 6 6 11
Fur condition

Normal 12 6 6 12 12 8 [} 11
Skin

Normal 12 6 6 12 12 6 [ 11
Secretions-Eye, Nose

Absent 12 6 6 12 12 6 6 11
Exophthalmos

Absent 12 6 6 12 12 6 6 11
Palpebral closure

Normal 12 6 6 12 12 6 [ 11
Mucosal membranes

Normal 12 [¢] 6 12 12 6 [} 11
Lacrimation

Normal 12 6 6 12 12 6 6 11
Piloerection

Absent 12 6 6 12 12 6 6 11
Pupil size

Normal 12 6 6 12 12 6 6 11
Salivation

None 12 6 6 12 12 6 [ 11

Abnormal respiration
Absent 12 6 6 12 12 6 6 11

Reactivity to handling
Easy 12 6 6 12 12 6 6 11
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Table 2-11 A 28-day oral toxicity study of Ethyl{(l-naphthylj}amine in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observation (Week 1 of recovery period)

Sex Male Female
Dose (mg/kg) 0 300 0 300
Parameter No. of animals 4] 6 8 6

Ease of removal from cage

Easy 6 6 6 6
Fur condition

Normal [¢] 6 6 )
Skin

Normal 6 6 6 6
Secretions-Eye, Nose

Absent 6 6 6 [
Exophthalmos

Absent 6 6 6 6
Palpebral closure

Normal [¢] 6 6 6
Mucosal membranes

Normal 6 6 6 6
Lacrimation

Normal 6 6 6 6
Piloerection

Absent 6 6 6 6
Pupil size

Normal 6 [ 6 [
Salivation

None 6 68 6 6

Abnormal respiration
Absent 6 6 6 6

Reactivity to handling
Easy 6 6 6 6
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Table 2-~12 A 28-day oral toxicity study of Ethyl(l-naphthyl)amine in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observation (Week 2 of recovery period)

Sex Male Female
Dose {(mg/kg) 0 300 0 300
Parameter No. of animals 6 [} <] [{]

Ease of removal from cage

Easy 6 6 6 6
Fur condition

Normal 6 6 6 6
Skin

Normal 6 6 [¢] 6
Secretions-Eye, Nose

Absent [ 6 6 [
Exophthalmos

Absent 6 6 6 6
Palpebral closure

Normal ) 6 8 6 6
Mucosal membranes

Normal [¢] 6 6 6
Lacrimation

Normal 6 6 6 6
Piloerection

Absent [¢] 6 6 6
Pupil size

Normal 6 6 6 6
Salivation

None 6 6 6 6

Abnormal respiration
Absent 6 6 6 6

Reactivity to handling
Easy 6 (6] 6 [}
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Table 2-13 A 28-day oral toxicity study of Ethyl(l-naphthyl)amine in rats with a recovery period of 2 weeks
Detailed clinical signs open field observation (Week 1 of administration period}
Sex Male Female
Dose (mg/kg) ] 12 60 300 0 12 60 300

Parameter No. of animals 12 6 6 12 12 6 6 11
Arousal

Normal 12 6 6 12 12 6 6 11
Convulsion

None 12 6 6 12 12 6 6 11
Abnormal behavior

None 12 6 6 12 12 6 6 11
Stereotypy

None 12 6 6 12 12 6 [ 11
Gait

No/minimal location 2 1 0 [ 0 0 0 0

Normal 10 5 6 12 12 6 6 11
Posture

Normal 12 6 6 12 12 6 6 11
Grooming

None 12 8 6 12 12 6 6 11
Rearing count (Mean+S$.D.) 1+ 2 2+ 2 2+ 2 2+ 2 6+ 6+ 6+ 2 4+ 3
Defecation count (Mean+S.D.) 1+ 2+ 2 1+ 2 1+ 1 0+ 0+ O 0+ 0O 0+ 1
Urination

None 7 4 3 4 12 G 6 10

Small amount 4 2 2 8 4] 0 0 1

Moderate amount 1 0 1 0 0 0 0 0

No significant difference in any treated groups from control group.



in rats with a recovery period of 2 weeks
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Table 2-14 A 28-day oral toxicity study of Ethyl(l-naphthyl)amine
Detailed clinical signs open field observation (Week 2 of administration period)
Sex Male Female
Dose {(mg/kg) 0 12 80 300 Q 12 60 300

Parameter No. of animals 12 6 6 12 12 6 8 11
Arousal

Normal 12 6 6 12 12 6 6 11
Convulsion

None 12 6 6 12 12 6 6 11
Abnormal behavior

None 12 6 6 12 12 6 6 11
Stereotypy

None 12 [ 6 12 12 [ 6 11
Gait

Normal 12 6 6 12 12 [ 6 11
FPosture

Normal 12 6 6 12 12 68 6 11
Grooming

None 12 8 [ 12 12 6 6 11
Rearing count {(Mean+S.D.) 3+ 3+ 3 3+ 2+ 7+ 3 T+ 6+ 6+ 2
Defecation count (Mean+S.D.} 1+ 1+ 1 1+ 1+ O+ O 0+ 0+ 0
Urination

None 7 S5 4 7 11 ] 6 11

Small amount 4 1 2 4 1 0 0 [}

Moderate amount 1 0 0 1 0 0 0 o}

No significant difference in any treated groups from control group.



in rats with a recovery period of 2 weeks
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Table 2-15 A 28-day oral toxicity study of Ethyl(i-naphthyl)amine
Detailed clinical signs open field observation (Week 3 of administration period)
Sex Male Female
Dose (mg/kg) 4} 12 80 300 ] 12 60 300

Parameter No. of animals 12 6 6 12 12 6 6 11
Arousal

Normal 12 [ 6 12 12 6 6 11
Convulsion

None 12 6 6 12 12 6 6 11
Abnormal behavior

None 12 6 6 12 12 6 6 11
Stereotypy

None 12 6 6 12 12 6 6 11
Gait

No/minimal location 1 0 0 0 0 0 0 0

Normal 11 6 6 12 12 6 6 11
Posture

Normal 12 5] 6 12 12 6 6 11
Grooming

None 12 6 6 12 12 6 6 11
Rearing count (Mean+S.D.) 3+ 3 2+ 2 4+ 3 3+ 3 6+ 2 7+ 3 T+ 6+
Defecation count (Mean+S.D.) 1+ 1 i+ 1 1+ 1 0+ O 0+ 0+ 0 0+ 0+ O
Urination

None 6 5 3 9 12 6 6 11

Small amount 6 1 3 3 0 ] 0 0

No significant difference in any treated groups from control group.
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Table 2-16 A 28-day oral toxicity study of Ethyi(l-naphthyl)amine in rats with a recovery period of 2 weeks
Detailed clinical signs open field observation {Week 4 of administration period)
Sex Male Female
Dose (mg/kg) 0 12 80 300 0 12 60 300

Parameter No. of animals 12 6 6 12 12 8 6 11
Arousal

Normal 12 6 ] 12 12 6 8 11
Convulsion

None 12 6 6 12 12 6 6 11
Abnormal behavior

None 12 6 6 12 12 6 6 11
Stereotypy

None i2 6 6 12 12 6 6 11
Gait

Normal 12 6 6 12 12 6 6 11
Posture

Normal 12 6 6 12 12 6 6 11
Grooming

None - 12 [ 6 12 12 6 6 11
Rearing count (Mean+S.D.) 3+ 3 4+ 3 3+ 3 4+ 3 8+ 2 8+ 3 T+ 2 7+ 3
Defecation count (Mean+S.D.) 0+ 1 0+ 0 1+ 2 0+ 0 0+ 0+ 0 0+ 0 0+ 0
Urination

None 7 5 5 12 12 6 6 11

Small amount 5 1 1 0 0 0 0 0

No significant difference in

any treated groups from control group.
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Table 2-17 A 28-day oral toxicity study of Ethyl(l-naphthyl)amine in rats with a recovery period of 2 weeks

Detailed clinical signs : open field observation (Week 1 of recovery period)

Sex Male Female
Dose (mg/kg) 0 300 0 300

Parameter No. of animals [ 6 6 6
Arousal

Normal 6 6 6 6
Convulsion

None 6 6 6 6
Abnormal behavior

None 6 8 6 6
Stereotypy

None 6 6 6 6
Gait

Normal 6 6 [ 6
Posture

Normal 6 6 6 6
Grooming

None 6 6 6 6
Rearing count (Mean+S.D.) 3+ 2 4+ 2 8+ 1 7+ 4
Defecation count (Mean+S.D.) 0+ 0O 1+ 1 0+ 0 0+ 0
Urination

None 6 5 6 6

Small amount 0 1 0 0

No significant difference between treated group and control group.
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Table 2-18 A 2B~day oral toxicity study of Ethyl(l-naphthyl)amine in rats with a recovery period of 2 weeks

Detailed clinical signs : open field observation (Week 2 of recovery period)

Sex Male Female
Dose (mg/kg) 0 300 0 300

Parameter No. of animals 6 6 6 6
Arousal

Normal 6 6 6 6
Convulsion

None 6 6 G 6
Abnormal behavior

None 6 6 6 6
Stereotypy

None 8 6 6 6
Gait

No/minimal location 1 0 0 0

Normal 5 6 6 6
Posture

Normal 6 6 6 6
Grooming

None 6 6 6 6
Rearing count (Mean+S.D.) 3+ 2 4+ 2 9+ 4 8+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 1 0+ O 0+ 0
Urination

None 3 4 6 6

Small amount 3 2 0 0

No significant difference between treated group and control group.
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Table 2-19 A 28-day oral toxicity study of Ethyl(l-naphthyl)amine in rats with a recovery period of 2 weeks
Manipulative test (Week 4 of administration period)
Sex Male Female
Dose (mg/kg) 0 12 80 300 0 12 60 300
Parameter No. of animals 12 <] 6 12 12 6 6 11
Auditory response
Normal 12 3] 6 12 12 6 6 11
Approach response
Normal 12 6 6 12 12 6 6 11
Touch response
Normal 12 6 6 12 12 6 6 11
Tail pinch response
Normal 12 6 6 12 12 6 6 11
Pupillary reflex
Pass, both 12 6 8 12 12 6 6 11
Aerial righting reflex
{Total score: Mean+S.D.) 0+ © 0+ 0O 0+ 0 0+ 0 0+ O 0+ 0 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 72415 66+18 72+18 62+17 53+19 65420 50+14 54+13

No significant difference in any treated groups from control group.



Table 2-20 A 28-day oral toxicity study of Ethyl(l-naphthyl)amine in rats with a recovery period of 2 weeks

Manipulative test (Week 2 of

recovery period)

B-6580

Sex Male Female
Dose (mg/kg) 0 300 0 300
Parameter No. of animals 6 [¢] 6 6
Auditory response
Normal 6 6 6 6
Approach response
Normal 6 6 6 6
Touch response
Normal 6 6 6 [¢]
Tail pinch response
Normal 6 [ 6 6
Pupillary reflex
Pass, both 6 6 6 6
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0 0+ ¢ 0+ ©
Landing foot splay (mm: Mean+S.D.) 75+17 T3+22 61+14 56+16

No significant difference between treated group and control group.
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Table 2-21 A 28-day oral toxicity study of Ethyl(l-naphthyl)amine in rats with a recovery period of 2 weeks

Grip strength (Week 4 of administration period)

Sex Dose Fore 1limb Hind 1limb

mg/kg g g€
0 No. 12 12
Mean 1138 480

S.D. 72 54

Male 12 No. 6 6
Mean 1076 499

S.D. 145 147

60 No. 6 6
Mean 1226 489

S.D. 119 75

300 No. 12 12
Mean 1152 488

S.D. 79 103

0 No. 12 12
Mean 970 423

S.D. 72 71

Female 12 No. 6 6
Mean 938 445

S.D. 85 84

60 No. 6 6
Mean 924 424

S.D. 99 40

300 No. 11 11
Mean 973 413

S.D. 32 65

No significant difference in any treated groups from control group.
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Table 2~22 A 28-day oral toxicity study of Ethyl(l-naphthyl)amine in rats with a recovery period of 2 weeks

Grip strength (Week 2 of recovery period)

Sex Dose Fore limb Hind 1limb
mg/kg g g

Male 0 No. 6 6
Mean 1423 455

S.D. 65 84

300 No. 6 6

Mean 1288+ 426

S.D. 123T 39

Female 0 No. 6 6
Mean 1039 433

S.D. 70 25

300 No. 6 8

Mean 1047 375

S.D. 85 61

: p<0.05 (Significant difference from control group)
T : Student's t-test

*
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Table 2-23 A 28-day oral toxicity study of Ethyl{(l-naphthyl)amine in rats with a recovery period of 2 weeks

Motor activity (Week 4 of administration period)

Interval (minutes)

Sex Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
0 No. 12 12 12 12 12 12 i2
Mean 403 357 339 314 273 215 1901
S.D. 24 39 43 80 127 155 308
Male 12 No. 6 6 6 6 6 6 6
Mean 370 313 307 331 253 273 1847
S.D. 70 78 23 39 78 66 185
60 No. 6 6 6 6 6 6 6
Mean 380 378 337 334 294 258 1981
S.D. 64 52 54 66 93 104 353
300 No. 12 12 12 12 12 12 12
Mean 347 324 306 334 326 321 1958
S.D. 40D 34 40 41 49 72 189
0 No. 12 12 12 12 12 12 12
Mean 403 355 337 299 222 260 1876
S.D. 36 41 32 85 101 55 153
Female 12 No. 6 6 6 6 6 6 6
Mean 412 362 379 346 310 312 2121
S.D. 41 56 44 51 115 72 210
60 No. 6 6 6 6 6 6 6
Mean 400 340 312 337 290 276 1955
S.D. 61 40 76 60 107 49 294
300 No. 11 11 11 11 11 11 11
Mean 376 333 324 293 306 262 1894
S.D. 14 57 47 50 35 63 177

Unit : Count
« . p<0.,05 (Significant difference from control group)

D : Dunnett's test
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Table 2-24 A 28-day oral toxicity study of Ethyl(i-naphthyl)amine in rats with a recovery period of 2 weeks

Motor activity (Week 2 of recovery period)

Interval (minutes)

Sex Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
Male 0 No. 6 6 6 6 6 6 6
Mean 368 285 291 307 259 299 1809
S.D. 57 88 75 71 110 40 186
300 No. 6 6 6 ] 6 6 6
Mean 389 283 281 281 325 305 1863
S.D. 25 75 107 103 78 58 171
Female 0 No. 6 6 6 6 6 6 6
Mean 381 298 275 272 158 228 1611
S.D. 19 24 88 38 139 41 231
300 No. 6 6 6 6 6 6 6
Mean 411 341 313 288 176 195 1724
S.D. 42 65 55 105 140 34 292

Unit : Count
No significant difference between treated group and control group.
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Table 3-1 A 2B-day oral toxicity study of Ethyl(l-naphthyl)amine in rats with a recovery period of 2 weeks

Body weight (Administration period)

Day of administration

Sex Dose Gain
mg/ke : 1 4 7 10 14 17 21 24 28 1-28
0 No. 12 12 12 12 12 12 12 12 12 12
Mean 221 248 276 3056 339 363 381 408 428 208
S.D. [¢] 7 8 9 11 14 17 19 20 23
Male 12 No. 6 6 6 8 1 6 6 6 6 6
Mean 219 246 273 298 330 351 375 391 410 190
S.D. 6 8 10 13 16 18 23 24 26 21
60 No. 6 6 6 6 6 6 6 6 6 6
Mean 220 242 269 294 328 352 380 399 417 197
S.D. 9 12 16 20 23 29 31 36 40 31
300 No. 12 12 12 12 12 12 12 12 12 12
Mean 220 2205 % 246+» 271%s 301les 320 341+« 356%« 368ex 148#+
S.D. 153 13D 17D 15D 16D 18D 20D 24D 28D 26D
4} No. 12 12 12 12 12 12 12 12 12 12
Mean 157 164 173 183 194 201 211 215 221 64
S.D. 6 9 10 11 12 14 15 16 17 15
Female 12 No. 6 6 6 8 6 6 6 6 6 6
Mean 1586 165 177 189 201 208 220 229 237 824
S.D. 9 9 7 9 9 9 10 11 8 5D
60 No. 6 6 4] 6 6 6 6 6 6 6
Mean 158 165 176 184 197 211 222 229 236 78
S.Dh. 7 10 9 11 12 17 18 18 17 13
300 No. 12 12 11 11 11 11 11 11 11 11
Mean 158 146G« 162+« 174 184 191 197 205 211 53
S.D. 6 18D 13D 14 16 20 22 20 21 17
Unit : ¢

# : p<0.05 ; #» : p<0.0l (Significant difference from control group)
D : Dunnett's test
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Table 3-2 A 28-day oral toxicity study of Ethyl(l-naphthyl)amine in rats with a recovery period of 2 weeks
Body weight (Recovery period)
Day of recovery
Sex Dose Gain
mg/kg 1 3 7 10 14 1-14
Male 0 No. 6 6 6 6 6 6
Mean 429 438 459 471 492 63
S.D. 15 17 16 13 16 10
300 No. 6 6 6 6 6 6
Mean 361w 376#n 406 %% 426+ 451w 90%=
S.D. 30T 32T 31T 32AT 28T 10T
Female 0 No. 6 6 6 6 6 6
Mean 233 236 244 248 252 19
S.D. 12 11 13 13 15 3
300 No. 6 6 6 6 6 6
Mean 213 222% 231 241 250 36%e
S.D. 13T 8T 10 14 14 8AT
Unit : g

* : p<0.05 ; =»

AT : Aspin-Welch t-test

p<0.01 (Significant difference from control group)
T : Student's t-test
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Table 4-1 A 28-day oral toxicity study of Ethyl(l-naphthyl)amine in rats with a recovery period of 2 weeks

Food consumption {(Administration period)

Day of administration

Sex Dose

mg/kg i 7 14 21 28
0 No. 12 12 12 12 12
Mean 24 24 25 25 23
S.D. 1 1 1 2 2
Male 12 No. 6 6 6 6 6
Mean 24 24 24 23 22
S.D. 2 2 2 2 2

60 No. 6 6 6 6
Mean 25 23 25 25 24
S.D. 3 2 2 3 3
300 No. 12 12 12 12 12
Mean 24 18w 23= 23 22
S.D. 1 3D 1D 2 2
Q No. 12 12 12 12 12
Mean 17 15 15 14 14
S.D. 2 2 1 1 1
Female 12 No. 6 6 6 6 6
Mean 16 15 15 15 15
S.D. 2 1 1 1 1
60 No. 6 6 6 6 6
Mean 18 15 16 17 16
S.D. 1 1 1 2D 1
300 No. 12 11 11 11 11
Mean 17 1lwe 14 14 15
S.D. 1 2D 2 2 2

Unit : g/rat/day
% : p<0.05 ; =+« : p<0.01 (Significant difference from control group)

D : Dunnett's test
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Table 4-2 A 28-day oral toxicity study of Ethyl(l-naphthyl)amine in rats with a recovery period of 2 weeks
Food consumption (Recovery period)
Day of recovery
Sex Dose
mg/kg 7 14
Male 0 No. 6
Mean 27 27
S.D. 2 2
300 No. 6 6
Mean 28 29»
S$.D. 1 1AT
Female 0 No. 6 6
Mean 17 16
S.D. 1 2
300 No. 6 6
Mean 20%% 19w
S.D. T 2T
Unit : g/rat/day
* 1 pP<0.05 ; #= p<0.01 (Significant difference from control group)

T : Student's t-test

AT : Aspin-Welch t-test
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Table 5-1 A 28-day oral toxicity study of Ethyl{(l-naphthyl)amine in rats with a recovery period of 2 weeks

Urinalysis (Week 4 of administration period)

1) 2) 3)
pH Protein Ketone body Glucose
Sex Dose No.
mg/kg 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 8.0 - ke 4t 4 ~ 4=+ ++ A+t Fht - 4=+ 4+ 4+ 4
0 12 0 0 1 0 2 1 1 6 1 1 2 6 2 1 0 2 3 6 1 0 0 12 0 0 0 O 0
Male 12 6 0 0 0 0 0 0 2 3 1 2 0 4 0 O 0 2 3 1 0 0 0 6 0 0 0 O Q
60 6 o] 0 0 0 0 0 0 6 0 0 2 4 0 O 0 i 2 3 0 0 0 4 2 0 0 O Q
300 12 0 0 0 0 4 3 5 0 0 1 6 5 0 0 0 12 0 0 0 0 0 11 1. 0 0 O Q
0 12 0 0 1 6 1 0 3 1 0 5 6 1 0 0 Q 6 5 1 0 0O 0 12 0 0 0 O 0
Female 12 6 0 0 1 2 0 1 0 2 0 3 1 2 0 O 0 4 2 0 0 O 0 6 0 0 0 0 0
60 6 0 0 1 1 3 [¢] 0 1 0 3 2 1 0 O 0 4 2 0 0 O 0 4 2 0 0 O [
300 11 0 0 6 2 1 1 1 0 0 3 6 2 0 O 0 11 0 0 0 O 0 9 2 0 0 O 0
1) - <10 mg/dL += 1 10 - 25 mg/dL + : 26 - 85 mg/dL ++ : 86 - 250 mg/dL +++ 1 251 - 600 mg/dL +44+ 1 >600 mg/dL
2) - : <5 mg/dL +- 1 5 - 7.5 mg/dL + : 7.6 - 30 mg/dL ++ : 31 - 70 mg/dL +++ 1 71 - 125 mg/dL ++4+ 1 >125 mg/dL
3) - <30 mg/dL +- : 30 - 60 mgs/dL + : 61 - 125 mg/dL ++ : 126 - 250 mg/dL +++ : 251 - 750 mg/dL ++++ : >750 mg/dL
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Table 5-2 A 28-day oral toxicity study of Ethyl(l-naphthyl)amine in rats with a recovery period of 2 weeks

Urinalysis (Week 4 of administration period)

4} 5) 6} 7)
Occult blood Bilirubin Urobilinogen Color
Sex Dose No.
mg/kg - + et 4 - + Ft FEE kbt - + ot o+ LY YDY B
0 12 9 3 0 0 0 11 1 0 O 0 8 4 0 0O 0 612 0 O
Male 12 6 6 0 0 0 O 0 1 1 3 1 6 0 0 0 0 0 6 0 0
60 6 6 0 0 0 O 0 0 0 1 5 4 2 0 O 0 0 3 0 3
300 12 12 0 0 0 O 0o 0 0 ¢ 12 8 3 1 0 4] 0O 0 012
0 12 10 1.1 0 © 12 0 0 0O 0 11 1 0 ¢ 0 012 0 O
Female 12 6 5 1 0 0 0 0 0 3 3 0 6 0 0 O 0 0 6 0 O
60 6 6 0 0 0 O 0 0 0 1 5 5 1 0 0 0 0 2 0 4
300 11 11 0 0 0 O 0 0 0 0 11 8 2 1 ¢ 0 0O 0 011
4) - : <0.03 mg/dL +- : 0.083 - 0.05 mg/adL + : 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL
5) - : <0.5 mg/dL + : 0.5 - 1.5 mg/dl., ++ : 1.6 - 5.0 mg/dL. +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL
6) +- : <2,0 mg/dL + : 2.0 - 3.5 mg/dL ++ : 3.6 - 7.0 mg/dL +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL
7) LY : Light yellow Y : Yellow DY : Dark yellow B : Brown
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Table 5-3 A 28-day oral toxicity study of Ethyl(l-naphthyl)amine in rats with a recovery period of 2 weeks

Urinalysis (Week 4 of administration period)

URINE SEDIMENT

CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co
Sex Dose No.
mg/kg - e 4+ 4 4+ - - A - 4= + 4 - - + 4 st - e +* - - + et 4+ - - + okt et
0 12 i0 2 0 0 0 12 0 ¢ 0 O 012 0 0 O 12 0 0 0 O 12 0 O 11 1 0 0 © 10 2 0 O O
Male 12 [¢] 6 0 0 0 O 6 0 0 0 O 0 6 0 0 O 6 0 0 0 O 6 0 0 6 0 0 0 0 6 0 0 0 O
60 6 6 0 0 0 O 6 0 0 0 0 0O 6 0 0 O 5 1 0 0 O 6 0 0 6 0 0 0 O 3 3 0 0 O
300 12 i2 0 0 0 O 12 0 0 0 O 0 9 3 0 O i1 1 0 0 O 12 0 0 12 0 0 0 0 8 4 0 0 ¢
0 12 11 1 0 0 0 12 0 0 0 0 010 2 0 O 12 0 0 0 O 12 0 0 12 0 0 0 O 11 1 0 0 0
Female 12 6 6 0 0 0 O 6 0 0 0 O 0O 5 1 0 O 6 0 0 0 O 6 0 0 5 1 0 0 O 5 1 0 0 0
60 6 6 0 0 0 O 6 0 0 0 ¢ 0 6 0 0 O 6 0 0 0 O 6 0 O 6 0 0 0 O 5 1 0 0 O
300 11 i1 0 0 0 O 10 1 0 0 0 011 0 0 © i1 0 0 0 O 11 0 0 10 1 0 0 O 8 2 1 0 O
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- : 8light
PS . Phosphate Salts + : Mild
co : Calcium Oxalate ++ : Moderate

+++ © Severe
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Table 5-4 A 28-day oral toxicity study of Ethyl(l-naphthyl)amine in rats with a recovery period of 2 weeks

Water intake and urinalysis (Week 4 of administration period)

Water Urine Osmolality
Sex Dose No. intake volume
mg/kg mL/24h mL./24h mOsm/kg
0 12 Mean 36 8.5 1725
S.D. 5 2.4 247
Male 12 6 Mean 37 7.4 1886
S.D. 6 3.1 194
60 6 Mean 44 11.1 1586
S.D. 11 2.7 327
300 12 Mean 53#w 21.9ws 962u+
S.D. 13D 8.4DT 272D
0 12 Mean 27 4.4 1989
S.D. 4 2.8 684
Female 12 6 Mean 32 6.9 1590
S.D. 6 3.1 340
60 6 Mean 33 5.8 1845
S.D. 8 2.1 454
300 11 Mean 41ew 10.5%» 1052+«
S.D. 10D 3.8D 322D

% : p<0.01 (Significant difference from control group)
D : Dunnett's test
DT : Dunnett-type rank test
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Table 5-5 A 28-day oral toxicity study of Ethyl{(l-naphthyl)amine in rats with a recovery period of 2 weeks
Urinalysis {Week 2 of recovery period)
1) 2) 3)
pH Protein Ketone body Glucose
Sex Dose No.
mg/kg 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 9.0 - 4 + bt Fhd bt - - 4+ e+ A4t - - 4+ hd At b
Male 0 6 0 o] 0 0 4 2 0 4 2 0 ¢ 0 3 2 1 0 0 Q 6 0 O o] 0
300 6 0 0] 0 0 5 0 2 4 0 0 O 0 4 1 1 0 © 0 6 0 0 0 0
Female 0 6 0 1 0 0 2 0 4 2 0 0 0 0 3 3 0 0 O 0 6 0 ¢ [ [¢]
300 6 0 0 1 0 5 0 3 3 0 0 o0 0 5 1 0 0 0 0 6 0 O 0 [+
1) - : <10 mg/dL +~ : 10 - 25 mg/dL + 26 ~ 85 mg/dL ++ : 88 ~ 250 mg/dL +++ 1 251 - 600 mg/dL FOPR >600 mg/dL
2) - 1 <5 mg/dL +- 5 - 7.5 mg/dL + 7.6 - 30 mg/dL ++ : 31 - 70 mg/dL +++ : T1 - 125 mg/dL +Hts >125 mg/dL
+- 30 - 60 mg/dL + 61 - 125 mg/dL ++ : 126 -~ 250 mg/dL +++ : 251 - 750 mg/dL 4 >750 mg/dL

3) - : <30 mg/dL
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Table 5-6 A 28-day oral toxicity study of Ethyl(l-naphthyl)amine in rats with a recovery period of 2 weeks

Urinalysis (Week 2 of recovery period)

4) 5) 6) T)
Occult blood Bilirubin Urobilinogen Color
Sex Dose No.
mg/kg - = 4 4 k4 EEE e A T dm ok At A kAt LY Y DY
Male 0 6 5 1 0 0 O 6 0 0 O 0 6 0 0 0 0 0 6 O
300 [ 6 0 0 0 O 6 0 0 O 0 6 0 0 O 0 0 6 0
Female 0 6 6 0 0 0 O 6 0 0 O 0 6 0 0 O 0 0 6 0
300 6 6 0 0 0 O 6 0 0 O 0 6 0 0 O 0 0 6 0
4} - : <0.03 ng/dL +- : 0.03 - 0.05 mg/dL + : 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL
5) - : <0.5 mg/dL + : 0.5~ 1.5 mg/dL ++ : 1.6 - 5.0 mg/dL. +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL
6) +- : <2.0 mg/dL + : 2.0 - 3.5 mg/dL ++ : 3.6 - 7.0 mg/dL +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL
T} LY : Light yellow Y : Yellow DY : Dark yellow
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Table 5-7 A 28-day oral toxicity study of Ethyl(l-naphthyl)amine in rats with a recovery period of 2 weeks
Urinalysis (Week 2 of recovery period)
URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co

Sex Dose No.

mg/kg - 4= + o+ 4 - +- I +— + ++ 44 + - + 4 * - + - + o+t +++ +- + ++ 4+
Male 0 6 6 0 0 0 O 6 0 0 0 O 6 0 0 O 0 0 0 0 0 0O 0 0 0 0 0 0 O

300 6 6 0 0 0 O 6 0 0 0 O 6 0 0 O 0 0 0 O 0 3 0 0 0 0 0 0 O
Female 0 6 6 0 0 0 O 6 0 0 0 0 6 0 0 O 0O 0 0 o 0 2 0 0 0 ¢ 0 0 O

300 6 6 0 0 0 O 6 0 0 0 O 6 0 0 O 0 0 0 O 0 1 0 0 0 0 0 0 O

SEC : Squamous Epithelial Cell - Negative
SREC : Small Round Epithelial Cell += Slight
PS : Phosphate Salts + Mild
co : Calcium Oxalate ++ Moderate

+ 4t

Severe
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Table 5-8 A 28-day oral toxicity study of Ethyl{(l-naphthyl)amine in rats with a recovery period of 2 weeks

Water intake and urinalysis (Week 2 of recovery period)

Water Urine Osmolality
Sex Dose No. intake volume
mg/kg mL/24h  mL/24h mOsm/kg
Male 0 6 Mean 39 13.2 1834
S.D. 5 3.7 319
300 6 Mean 46 19.2 1383
S$.D. 11 7.0 398
Female 0 6 Mean 30 7.9 1850
S.D. 6 4.5 567
300 6 Mean 30 8.3 1808
S.D. 9 3.8 435

No significant difference between treated group and control group.
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Table 6-1 A 28-day oral toxicity study of Ethyl(l-naphthyl)amine in rats with a recovery period of 2 weeks

Hematology (After administration period)

RBC HGB HCT MCV MCH MCHC Retic PLT PT APTT FIB
Sex Dose No.
mg/kg X10*/»L g/dL % fL pE g/dL % X10°/#L s s mg/dL
4] 6 Mean 833 15.4 46.1 55.4 18.5 33.3 2.2 117.2 14.3 19.8 331
S.D. 31 0.5 1.7 1.1 0.4 0.4 0.4 8.9 2.0 3.2 28
Male 12 [ Mean 853 15.5 46.1 54.1 18.2 33.6 2.1 116.9 13.4 21.5 321
S.D. 29 0.5 1.4 1.2 0.4 0.2 0.2 10.7 1.3 3.3 24
60 6 Mean 815 14.8 44.5 54.6 18.2 33.2 2.7 123.7 13.1 21.5 312
S.D. 49 0.9 2.5 1.0 0.4 0.4 0.6 14.3 1.8 6.2 30
300 6 Mean 750%s 14.3+ 43.8 57.9» 18.9 32.6ws 5.2« 125.6 13.1 22.1 279w
S.D. 37D 0.4D 1.3 2.4D 0.7 0.3D 0.7D 4.9 0.4 3.3 23D
0 6 Mean 833 15.5 44 .8 53.8 18.6 34.6 1.2 130.7 11.8 17.6 224
S.D. 59 0.7 2.4 1.5 0.7 0.5 0.3 14.4 0.3 1.0 23
Female 12 6 Mean 812 15.0 43.86 53.7 18.5 34.5 1.8 132.4 11.5 16.3 243
S.D. 48 0.8 2.3 1.7 0.6 0.1 0.4 8.3 0.5 1.2 24
60 6 Mean 756+ 14.0%# 40.8#%4s 54.0 18.5 34.3 3.1es 129.0 11.8 15.6+% 236
S.D. 42D 0.8D 2.0D 0.9 0.4 0.3 0.6D 24.1 0.5 0.7D 18
300 5 Mean T49+« 13.9#% 41 .2+ 55.1 18.5 33.06nn 3.2«% 126.1 11.8 17.38 254
S.D. 28D 0.4D 1.3D 1.3 0.6 0.6D 1.0D 22.3 0.1 1.7 18

# : p<0.05 ; #« : p<0.01 (Significant difference from control group)
D : Dunnett’'s test
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Table 6-2 A 28-day oral toxicity study of Ethyl(l-naphthyl)amine in rats with a recovery period of 2 weeks
Hematology (After administration period)
WBC Differential leukocyte counts (%)}
Sex Dose No.
mg/kg X10?/uL LYMP NEUT EQS BASO MONO LUC
o] 6 Mean 105.2 74.7 20.8 0.9 0.4 2.7 0.6
S.D. 16.6 4.0 4.3 0.2 0.1 0.9 0.2
Male 12 6 Mean 111.5 82.0« 14.3» 1.0 0.5 1.7 0.6
S.D. 21.6 3.2D 2.7D 0.4 0.1 0.7 0.1
60 6 Mean 91.4 78.5 17.9 1.2 0.3 1.8 0.4
S.D. 23.1 5.0 4.6 0.4 0.1 0.7 0.2
300 8 Mean 120.9 80.2 16.3 0.7 0.5 1.8 0.5
S.D. 9.0 3.1 3.2 0.2 0.1 0.3 0.2
0 6 Mean 79.0 80.6 15.2 1.7 0.4 1.6 0.6
S.D. 15.8 6.2 5.9 0.4 0.1 0.9 0.2
Female 12 6 Mean 74.1 80.0 16.4 1.2 0.3 1.6 0.5
S.D. 4.7 2.3 2.1 0.5 0.1 0.4 0.3
60 6 Mean 80.1 73.5 23.0 1.2 0.3 1.5 0.5
S.D. 13.9 6.7 7.2 0.4 0.1 0.5 0.1
300 5 Mean 103.8 82.7 13.7 0.8#e 0.5 1.6 0.6
S.D. 52.4 6.1 6.1 0.2D 0.2 0.5 6.2

LUC

*

D :

Large unstained cells

p<0.05 ; #»
Dunnett's test

p<0.01 (Significant difference from control group)
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Table 6-3 A 28-day oral toxicity study of Ethyl{l-naphthyl)amine in rats with a recovery period of 2 weeks

Hematology (After administration period)

Differential leukocyte counts (X10%*/#L)

Sex Dose No.
mg/kg LYMP NEUT EOS BASO MONO LUC
0 6 Mean 78.5 22.1 0.9 0.5 2.7 0.6
S.D. 13.0 5.7 0.3 0.2 0.5 0.2
Male 12 6 Mean 91.2 16.1 1.1 0.6 1.9 0.7
S.D. 17.2 5.1 0.4 0.1 0.9 0.3
60 6 Mean 72.5 15.6% 1.0 0.3 1.6+ 0.4
S.D. 22.7 2.3D 0.4 0.2 0.7D 0.3
300 6 Mean 97.2 19.5 0.8 0.6 2.2 0.6
S.D. 10.4 3.0 0.2 0.1 0.4 0.2
0 6 Mean 63.2 12.5 1.4 0.3 1.3 0.4
S.D. 10.3 6.7 0.3 0.1 1.0 0.2
Female 12 [ Mean 59.3 12.0 0.9 0.2 1.2 0.4
S.D. 12.5 2.1 0.5 0.1 0.2 0.3
60 6 Mean 58.6 18.8 0.9 0.3 1.2 0.4
S.D. 9.2 8.5 0.3 0.1 0.4 0.1
300 5 Mean 88.2 11.8 0.8 0.6 1.7 0.7
S.D. 49.9 1.4 0.3 0.5 1.0 0.4

LUC : Large unstained cells
* : p<0.05 (Significant difference from control group)
D : Dunnett's test



A 28-day oral toxicity study of Ethyl{l-naphthyl)amine in rats with a recovery period of 2 weeks
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Table 6-4
Hematology (After recovery period)
RBC HGB HCT MCV MCH MCHC Retic PLT PT APTT FIB
Sex Dose No.

mg/kg X10*/ KL g/dL % fL PE g/dL % X10'/mL s s mg/dL
Male 0 6 Mean 878 15.8 46.7 53.2 17.9 33.7 2.4 114.3 13.7 22.2 286
S.D. 19 0.3 0.7 1.6 0.4 0.5 0.4 13.2 0.9 2.8 32
300 6 Mean 893 15.5 47.0 52.7 17.4 33.0% 2.6 111.4 13.1 19.3 259
S.D. 49 0.4 1.2 2.2 0.7 0.4T 0.3 11.1 0.5 2.0 21
Female Q0 6 Mean 851 15.1 44.0 51.9 17.8 34.4 2.4 128.2 11.3 17.8 216
S.D. 37 0.5 1.5 2.1 0.6 0.6 0.6 9.6 1.1 2.9 25
300 6 Mean 842 15.4 45.5 54.1 18.3 33.7# 1.8» 139.8 11.6 17.2 226
S.D. 40 0.6 2.1 2.1 0.6 0.3T 0.3T 24.1 0.4 1.6 30

# : p<0.05 (Significant difference from control group)

T : Student's t-test
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Table 6-5 A 28-day oral toxicity study of Ethyl{l-naphthyl)amine in rats with a recovery period of 2 weeks

Hematology (After recovery period)

WBC Differential leukeocyte counts (%)
Sex Dose No.
mg/kg X10%/rL LYMP NEUT EQS BASO MONO Luc
Male 0 6 Mean 132.8 80.6 15.3 1.3 0.6 1.8 0.5
S.D. 46.2 6.0 5.3 0.5 0.1 0.7 0.2
300 6 Mean 110.9 74.2 22.3% 1.1 0.4 1.6 0.4
S.D. 13.9 5.4 4.9T 0.3 0.1 0.7 0.1
Female 0 6 Mean 66.3 83.4 13.1 1.2 0.4 1.4 0.5
S.D. 19.5 5.3 5.0 0.5 0.1 0.4 0.1
300 8 Mean 72.5 79.7 16.4 1.3 0.4 1.8 0.5
S.D. 25.5 4.5 4.3 0.6 0.1 0.4 0.1

LUC : Large unstained cells
# : p<0.05 (Significant difference from control group)
T : Student's t-test
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Table 6-6 A 28-day oral toxicity study of Ethyl{l-naphthyl)amine in rats with a recovery period of 2 weeks
Hematology (After recovery period)
Differential leukocyte counts (X10?/uL)
Sex Dose No.
mg/kg LYMP NEUT EOS BASO MONG LucC
Male 0 6 Mean 109.1 18.5 1.5 0.7 2.1 0.8
S.D. 44 .4 3.5 0.4 0.4 0.6 0.5
300 6 Mean 82.7 24 .3+« 1.2 0.5 1.8 0.5
S.D. 14.6 3.27 0.2 0.1 0.9 0.2
Female 0 6 Mean 54.6 9.3 0.8 0.3 1.0 0.4
$.D. 12.6 6.9 0.4 0.1 0.5 0.1
300 6 Mean 57.6 12.0 1.0 0.3 1.2 0.3
$.D. 19.8 5.9 0.7 0.1 0.3 c.1
Luc Large unstained cells

*

T :

p<0.05 (Significant difference from control group)

Student’'s t-test
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Table 7~1 A 28-day oral toxicity study of Ethyl{l-naphthyl)amine in rats with a recovery period of 2 weeks

Blood chemistry (After administration period)

AST ALT LDH ¥ —GTP ALP T-CHO TG PL T-BIL GLU
Sex Dose No.
mg/kg IU/L IU/L IU/L IU/L IU/L mg/dL mg/dL mg/d4L mg/dL mg/dL
0 6 Mean 62 26 38 1 8670 50 64 89 0.1 140
S.D. 4 3 6 1 152 10 16 13 0.0 11
Male 12 6 Mean 55+ 24 43 1 661 61 68 104 0.1 123#
S.D. 2D 3 4 1 121 8 27 10 0.1 9D
60 6 Mean 59 25 40 1 630 65w 82 115uw 0.1 132
S.D. 6 4 5 1 104 10D 25 12D 0.1 9
300 6 Mean 68 36us 48+« 1 846 67+ 61 11Tnw 0.1 122«
S.D. 5 6D 6D 1 220 11p 27 14D c.1 12p
0 6 Mean 70 24 50 1 362 48 18 85 0.1 87
S.D. 7 9 15 1 89 9 7 13 0.1 8
Female 12 6 Mean 60» 22 44 1 404 59 17 102 0.1 106
S.D. 6D 3 12 ] 127 9 6 15 0.1 7
60 6 Mean 64 21 35 1 355 63+ 21 110» 0.1 110
S.D. 6 1 5 1 103 7D 6 6D 0.0 11
300 5 Mean 63 33 36 1 389 106#« 32 167#» 0.1 101
S.D. 5 9 8 0 23 9D 17 18D 0.0 8

# : p<0.05 ; #» : p<0.01 (Significant difference from control group}
D : Dunnett's test



Table 7-2 A 28-day oral toxicity study of Ethyl(l-naphthyl)amine in rats with a recovery period of 2 weeks
Blood chemistry (After administration period)
BUN CRNN Na K C1 Ca P TP ALB A/G
Sex Dose No.
mg/kg mg/dL mg/dL mmol/L mmol/L mmol /L mg/dL mg/dL g/dL g/dL
0 6 Mean 9 0.24 144 4.8 105 10.1 8.1 6.1 3.2 1.08
S.D. 1 0.02 1 0.2 2 0.2 0.5 0.3 0.2 0.04
Male 12 6 Mean 10 0.25 145 4.8 106 9.9 7.9 6.1 3.2 1.10
S.D. 1 0.03 1 0.2 1 0.2 0.4 0.3 0.1 0.08
60 6 Mean 9 0.23 144 4.9 107 9.9 7.8 6.1 3. 1.12
S.D. 1 0.02 1 0.3 1 0.3 0.5 0.2 0.1 0.07
300 6 Mean 11 0.20+ 144 5.2 107 9.9 7.7 6.2 3.3 1.16
$.D. 1 0.04D 1 0.5 2 0.2 0.5 0.3 0.2 0.08
Q 6 Mean 16 0.34 143 4.8 109 9.5 7.3 6.0 3.2 1.16
S.D. 4 0.06 1 0.3 1 0.3 0.4 0.2 0.2 0.09
Female 12 6 Mean 16 0.37 142 4.5%s 109 9.9+ 7.4 6.2 3.4 1.20
S.D. 3 0.10 1 0.2D 1 0.3D 0.9 0.1 0.1 0.11
60 6 Mean 15 0.29 143 4.7 109 9.7 7.3 6.0 3.3 1.19
5.D. 4 0.04 1 0.2 1 0.1 0.6 0.2 0.1 0.05
300 5 Mean 17 0.22» 143 5.0 110 10.0#%= 7.6 6.4+ 3.4 1.17
S.D. ) 0.04D 1 0.1 2 0.2D 0.9 0.3D 0.1 0.07
* 1 p<0.05 ; w= p<0.01 (Significant difference from control group)

D : Dunnett's test



B-6580

Table 7-3 A 28-day oral toxicity study of Ethyl(l-naphthyl)amine in rats with a recovery period of 2 weeks
Blood chemistry (After recovery period)
AST ALT LDH v -GTP ALP T~CHO TG PL T-BIL GLU
Sex Dose No.
mg/kg IU/L IU/L IU/L 1U/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
Male 0 6 Mean 60 30 43 1 546 60 67 97 0.1 142
S.D. 5 9 T 0 92 13 20 17 0.0 7
300 6 Mean 58 27 38 1 599 62 75 108 0.1 133
S.D. 3 3 3 0 68 g 40 16 0.0 19
Female 0 6 Mean 58 20 35 1 261 65 29 120 0.1 114
S.D. 9 2 3 o] 77 12 13 23 0.0 20
300 [} Mean 59 22 37 1 293 67 23 117 0.1 107
S.D. 6 5 10 0 80 20 7 25 0.1 15

No significant difference between treated group and control group.



A 28-day oral toxicity study of Ethyl(l-naphthyl)amine in rats with a recovery period of 2 weeks

B-6580

Table 7-4
Blood chemistry (After recovery period)
BUN CRNN Na K cl Ca P TP ALB A/G
Sex Dose No.
mg/kg mg/dL mg/dL mmol/L mmol/L mmol /L mg/dL mg/dL g/dL g/dL

Male 0 6 Mean 13 0.26 144 4.6 105 9.9 7.0 6.1 3.1 1.00
S.D. 3 0.03 2 0.3 2 0.2 0.5 0.2 0.1 0.05
300 6 Mean 13 0.25 145 4.7 106 9.8 7.3 6.1 3.2« 1.08
S.D. 2 0.02 2 0.5 1 0.3 0.4 0.2 0.1T 0.08
Female 0 6 Mean 17 0.34 143 4.3 109 10.0 6.5 6.5 3.5 1.16
S.D. 2 0.04 1 0.5 2 0.3 0.7 0.3 0.3 0.12
300 6 Mean 18 0.35 142+« 4.4 109 9.8 7.4+ 6.2» 3.3 1.15
S.D. 2 0.06 1T 0.4 2 0.1 0.6T 0.1AT 0.1 0.11

+ : p<0.05 (Significant difference from

T : Student’'s t-test
AT : Aspin-Welch t-t

est

control group)
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Table 8-1 A 28-day oral toxicity study of Ethyl(l-naphthyllamine in rats with a recovery period of 2 weeks

Absolute and relative organ weight (After administration period)

Male
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose (R+L) (R+L)
mg/kg g glg/100g BW) mg(mg/100g BY) g(g/100g BW) g(g/100g BW) £(g/100g BW) g(g/100g BW) mg(mg/100g BW)
0 No. [§] 6 6 6 6 6 6 []
Mean 410 1.98 545 1.32 13.17 0.76 2.95 58
S.D. 27 0.06 125 0.10 1.32 0.08 0.17 7
Absolute 12 No. 6 6 6 6 6 ‘G 6 6
Mean 384 2.03 549 1.26 11.55 0.70 2.1 61
S.D. 25 0.07 112 0.08 1.48 0.10 0.32 9
60 No. 6 6 6 6 6 6 [ 6
Mean 393 2.05 524 1.28 12.30 0.74 3.00 59
S.D. 37 0.11 104 0.17 1.22 0.09 0.33 14
300 No. 6 6 6 6 6 6 6 6
Mean 351 1.99 449 1.14+» 14.07 0.89 2.96 56
§.D. 22D 0.11 38 0.09D 1.55 0.13 0.27 6
0 No. 6 6 6 6 6 6 6
Mean 0.48 132 0.32 3.21 0.18 0.72 14
S$.D. 0.03 24 0.02 0.18 0.02 0.04 2
Relative 12 No. 6 6 6 6 6 4] 6
Mean 0.53 143 0.33 3.01 0.18 0.72 16
S.D. 0.03 24 0.02 0.35 0.02 0.04 3
60 No. 6 6 6 6 6 6 6
Mean 0.53 134 0.32 3.13 0.19 0.76 15
S.D. 0.06 25 0.02 0.10 0.02 0.05 2
300 No. 6 6 [ 6 6 6 6
Mean 0.57+ 128 0.33 4.01ss 0.25%« 0.84%x 16
S.D. 0.05D 10 0.02 0.27D 0.03D 0.08D 2

# : p<0.05 ; »# : p<0.01 (Significant difference from control group)
D : Dunnett's test



B-6580

Table 8-2 A 28-day oral toxicity study of Ethyl(l-naphthyl)amine in rats with a recovery period of 2 weeks

Absolute and relative organ weight (After administration period)

Male
Testis Epididymis
Dose {R+L) (R+L)
ng/kg g{g/100g BW) mg(mg/100g BW)
0 No. 6 6
Mean 3.14 863
S.D. 0.20 60
Absolute 12 No. 6 6
Mean 3.37 884
S.D. 0.29 59
60 No. 6 6
Mean 3.29 894
S.D. 0.35 55
300 No. 6 6
Mean 3.24 834
S.D. 0.28 14
0 No. 6 6
Mean 0.77 211
S.D. 0.10 19
Relative 12 No. 6 6
Mean 0.88 231
S.D. 0.08 16
60 No. 6 6
Mean 0.84 229
S.D. 0.06 20
300 No. 6 6
Mean 0.93« 238
S.D. 0.11D 22

# : p<0.05 (Significant difference from control group)
D : Dunnett's test
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Table 8-3 A 28-day oral toxicity study of Ethyl(l-naphthyl)amine in rats with a recovery period of 2 weeks

Absolute and relative organ weight (After administration period)

Female
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose (R+L) (R+L)
ng/kg g g(g/100g BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BY) g{g/100g BY) g(g/100g BY) mg{mg/100g BW)
[\] No. 6 6 6 6 6 [} 6 6
Mean 206 1.85 407 0.76 5.85 0.43 1.58 61
S.D. 21 0.06 105 0.09 0.92 0.08 0.09 6
Absolute 12 No. 6 6 6 6 6 6 6 6
Mean 226 1.81 474 0.78 6.39 0.51 1.57 62
S.D. 8 0.10 91 0.04 0.55 0.08 0.12 9
60 No. 6 6 6 6 6 6 6 6
Mean 220 1.89 455 0.79 6.64 0.52 1.73 65
S.D. 14 0.08 75 0.08 0.62 0.06 0.15 8
300 No. S 5 5 5 5 5 5 5
Mean 198 1.86 354 0.72 8.11#» 0.62 1.72 55
S.D. 29 0.06 94 0.08 1.47D 0.25 0.28 11
0 No. 6 6 6 6 6 6 [
Mean 0.91 195 0.37 2.74 0.21 0.77 30
S.Dp. 0.10 33 0.02 0.18 0.03 0.05 2
Relative 12 No. 6 6 6 [ 6 6 [
Mean 0.80 211 0.35 2.83 0.23 0.70+ 27
S.D. 0.04 46 0.02 0.21 0.03 0.04D 3
60 No. 6 6 6 6 6 6 6
Mean 0.86 208 0.36 3.02 0.24 0.79 30
S.D. 0.08 40 0.03 0.15 0.03 0.06 4
300 No. 5 5 5 5 5 5 5
Mean 0.95 1717 0.37 4.09+s 0.31=e 0.86# 28
S.D. 0.14 25 0.01 0.28D 0.08D 0.05D 5

* : p<0.05 ; ## : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 8-4 A 28-day oral toxicity study of Ethyl(l-naphthyl)amine in rats with a recovery period of 2 weeks

Absolute and relative organ weight (After administration period)

Female

Ovary Uterus

Dose (R+L)
mg/kg mg(mg/100g B¥) mg(mg/100g BW)
0 No. 6 [
Mean 79.3 336
S.D. 12.0 25
Absolute 12 No. 6 6
Mean 87.0 468+
S.D. 11.6 94D
60 No. 6 8
Mean 77.0 475#
S.D. 6.7 67D
300 No. 5 5
Mean 73.9 378
S.D. 18.3 112
0 No. 6 6
Mean 38.8 165
S.D. 6.9 22
Relative 12 No. 6 6
Mean 38.5 207
S.D. 4.6 39
60 No. [ 6
Mean 35.2 216
S.D. 3.5 23
300 No. 5 )
Mean 37.0 197
S.D. 5.0 80

* : p<0.05 {Significant difference from control group)
D : Dunnett's test
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Table 8-5 A 28-day oral toxicity study of Ethyl(l-naphthyl)amine in rats with a recovery period of 2 weeks

Absolute and relative organ weight (After recovery period)

Male
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose (R+L) {R+L}
ng/kg g g(g/100g BW) mg(mg/100g BW) glg/100g BW) g(g/100g BW) g{(g/100g BY) g(g/100g BW) mg{mg/100g BW)
Absolute 0 No. 6 6 6 6 6 6 6 6
Mean 461 2.05 528 1.42 13.19 0.83 3.12 61
S.D. 13 0.06 87 0.11 0.71 0.09 0.14 7
360 No. 6 6 6 6 6 6 6 6
Mean 420+« 1.98 449 1.38 11.90s 0.87 2.92 54
S.D. 26T 0.06 75 0.13 1.07T 0.07 0.21 5
Relative 0 No. 6 6 6 6 6 6 6
Mean 0.44 115 0.31 2.86 0.18 0.68 13
S.D. 0.02 20 0.03 0.13 0.02 0.03 2
300 No. 6 [ 6 6 6 6 6
Mean 0.47 107 0.32 2.83 0.21# 0.70 13
S.D. 0.04 15 0.02 0.18 0.01AT 0.04 2

: p<0.05 ; s+ : p<0.01 (Significant difference from control group)
T : Student's t-test
AT : Aspin-Welch t-test

*
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Table 8-6 A 28-day oral toxicity study of Ethyl{l-naphthyl)amine in rats with a recovery period of 2 weeks
Absolute and relative organ weight (After recovery period)
Male
Testis Epididymis
Dose (R+L) (R+L)
ng/kg g(g/100g B¥) wng(mg/100g BW)
Absolute 0 No. 6 6
Mean 3.20 1111
S.D. 0.15 57
300 No. 6 6
Mean 3.16 1089
S.D. 0.32 116
Relative 0 No. 6 6
Mean 0.7¢ 241
$.D. 0.04 14
300 No. 6 6
Mean 0.76 260
S.D. 0.09 28

No significant difference between treated group and control group.
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Table 8-7 A 28-day oral toxicity study of Ethyl(l-naphthyl)amine in rats with a recovery period of 2 weeks
Absolute and relative organ weight (After recovery period)
Female
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose (R+L}) (R+L)
mg/kg g g{g/100g BW) mg{mg/100g BW) g{g/100g BW) g{g/100g BW) g({g/100g BW) g(g/100g BY) mg{mg/100g BW)
Absolute 0 No. 6 6 6 6 8 6 8 [
Mean 239 1.90 423 0.81 6.45 0.50 1.57 67
S.D. 13 0.11 110 0.07 0.60 0.06 0.06 9
300 No. 6 6 [} 8 6 6 6 6
Mean 232 1.83 408 0.83 86.57 0.58 1.59 70
S.D. 13 0.08 70 0.11 0.64 0.15 0.16 12
Relative 0 No. 6 6 [ 6 6 6 6
Mean 0.80 178 0.34 2.70 0.21 0.66 28
S.D. 0.07 46 0.02 0.15 0.02 0.03 3
300 No. 8 6 6 6 6 8 6
Mean 0.79 177 0.36 2.83 0.25 0.69 30
S.D. 0.07 34 0.03 0.17 0.05 0.05 5

No significant difference

between treated group and control group.
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Table 8-8 A 28-day oral toxicity study of Ethyl{(i-naphthyl})amine in rats with a recovery periocd of 2 weeks
Absolute and relative organ weight (After recovery period}
Female
Ovary Uterus
Dose (R+L)
ng/kg ng{mg/100g BY) mgi{mg/100g BW)
Absolute 0 No. 6 6
Mean 83.1 473
$.D. 8.0 86
300 No. 6 6
Mean 90.2 514
S.D. 7.4 97
Relative 0 No. 6 6
Mean 34.9 200
S5.D. 3.0 42
300 No. [ 6
Mean 35.0 221
S.D. 3.7 30

No significant difference

between treated group and control group.
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Table 9-1 A 28-day oral toxicity study of Ethyl(l-naphthyl)amine in rats with a recovery period of 2 weeks

Gross pathological findings (Dead animal)

Organs Sex:
Dose(mg/kg):
Findings Number: 1

General descriptions
Undernourishment

Lung(bronchus)
Discoloration,dark
Focus,dark red

Stomach
Distention, forestomach

[ YR

F : Female
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Table 9-2 A 28-day oral toxicity study of Ethyl(il-naphthyl)amine in rats with a recovery period of 2 weeks

Gross pathological findings (After administration period)

Organs Sex: M M M M F F
Dose(mg/kg): 0 12 60 300 0 12 60 300
Findings Number: 6 6 6 6 6 6
Kidney
Focus,white 0 0 1 0 0 0 0 0
Lung(bronchus)
Focus,dark red Q ) 1 0 0 0 Q 0
Spleen
Discoloration,dark 0 0 0 ] 0 0 0 3
Large 0 0 0 0 0 4] 0 1

M : Male, F : Female



A 28-day oral toxicity study of Ethyl(l-naphthyll}amine in rats with a recovery period of 2 weeks
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Table 9-3
Gross pathological findings (After recovery period)
Organs Sex: M M F F
Dose(mg/kg) : Q 300 0 300
Findings Number : 6 6
Spleen
Focus,raised 0 1 0 0

M

: Male,

F

Female
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Table 10-1 A 28-day oral toxicity study of Ethyl(l-naphthyl)amine in rats with a recovery period of 2 weeks

Histopathological findings (Dead animal)

Organs Sex:
Dose(mg/kg): 300
Findings Number:
Adrenal

Number examined
Not remarkable
Bone+Bone marrow, femoral
Number examined
Not remarkable
Bone+Bone marrow,sternal
Number examined
Not remarkable
Cerebrum
Number examined
Not remarkable
Cerebellum
Number examined
Not remarkable
Eye
Number examined
Not remarkable
Heart
Number examined
Not remarkable
Intestine, duodenum
Number examined
Erosion
minimal
Intestine, jejunum
Number examined
Not remarkable
Intestine, ileum(Peyer's patch)
Number examined
Not remarkable
Intestine, cecum
Number examined
Not remarkable
Intestine,colon
Number examined
Not remarkable
Intestine,rectum
Number examined
Not remarkable
Kidney
Number examined
Degeneration, tubular cell
mild
Necrosis,single cell,tubular
minimal

R e bl R e e R S R S R e e s

F : Female
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Table 10-2 A 28-day oral toxicity study of Ethyl(l-naphthyl)amine in rats with a recovery period of 2 weeks

Histopathological findings (Dead animal)

Organs Sex: F

Dose(mg/kg): 300

Findings Number: 1
Liver

Number examined
Vacug%gtion.hepatocytic.central
mi
Necrosis,single cell,hepatocytic
moderate
Hypertrophy,bile duct epithelial
minimal
Lung(bronchus)
Number examined
Unremarkable
Lymph node,mesenteric
Number examined
Atrophy
minimal
Lymph node,submandibular
Number examined
Atrophy
minimal
Ovary
Number examined
Not remarkable
Parathyroid
Number examined
Not remarkable
Pituitary
Number examined
Not remarkable
Sciatic nerve
Number examined
Not remarkable
Skeletal muscle, femoral
Number examined
Not remarkable
Spinal cord, thoracic
Number examined
Not remarkable
Spleen
Number examined
Atrophy,follicular
mild
Congestion

mi
Spleen(Berlin blue reaction)
Number examined
Not remarkable
Stomach
Number examined
Unremarkable

B b R phe R ke ke Rl bk e s b e e e e e e

F : Female
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Table 10-3 A 28-day oral toxicity study of Ethyl(l-naphthyl})amine in rats with a recovery period of 2 weeks

Histopathological findings (Dead animal)

Organs Sex: F
Dose(mg/kg): 300
Findings Number: 1

Thyroid
Number examined
Not remarkable
Thymus
Number examined
Necrosis, lymphocytic
moderate
Trachea
Number examined
Not remarkable
Urinary bladder
Number examined
Not remarkable
Uterus
Number examined
Not remarkable

[l S Y S RSPy S ST I

F : Female
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Table 10-4 A 28-day oral toxicity study of Ethyl(l naphthyl)amine in rats
with a recovery period of 2 weeks

Histopathological findings (After administration period)

Organs Sex: M F
Dose(mg/kg): 0 12 60 300 Q 12 60 300
Findings Number: 6 6 [{] 6 8
Adrenal
Number examined 6 0 0 6 [ 0 0 5
Not remarkable 6 0 0 6 6 0 [¢] 5
Bone+Bone marrow,femoral
Number examined 6 6 6 6 6 6 6 5
Not remarkable 6 6 6 3 6 [} 6 4
Erythropoiesis, increased 0 [0} 0 3 0 0 0 1
minimal 0 0 0 3 0 0 0 1
Bone+Bone marrow,sternal
Number examined 6 6 6 6 <] 0 0 5
Not remarkable 6 6 6 5 6 0 0 5
Erythropoiesis, increased o] 0 0 1 0 0 0 0
minimal 0 0 0 1 0 0 0 0
Cerebrum
Number examined 6 0 0 6 6 0 0 5
Not remarkable 6 0] 0 6 6 0 4] 5
Cerebellum
Number examined 5} 0 0 6 6 0 0 5
Not remarkable 8 0 0 6 6 0 0 5
Epididymis
Number examined 6 0 0 6 - -
Not remarkable 4] 0 0 6 - - -
Eye
Number examined 6 0 0 6 6 ¢ 0 5
Not remarkable 6 0 0 6 5 Q0 0 4
Dysplasia,retinal,focal 0 0 0 0 1 0 0 1
minimal 0 0 0 0 1 0 0 1
Heart
Number examined 6 0 0 6 6 0 0 5
Not remarkable 5 0 0 6 6 0 4] 5
Cell infiltration,focal 1 0 0 0 4} 0 0 0
minimal 1 0 0 0 0 0 0 0
Intestine,duodenun
Number examined [$] 0 0 6 5 0 0 5
Not remarkable 6 0 0 6 6 0 0 5
Intestine, jejunum
Number examined 6 0 0 6 6 0 0 5
Not remarkable 6 0 0 6 6 0 0 5
Intestine, ileum(Peyer's patch)
Number examined [¢] 0 ] 6 6 Q 0 5
Not remarkable 6 0 0 6 6 0 0 5
Intestine,cecunm
Number examined 6 0 0 i] 6 0 [0} 5
Not remarkable 6 0 0 6 6 0 0 5
Intestine,colon
Number examined 6 0 0 [¢] 6 0 [4] 5
Not remarkable 6 0 0 6 6 0 0 5

M : Male, F : Female
- : Not applicable
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Table 10-5 A 28-day oral toxicity study of Ethyl(l-naphthyl)amine in rats
with a recovery period of 2 weeks

Histopathological findings {After administration period)

Organs Sex: M M F
. Dose(mg/kg) : 0 12 60 300 12 60 300
Findings Number: 6 6 6 6 6

Intestine,rectum

Lymph node,mesenteric
Number examined
Not remarkable

Number examined 6 0 0 6 6 0 0 5
Not remarkable 6 4} [0} 6 8 0 0 5
Kidney
Number examined 6 6 6 6 6 0 0 5
Not remarkable 6 5 1 0 5 0 0 4
Regeneration, tubular 0 1 2 1 1 4} 0 1
minimal 0 1 2 1 1 0 0 1
Eosinophilie body, tubular cell 0 Q 5 6 0 0 0 Q
minimal 0 0 5 1 0 0 [0} 0
mild 0 0 0 5 0 0 0 0
Fibrosis, focal 0 0 1 0 0 0 0 0
mi 0 o] 1 0 0 0 0 0
Kidney(alphaZ2u globulin)
Number examined 0 0 0 3 0 0 0 0
Alpha2u globulin, immunohistochemistry 0 0 0 3 0 0 [ 0
positive 0 0 0 3 0 0 0 0
Kidney(PAS stain)
Number examined 0 0 0 3 0 0 0 0
PAS reaction 0 0 0 3 0 0 0 0
negative 0 0 0 3 0 0 0 0
Liver
Number examined 6 6 6 [¢] 6 6 6 5
Not remarkable 1 0 1 0 0 0 0 0
Vacuolation,hepatocytic,periportal 1 0 1 0 4 2 4 0
minimal 1 0 1 0 4 2 4 0
Vacuclation,hepatocytic,midlobular 0 0 0 6 0 0 0 0
mild 0 0 0 6 0 0 0 0
Necrosis,single cell,hepatocytic 0 0 o] 5 (V) 0 0 3
minimal 0 0 0 5 Q 0 0 1
mild 0 Q 0 0 Q 0 0 2
Microgranuloma 4 6 5 6 6 6 6 5
minimal 4 6 5 6 5 5 5 4
mild 0 0 0 o} 1 1 1 1
Hypertrophy, hepatocytic,central 0 0 2 6 0 0 0 5
minimal 0 0 1 0 0 0 0 0
mild 0 0 1 0 0 0 0 3
moderate 0 0 0 6 0 0 0 2
Hypertrophy,bile duct epithelial 0 0 1 6 0 0 0 5
minimal 0 0 1 6 0 0 0 S
Lung(bronchus)
Number examined 6 0 1 6 6 Q 0 5
Not remarkable b 0 0 5 5 o] 0 5
Cell infiltration,focal 0 ] 1 0 0 0 0 0
minimal 0 0 1 0 0 0 0 0
Cell infiltration,perivascular 1 Q 0 0 1 0 0 0
minima 1 0 0 0 1 0 0 0
Metaplasia,osseous 0 1] 0 1 4] 0 0 0
minimal V] 4] 0 1 [0} 0 0 0
6 o] 0 6 6 0 0 5
6 0 0 6 6 0 0 5

M : Male, F : Female
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Table 10-6 A 28B-day oral toxicity study of Ethyl(l naphthyl)amine in rats
with a recovery period of 2 week

Histopathological findings (After administration period)

Organs Sex: M M M M
Dose(mg/kg): 0 12 60 300
Findings Number: 6 6 6

[o2]

oo
o
[
o]

RO
w
(=]
(=]

Lymph node,submandibular
Number examined
Not remarkable

Ovary
Number examined
Not remarkable

Parathyroid
Number examined
Not remarkable

Pituitary
Number examined
Not remarkable
Cyst
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Prostate
Number examined
Not remarkable
Cell infiltration, inflammatory
minimal
Sciatic nerve
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6 0 0 6
6 0 0 6
6 0 0 6
6 0 0 6
0 0 0 0
0 0 0 (4}
6 0 0 6
4 0 0 6
2 0 0 0
2 0 0 0
Number examined 6 0 0 6 6 0 0 5
Not remarkable 6 0 ] 6 6 0 0 5
Skeletal muscle, femoral
Number examined 6 0 0 6 6 0 0 5
Not remarkable 6 [ 0 6 5 0 0 5
Degeneration,muscular 0 0 0 ()] 1 0] 0 0
minimal 0 0 0 0 1 0 0 0
Spinal cord,thoracic
Number examined 6 0 0 6 6 0 0 5
Not remarkable 6 0 0 6 6 0 4] 5
Spleen
Number examined 6 6 6 6 6 6 6 5
Not remarkable 6 6 6 0 6 6 6 0
Hematopoiesis, increased 0 0 0 2 4] 0 (4] 0
minimal 0 0 0 2 0 0 0 0
Congestion 0 0 0 6 0 0 0 5
minimal 0 0 0 6 0 0 0 1
mild [4] 0 0 0 0 0 0 4
Brown pigment,increased Q 0 0 6 0 0 0 5
minimal Q 0. 0 0 0 [0} 0 1
mild 0 ] 0 6 0 0 0 4
Spleen(Berlin blue reaction)
Number examined 6 8 6 6 6 6 6 5
Not remarkable 6 6 2 0 6 6 3 0
Berlin blue positive granule, increased 0 0 4 6 0 0 3 5
minimal 0 0 4 0 0 0 3 3
mild 0 0 0 6 0 0 0 2
Stomach
6 0 0 6 6 0 0 5
6 0 0 6 6 0 0 5

Number examined
Not remarkable

M : Male, F : Female
- : Not applicable



Table 10-7

A 28-day oral toxicity study of Ethyl(l-naphthyllamine in rats
with a recovery period of 2 weeks

Histopathological findings (After administration period)

B~6580

Organs
Findings

Sex:
Dose(mg/kg) :
Number :
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Testis
Number examined
Not remarkable
Thyroid
Number examined
Not remarkable
Thymus
Number examined
Not remarkable
Trachea
Number examined
Not remarkable

Cell infiltration,submucosal

minimal
Urinary bladder
Number examined
Not remarkable
Uterus
Number examined
Not remarkable
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M : Male, F : Female

- : Not applicable
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Table 10-8 A 28~-day oral toxicity study of Ethyl(l-naphthyl)amine in rats with a recovery period of 2 weeks

Histopathological findings (After recovery period)

Organs Sex: M F
Dose(mg/kg): 0 300 0 300
Findings Number: 6 6
Bone+Bone marrow, femoral
Number examined 6 6 6 6
Not remarkable 6 6 6 8
Bone+Bone marrow,sternal
Number examined 6 6 0 0
Not remarkable 6 6 0 0
Kidney
Number examined 6 6 0 0
Not remarkable 4 3 0 0
Regeneration, tubular 2 3 0 0
minimal 2 3 0 0
Eosinophilic body, tubular cell 0 2 0 0
minimal 4} 2 [ 0
Liver
Number examined 6 6 6 6
Not remarkable 0 0 0 1
Vacuolation,hepatocytic,periportal 2 0 0 1
minimal 2 0 )] 1
Vacuolation,hepatocytic,midlobular 4] 1 0 0
minimal o] 1 0 0
Microgranuloma 6 6 6 5
minimal 4 6 6 5
miid 2 0 0 0
Spleen
Number examined 6 6 6 6
Not remarkable 6 0 4] 0
Congestion 0 0 0 2
minimal 0 0 0 2
Brown pigment, increased 0 6 0 6
minima 0 5 0 6
mild 0 1 0 0
Hyperpla51a lymphoid, focal 0 1 0 0
1d 0 1 0 0
Spleen(Berlln blue reaction)
Number examined 6 6 6 6
Not remarkable 6 1 6 0
Berlin blue positive granule, increased Q 5 0 6
minimal 0 5 0 6

M : Male, F : Female
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