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B-6607
4, EH

N—TFNV—-N—Iua b/ AN—2—FrlAPrD 28 ABREROZRSEERER
% 6 JHER D Sprague-Dawley & SPF 7 v b+ (Crl:CD(SD), 1 BEMEmES 6 Xix 12L) %
AWTEm L, BERIT 0 (a—3 : BE) | 12, 60 XU 300 mg/kg/H & L,
BY T2 HACCIA 1 EBRFIRAEE L, £/, MEE L 300 mg/kg RE5EHO—
WoOMEME (1 FHEES 6 L) I oW TIHREHFRKR TR 2 BROBEEHREZRT. &
RO R EZRE LT,

BREHE R CEEHEAEC CRTEWITA LN T, BERE, BH, BREHE
THIERBRHEREOEEBIIRD LRI o T2,

—fRIREE R OSEM 22— REE T, B 2 AR, BEESR LI 2 BRI%IC
—IEEDFIED 300 mg/kg 1 5-AEDOMERIZ R S iz,

FEROEEECIL, 300 mgkg EBOHEDOKEIIRE 10 B UK GBEELRPCT
HoTHB L, FEHNELEREEMZ TR LY, —F, AREOE CREHEOEES
S REOSMENREZE 10 HURBRIZALN, FEMMELEMEER L,

RBETIE., BREEE. YA Bty e el 7 —SF U BitEfloHE
Bl D EEI D 300 mg/kg B EFHEOHETH LN,

MEFRE CIX, EHRMERLDARREDOEMER OHEAMKEOEMES 300 mgke
BEHOMEIC A LN, £z, ROLKEK, ~EayERU~< ) vy MED
EEER S RBEOMEECH ST,

MEEFRETIE. R LT — VR VBB OB 60 mg/kg 5O L
300 mg/kg W EBHOMERICH LTz, 2, 300 mgkg BEBETIX, ALT RO y-GTP
DEEPEIZHA LN, BiZ, BEEABEORMED 300 mgkg 5 FHOMREIZ, 7V
TIVOEMENRFEBEOMIZ. A/GLHOKERRBEOHEIZA LN,

FHEEE T, FROENEEO B EBER X AN EROEMED 60 mg/kg BE5HOD
B, MR O EREOEMED 300 mg/kg BEBOMEIZ, BEOENEEDEHE
Er R O EEOBMEL 300 mgkg REHOHIC, HXEEOEBERCHENEED
BRI AS 300 mg/kg B S-BEOMEIZ, B OHEX &R UHETEEOKMED 300 mg/kg #
S#HOBIZH LI,

BT, IO KRB 60 mg/kg R EFHEDOHE & 300 mg/kg B S HOMREIZL O
776

REARRFRE CIX, FiROFMERX, BE_ERMEEX R OVNED &R
ZERAfE DWFF A 300 mg/kg WS- BEOMEREIC . BIBOBEN E MR OKBEEH OB
Fagx DM 300 mg/kg B EFHEDOREIZH B,

EIEHIE TIL. 300 mgkg R GHOBOFEOMKME., MEMBEREICRIT 5 HIE
D/NED BT R OETE., MOMELEREICBTA3RIZARERVYTAVT
IVOEEERE, BEFMTIZAORZELIIHEE IR L. EEERED LN
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7=,

UEDHER, N—2FNV—N—7ua b/ A)V—2— b PV ORBREBFTILE
JHEEZEEIT, 60 mgkg U LOREHOEICOPFRI VAT 2 —LORIE, FHE
BEORELREDBA LI, T2, 300 mg/kg ¥ 5 HEOMREIIC 2 b OF{LITI X THRIE.,
FREEOSHE., MMERUCEE EEHROBXZRERELN-Z LMD, BT
12 mg/kg/H . HETiE 60 mg/kg/ B & HHIlr L7,

12
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5. #

FEEFRE EXRERR FETEAR LEPRELAREZOKBIZLY, N—=F1
~N—I7ab2AN—2— APV ETFy M2 FRAKEEDRE L  TOEES
BoPTTHEEBIT, 2 HHAKREL, BFOTIMEENTIRBEZELEZOT
TORREBET D, 2B, FERBRIEIKASER YV b—F 2 r ¥ - ERERS
DEBEFIT TS,
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6. HBRMHRUAGZ

6.1 WRUERVBK
6.1.1 BERE

ARBRICHER LB EOn v
FEE, SEREEIKROBEY THDH, £, O ERELZRMAER 1ITR L,

' (3l4) N—xFNV—N—ab)ANV—2— VATV
(ZaxIhy)

w4 (Bl4) N-Ethyl-N-crotonoyl-2-toluidine (Crotamiton)

CAS EE 483-63-6

BERATRERE S 9-214

oFR Ci3H;7NO

HEiER

0
Hac/\)J\N/\CHB
CH,

SGFE 203.28

BIRIZBIT B MR EaMEAERHIRE

4E& (HPLC) 99.23%

B 1.541

thE 1.009

TRER 5 0.07%

ZRRMEEE 8.1%

WA 153~155°C

AF&E 300g (100 g; 3 A)

ZEM K5 BRAH & B EHHR TRICKRSHER Y Y ¥—F
U —HEBGBHAF TN 2TV, BREHRFOR
EEHER L (BAEB2) .

REF A SHET (WRER, EHME : 3~6°C) . B V35
VN BN TR
7277 L.20108 2 A 19 H~20104 2 B 20 BIX=BE (£
HIE : 19~21°C) TRESNhEZ, P

RIFEAT EEIFTEET SR ERGFER OFE 2 WF5EHE 4 Btk

14
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BEOEOEE 0 EEBEOBREE+SCAVN. wR7, RHEEE GE
FREOWYIRREREZER L EROBEMEP N,
B Hunigix, £, BZEZBEW., 2830WE LT,

EH : WHRYE 1 g 2RERBE LTRE L, SR/
ST LT BRMEOREIRE L, £, iBRYE
OEREXRENEHERER, £ THEELL,

H#H)  BATORRER CIIMEELERRECH-oT-D, SEEMLRBZHT T (201042 8
19 H~20104£2 A 20 B) HELETCHREFELZMN, 20104E2 H 20 BT MSDS # AF LER
FLI-LZ A, RELEBRGET. BBREET. BHEBTRETH D, 2010824 20
BCBRELELHBET (BBERN) | B VU BFXVAVEBANTRE) CEELE, 28,
ARBRICEN > TERLUMZ HPLC ZAVWEN—ZFA—N—2a b A NV—2 - VAPV
DEBREPREREENYF = a Y ROUREERE RRES  A-2190) Vi2BWT, 5
ME =R (RAME: 18~23°C) CISAMBRELLEEOR TR PR INTWD I Lhb,
ARBROBREFERMEC L 2ABRRE~DOEEIT 2V BT LT,

6.1.2 B
Z2 : 22—
oy hEE : CDM1416
REE : FoYEpisE TR at

R, B oW Tk, ARBICAEY > CEBLZN—FV—-N—7a b/ A)V
—~ 2= MA DU OFHBREFREERR (RBRES : A-2190) KBWT, a—r#d
TOEBRDEOLEERICEFRBRERBE LN TWAZ b, a—VHERR L,

6.2 HEBHOAS

6.2.1 HERTFE DR H
BEZLICLEBEEORRDESFIL, a—WTHRL, 2.4, 12 X 60 mg/mL
BEFRR U2 RIS BIC 1 B LoSEECHRE L RR%Z 7 AUNICERLE,

6.2.2 REBRODREHE
BEHEIT 1 BLESTOBAT T ARICHEL., EARE TRET (GREN, FE
#iH 1~10°C ; FZHE 5~9°C) |, WX T THRF L

6.2.3 BEPTOREN

AERE D 0.1 RO 200 mg/mL EAER (B : o— ) 1, BET 7 XA
. @FT (WEREN, TR : 1~10°C) T 8 B, TOHRERT 24 KELETH
5ZERHASHR Y VY —F X —THERINTNDE (RBRES : A-2190) ,

6.2.4 RER R D = BERESE

BE1BE 4EOREIZHAVIKBEOHERIKICIOWVWT, ZOREZKEASHERY
VY —F o X —THPLCEZHWTHR L, FORE, ZREICHTIEEOE

15
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B3 95.0~105.0% (GFEHE : RRMEICRT5EE ; 100.0£10.0%) THY, WThb
HRHMANTh o7 (BATER3) . SRS 2RISR,

1 BENT- Y OB R

BIEXRWE
HEX RAEEY Y
2

oy NEE
RFEFHE

(200

HPLC Bl E %4
AT A

"HPLC #%8h4H
E
fax
BEAR

T bV T TR

EANEFF

R E
1 4% (10 mL/A&)
N—xzFNV—N—a b ) V=2 AT

N—xF)LV—N—Iah ) A V=2 ATV
2597326

BET (GBERN, EHE : 4~-7°C) . BB U5
VA BN THRE)

727 L.20104E2 A 19 H~20104 2 A 20 BIX=ERE (E
HME - 19~21°C) TREESRZ, P

BB B ERFER OELETEEDE
RS

L-column ODS (4.6 mmx150 mm . 5 pm, MEHEA 1L
FE T FuiEAR)

40°C
BEIK A% 7=,/ 0 B (500/500/1, v/viv)
1.5 mL/min

UV (JAIEFHE 230 nm)

20 pL
10°C
EANERF | EARE EANE

1 3 H-Z¥ERE (VA7 SEEHER)
2 3 L-AZEBIR (EER)
3 1 HIE =S (2.4 mg/mL)
4 3 M-EEER (EER)
5 1 B ERFE (12 mg/mL)
6 3 H-ZERK (€&
7 1 HIE ERHE (60 mg/mL)

EYERR K ORI E ZRIRE O BIE L, EATE 24 REREILL
PWCER LT, B, RUTF—a /BBRT, A— 1
YT —NITB D 24 BRREIRTROLEMBHER
ShTwa,

E) . BATOESBFERCRRERKENRETHoDH, FHEHAM»LBAKHTT Q0102 A8
19 H~201042 A 20 H) =|ELET CHREFELZ, 20104 2 A 20 RIC MSDS # AF LER

16
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BLILEZS, RERGRAT. HREGET. EREBCEGFECHo7®, 201024 20
BICRESRG2EH WBEMN) | BHE I IV AVERATERE) CEELE, 5,
ARRICENL >TEB L HPLC W N—=F V- N—u b A V—2— b VAP
DERBEPBERTENY F—a VU ROREERR RBRES 1 A-2190) 2BV T, #HR
MEEFEIR (EHE:18~23°C) TISHRRTFLELEORERPBBEINTNE I 2D,
ARBROGRERFE L ORRBBE~OREBII RV L HE LT,

6.3 ARIMERUVRAOERER

BUHRBRIESA FIA4 IV Ty FERAVWERBRBLEL STV, ZORE
WAHEHINERBEOZ v MR L<abh, ¥RERPEBETHD Z L1 LER
L7z,

6.4 HARBDRCES T

Sprague-Dawley & SPF 7 v b (Crl:CD(SD), BARF ¥ —/ & » U \—RE&tt, E
REE U #—) MRS 475 & SSBETAFEL, YUFTT 8 ABMRE - BILET L.
—REEOBIE (1EV/R) | AREAE G E) RUFERLZ—BREOBE (1EH) 217
WV, FEENE, —RIRER UL —RRBICRE R L D TRE L B 5 i
F360L (EFEE UCHEMES 24 DL, [EIEREE UCHERES 1200) %O, 6 Hlln THER
WCHE L7, 5840 OFERBEIL. BT 210239 g, #T 153~182 g Tho7z, B
YIRRE - BMEHIR R OB EBEMEIC X 0 BA%, BT UE RERKBO 2 B
DFEBEIZESNT, EHOEHEEN TEHETHELRZLOZHEER LT, #
FEOEMTIEa v Ya— g rAVnET oy 7EBEROEESBEEOEEGYE (U
v 7EEETHERBZBA L. ARBERUOENOBEGESZEEAICRIYETL)
XVI{To7c, £, KREEMIEERBRICHBRI LR L, SIMERBEEEICBE
L7z, :

&) - RERETEEBCEV, EXEEUIMES 45 L TH o 73, EEICITHEES 47 CAMIA SIh,

6.5 MHEEHE
BITIRE 22~27°C (P A& - 23+3°C) | FHXHEE 30~55%., (FFASHEHE : 50£20%) |
R EEk 1 R 10~15 |1, FRBEA 1 B 12 B8R (07:00~19:00) OBMET=E (904 5E)
T, 797y M REBEHE/ 7 —Y (W250xD350xH 170 mm : V— Rz =7V v
ZHAEM) CEHAETL. 0 | HORBTENOEREERK L=, BERER CRF-1
(RETHRBE. TV = VEBERTERASH, 2y FEE 091104, 091203) RO
HEETEAKEARE BEEKRERBICL Y BRICEBRI T,

6.6 HBHRUSHKPOEAYME

AR ORAEIZE U CidfEA 2 » M2V T Eurofins Scientific Analytics T4
BraefTo, Eo, SEKICOW TR EBIRE £ o ¥ — kA HICAKERIZ L
DKERELZEHC (F4E) KELE, TLDOHFTREEZAF L. REBRE

17
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TEBNLWI L EER L%, BLEREL

6.7 BYOEMNBR O Tr—o~NDERT

BT ATTRFIC/NE B2 S UCEEES Lz, ARPLESTHE TORMX
RBRES, AR CEEEFEZHAR Ly —V IRV 22772, BELiTHRIE. Hilk
VCHREET L (REEE, B, PRUOSHEROIE) 4it0oFEEEZ DT, TDHA.
1000 DALITEE, 100 OALIIME (0 B4 HE, 1 BLHE) . 10 L 1 O REEESE L,
EREr — 3, BESURECERLZY— VI VORBRICHE ) JLitey
T L7270k olf, RBRES. BRERK., 58, £, 8HES. FEESROH
BMYTERBZHRL L, 270, Sl —RREOBE, MERERCENRIEFIX
BEEFIX L TREOEREHIBRT D20, 7~/7mw%§ﬂbfﬁﬁﬁﬁ\§%
EOEEZERSDHAERRLE,

6.8 KBEER. 5. RERFBEVEESNE T LORREH
FEERBREVA FIA VI #5RBRERBOREEZ SRR L, #5HMIX 28 B
E L7, BEEEIIRERERBR CROIZITLATWS 18 18 (7E/E) & L,
EEHEIIEEOFEEERET 20OICEREELLND 2B (14 HM). &L, Z
DORE#EEIThRPo Tz,

6.9 ¥HBEHE

BREREIX Smlkg FEEZ L, BYUr72AVTREABEDERS L7 (08:30~11:25
D) o MBEICIIHEE (=—H) 2RRICESE L, BEREZLOREHRE (FR
BAL: 0.1 mL) IEFTOFELEBIEL L,

6.10 BEERUVZORTHEMEVICHER
N—xTF)—N—Iah)AN—2— AT rD0 (a—r#) . 100, 300 X
1000 mg/kg/day % 1 BEMEHES S ED T v MZ 14 BRAREROBRE LIZER 2,
1000 mg/kg #E5#ETIX, —RRETERETORD, LADEXSHTNIIERAEZEL-
%, BE 5D 8 HITHE2/S B L 1/5 FIMNIELE L, £FHY CIX, —RRETESR
BEIOBD XTI LADEBTRHER EN, FEH, LEFERE., LBEERE, BEE
EXCEHRICBWTHL L REBRMERSOEERA LN, BIZ, 300 mgkg &5
HCTHLMRFRE, MRLFERE, BEEERVCIRICBWTHERDERSICLS L
EZONBEERALNE, UEDZ L, RRRICBITAREERD, momwg
PEAEL L. UTAKLS TRLU, 60mgke ZF HEIZ. 12mg/kg KA EIZERE
ﬁ%ﬁ%Mz4ﬁ%thto1%%&@@@%%£ﬁfimﬁ%6@\@@ﬁf
SBEEOEAER CHES 6L Lz, HEREZR 1LICTT,

18
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& 1LRHEK
SREA R BEE | B E | BREFE s EE - | fE B
(mg/kg) | (mg/mL) | (mL/kg) Bk | BHES | B | BWES
HE 6 1001~1006 6 1007~1012
RiFRER 0 0 3 | 6 1101~1106 | 6 1107~1112
. HE 6 2001~2006 - -
AR vics 12 2.4 5 e p 1012106 i )
. T 6 3001~3006 - -
o R 60 12 5 P p 3101-3106 i .
. . /3 6 4001~4006 6 4007~4012
RAEE | 300 60 3 #| 6 | 4101~4106 | 6 4107~4112

68.11 HERUREDAE
ERENEH SN A BERURELER L., BRAOERICEAL TIITR
D#EY & LT,

$5-1 H (Day 1 of administration) ARG H
#5138 (Week 1 of administration) :#&RE1216H%57H
[ 1 B (Day 1 of recovery) : EERRMER (BREHEKTOERB)
EfE 18 (Week 1 of recovery) :[E|E1»HEE 7 H
6.11.1 —RIREDOEHE

SEFICOVWTREHMTIIER 4B, REMEREER, RENI0FTERUH 2
R (2L, Fle—RREBOBE, #ithE, BARVAXESNERNE L £k
THOREEREHEBREERD 26) | EAFMTIEIER 1H, #4EK, KERE &
2. THRUHS 2 EO—RREBEBE L,

6.11.2 ST —RREBORE., BitRE. EORUVBREHZOHE

MR —ARREOB I, £FEFIZoWT, BEBAINC 1E, BRE5HR P EOE
EHFEFIER 1EERLE, £/, BERE, BAKUVBERETEOHEIX. BE
4 (HEZHE 248, ME2HE250) RUOEE2E (BE 11 B) Zi7-72, #Mk
—HREDOBE R UHBEEREIZ OV TIREIES Z2WiXA a7 LEZREREE AW,
£, BE, RERCRER, 8927 VA LACEEBL, BEFICX L TREOER
ZHIR (7742 FE) LEZRETITo7, 2FE L. BRESHEOHEILTFA VK
LW TITo 7,

6.11.2.1 G — IOz

1) r—IRNBlE

RE O BRETH

2) FEo- TCHEE
T=UhLOBMYBLE S, HE - KEORE, R - 20514, IBERkZEH. R

19
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FAGINAR, FIHUMERE, BEmEEEE (EE. JME. S2E, BALR, BEHRR) . ~v
KUYV ZIHT B RIG. Y R v ZR03kS

3) F—F 74— FRNEIE

HERREE, B8 RETEH. ERITE. Hi7. B8, FEv. x5 kR0 EEk. Bk
Y (PeE. BERE)

6.11.2.2 HBEERE
%%ﬁm\ﬁﬁﬁm\ﬁﬁﬁm\ﬁﬁﬁm\Eﬂﬁ%\%¢ﬁmﬁﬂ\%ﬂﬁmﬁ,

6.11.2.3 B HiflE
CPU #—3 MODEL- RX-5 (7 A a—x=r V=7 Y v FHREL) AV THIRR
VOB AZHIE L,

6.11.2.4 BREFHEDAE
ERBWA B R EE = —-NS-AS01 (R E&ft=a—uHPh A= X)) ZHWVWTH
FHEBEBLEIE Ul BIET 1R & L, 10 2R A R 0~60 S DHRIEMEZ LS L,

6.11.3 (KERIE
é@wtowf\ﬁﬁﬁﬁwmﬁél\m7\m‘m\w\m‘m&vmsam&
HAfiz., EESIEFIXEE 1. 10 %N 14 BIiZBIE LTz, BIEN 08:03~10:23 @
ﬁkﬁot@%ﬁakmwﬁﬁaﬁﬁﬁmwtb AT H 2> D% 16 FRRIER X ¥ 7% 0
REEZRE L (07:40~08:11) ,

6.11.4 BT

EEEICONT, BEHEPIETEE 1. 7. 14, 21 K028 BO#ERNC, EEHH
FIXEE 7 RO 14 BIZHIE Uiz, BIEX 08:54~10:25 DMIZIT -7, 2B, B5FtA
BOREIHENOD 1 BEY, #E5E 7L 6 FMOREERELY, To®%IX 7T
LT HEORBEREZREL, 11 BEZEHLAZ, EE 1 BEXEE 1 BH2DL 7
HETOD 6 BRORFEEREL, ORI 7TABOREEREXHEL. 1IL1BE&
PEHLE,

6.11.5 EKERE

RIRERF (&5 22~23 HRUEIE 8~9 H) &, RBEXNREMICOWVT, GIEHIS
1 B0 OFKESY, HAREEZHOTHE LA, BIER 08:46~9:15 DENZIT- 7,

20
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6.11.6 RIRE

B’5 48 (&522~238) ROEE 28 (B 8~9 H) IKiT-7,

BE5 4BIIRELSHOBRERIEHLOERERHOLEFE, BE 2 AXEEHOE
B 2 FNEFNERRY Yy Ny — IS L A BREBAT T4ERREZ.
ROTHHER - BEEBATCZORO 20 BEREZERL, #2288 L-EERE
CHFEIZLVBRE LR, ‘

ﬁ%\&54ﬁ®ﬁ@§K%MT\NWmM@&§ﬁ®%TEJWEV%ﬁﬁ3W

voavrl =S U BREBERE THAICRD LN, BRERIC B RS
’\@:F(‘F?i’fﬁwu@‘é 7o, RN 300 mg/kg 2 5-8EiR (60 mg/mL iK) %@V‘T%FE
MREOBREZ R Lz, BRIE. B, 300 mgkg BEFEKRE LICEETHY . &
BERIZEBDBHERSICHT 2 FHIEBRD bhiaho T,

x2 RBREDER. AEERVFERHRLL
1) AEBRIZOVWTORE

BREEH HEHE

pH F—arAF 4 v ATEARBRK Y (7T —7 LA HRAE&H)
AEE F—va VAT 4y ATEARBRIKY (7 —7 LA HRE&HD)
F o F—vavART 4 v A TEARBRKY (7—7 LA BR&H)
Fha—R FI—2av AT 4 v 7 A TEARBRIK? (7—7 L1 BRE#H)
B A= av AT 4y ATEARBREK® (7 —7 VA HR4&H)
BU ALY A= a VAT 4 v 7 RTEARBRK Y (7T —7 VA BKXE4)
vary )45 F—vavARTF 4 v RTEARBRK?Y (7—7 LA &)
&R AREEL

RE ABEE) » BEMAY vV EERWEFENE (B : mL)

2) 20 ERIRICOVWTORE

REEB REFIE

RE (20 MR ® ARVY o H— BN EREE (BA: mL)

BB KABETED (BAL : mOsm/kg)

i B E R AR

3 : AUTION™ MINI AM-4290 (7 — 7 L A #aH)
Y. EEEBTMEER A—FT U FAF v bk OM-6030 (7—7 LA B2t
#)  AROREE 20EOREFSFH L C U BREORE (mL24h) 2EH LT,
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6.11.7 IMEFRRE

BEHE R OCEREHEET OB A OFEFIREFC, ATEND—K (16~20 FRE)
REEEEBECHOVT, =—F VREET CHIE L., BEXEIRS S EDTA-2K MEEIm
# (SB-41: YA X v 7 2%X&H) Kk (B 1mL) 2R LEZ, B5NEmKIC
DWVTE 3D KEHELFEBRVFEZLIIBRE L, Fiz, K 909 mL) %
3.8%7 = ERT MU U AREMARE (LK 9B L 1 BOEE) CHEBR L., E
7B (3,000 rpm. %9 1,600xg, 10 %) X V&SR ZmIFIZOWTE 3.2) ITREH
LIEHEBRUOFECIIVRE LR, 2B, ERICXAERIHELA. £2Fllc>n»T
May-Griinwald-Giemsa ¥t 35T & 2 MIKRBHIER 2 /ER L7223, SRIC X 2RI
BELHEBrL., ERIIERLZR»oT,

=3 MEFREOCHEB. AIEEIRUVEREELE
1) EDTA-2K JMLIRIC DWW T DR E

BREER PEFE B4
ROILEE (RBC) 2HEL—P—Ta—Ff FA Y7 10%/uL.
~ESnErE (HGB) VTR MNES O EUEEREY g/dL
~< b7 Yy ME (HCT) FMBRE R O RMIRERE» HEH D %
EHRMEREFE (MCV) 2EEL—Y—Tu—H% A A FY—iE? fL
THRMEMARE (MCH) RAKER VAT O ENLEHY pg
FEHFRMRMEREE (MCHC) ~EJu by BRUO~w 2 Uy MEDOEH Y g/dL
MEARMERE (Reticul.) RNAR@IZ L AL —F—Tu—Hf b A MY —i? %
f/MES (PLT) 2HEL—F—Tr—YP A hRARY—EY 10%/uL
HMLEE (WBC) QAEL—F—Ta—Y A FR YD 10%/uL
BBk E oD N FEFH—BRBIZEDBT7a—Y A PA MY %
RAEL—YF—Tr—P L A DY —EY 10%/uL

2) 7B N Y T AIMES DY EE L mIEIC OV TORE
REER BEFE B
7o hu Ui (PT) sy pEY s
EHEES bR

75 AF R (APTT) 7ay MED s
T 470 ) =58 (FIB) Fa v S5 RFUEY mg/dL
I ER S

D REMEFREEBT NV 4 7 120 (Sicmens Healthcare Diagnostics Inc., Illinois, USA )
® . mEEEE B B0 EB  ACL Elite Pro (Instrumentation Laboratory, MA, USA)
) ¢ UoSER (LYMP) | &F9EK (NEUT) | £FEEER (EOS) . fFHE#Ek (BASO) . Bizk (MONO)
EORBFELREIK (LUC) , £/, HMRESERL AMKREFOEFEOEREEH L L,
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6.11.8 m#EEERE

MRFREARE & FRICRB L 720K (19 4mL) ZEERERIA ORRE (X
Vel MI-A— by T FATHRAEE) R & OB (3,000 rpm, £ 1,670xg,
10 M) L. BB o0 T, £ 4.1) KEHLZEARVFEIIIREL
Tzo Flo, ~Y VIMRBRE (MK 1 mL %72 049 20 BALO~Y V) IR LM
® (2 mL) 2=DHBE (3,000 rpm, 9 1,600xg, 10 45H) L. Hohizmigico
WTR42) KRB LAEBEERCFEZIIRELE,

F4 NELCLEREOEB. MIRERUVERAMSBL L

D HEELEMBIZ OV TORE

BEHEE HEFE B
ALP Bessey-Lowry & ¥ IU/L
BavrAFua—n (T-CHO) CEH-COD-POD it 2 mg/dL
FIZUETA R (TG) LPL-GK-GPO-POD i ¥ mg/dL
Y UIRE (PL) PLD-ChOD-POD % ? mg/dL
BryLey (T-BIL) YA AR F—EEED mg/dL
Zna—2R (GLU) Iha—2Fe Ralfh—¥E mg/dL
REER (BUN) Urease-LEDH ¥ ¥ mg/dL
7 L7 F=> (CRNN) Creatininase-creatinase-sarcosine oxidase-POD % ® mg/dL
F R vA (Na) A A BIREBBEY mmol/L
AV oA (K) A F L BRERBIE mmol/L
Ex (Cp A F U BRIREBEY mmol/L
BN (Ca) OCPC ¥ ¥ mg/dL
mHY > (P) Y ITFUBREY mg/dL
wi-ABsg (TP) Biuret 3% ¥ g/dL
FTAF I (ALB) BCGi# Y g/dL
A/G e (A/G) BI-ABEROTATIVAHER

2) ~8Y IR D By EE L R IT O T ORE

BREEH AEHE B
AST UV-rate ik 2 IU/L
ALT UV-rate i& 2 IU/L
LDH UV-rate # ? IU/L
y-GTP Ly-Z N E I3 N RF 4= bua7=) FE? IUL
15 AR B EHE AR

D BEHRICEBESWEE TBA-120FRIE GEZAF 4 IV VAT A XH|REH)

6.11.9 RIBERE

6.11.9.1 Bl

2 TOEWIZOWVWT, RMEERBIRCIEIC L0 M BIFES &, FHER - BE - 6
B ERESDEFOBRE - HBONRIC X 2 HEHREMBH 2TV, BRETEEL
776

6.11.9.2 BEEEAE
- ETOEHITONT, RICFTHREOEE (ExXHE) ZHET L LbiT, B
BEELIBRBROBENGEKE 100g 42 OMENEEZHEHE L,

BB, e LEAEOREIZ DWW TIRERN 4 ITRIE L. € OAFHE TRHE
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L7z, '
B, B, BMaRR, PR, DR, FPIR. BHRr. R BERE LA IR 7E

6.11.9.3 RIS RE

ETOBEEIZOVTKRIGRTHRE - MBE2HEI L. U VEBEE 10vol% <Y ViR
TEEL, ®EFELE, 2L, ik VEBEE 10vol%d~ ) ViREEAE, IREKK
ORARRIT Y EREEIR TR L 72 3vol% 7 VA LT VT & R2.5v0l% k< ViR
TEHE®, MEEAUBE ELEIZ7 7T VR CEE L%, ThEn. U CBRIEE 10vol%
TN AETHREFEL. X770 88 L7, 20%, IR LT bF2 D 0 e
TAVUREEREERML, EHOMBEROCSHER (HRMEFHAALICOWVWTIR
26 IOV TER L, *TRLEBAMEBEIC OV TIEEMEZHE LR, &R
ERMOBITo T, B, HERVEESOBENRDLN MO TR, BOKBE (F
Brat) RUOBRIZOWTIRERCFAERET CICEERO 2B ZER Lz, £
7eo ER/MEORENEEBEOXMBEEOKE 1l (BHES : 1007) IBD T2,
FEHOBHEHIIBVWTHRYEREOELIRD LT, BEHIIRERNRIITH
ofeleh, REBICERIT R -T2,

R, /DRE. BB (BER) . AEapiR*. BRER*. TE|ME, FRER* ER/NME* B
B MBR, SR, BTV N, IBREIEY . DR, ]RE I (REXEED) |
B. T35, 5. BB O\ =AREETe) | BEF. BB BB, TR B,
FERE, FEEx. R L+ gizig, IE* FE. BE (BEHEsT) . KBRF (F
Brate) *ROKBHERG *

fllz, B (RMRIZIRRE DB, ~~ ¥ U v = F U UREERE
WECTEMLE, ) . ~N—F—BR* BXEIIR, &, BE. TR FTE* ER.
e, MEE. AR (B *, KF (BEH) *. FEESBHFAL (Bh) RUHEELZHE
HLTREFELE,

6.12 #iEHEEMT

AT 74— FRBZEOERWEE BEREICKIT 5 EENEB EBAHRE.
HREBGEOWUE, KE, AEHMNE, BEE, BAkE KREOCEEMNEAB. MK
FRE. DB EERERVCBEEET —ZIZOWT, MRELEREHEL ORI TR
FEMT 21T o 72, 567, Bartlett REIZ LV DRMEORERIT o 72 (FEAKE: FRl 1%),
SDRE LW A TX Dunnett 5% AUV €L IEE 58 D3R 513 Dunnett @ mean rank test
ERAWT, BB LEREBELOBTRELITo - (FEAE  @fll 5 XUV 1%) ,
2B, EEHICOVWTIE, FRECIVEHOSHOBI—MEORE (FEKE : Al
5%) E1Tol, TOME, EHBMENRD LN BAICIIS R LR ERER L
DEHEDZEIZDOVNT Student D tIRTE (FEAME : MMl 5 R 1%) &, EoEEd
R NI 1A Aspin-Welch D t i E (FEKE : Wl 5 RN 1%) 2fT-
7’»: 3y ~7) .
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7. HERER

7.1 — AR IR A8

FAE % Table 1-1~1-3 & Y Appendix 1~10 IZ7R L7z,

1) #®5HM

300 mg/kg |EFETIL, HETHRE 19 HURBRICHESBRA SNz, —F, HTIRTE
BEE 20 B2 1FlicAH N, MIEXHRESES IR 30 0RICADIL, BER
2EFERICIINWTh OB THIEELR LT,

12 ZTF 60 mg/kg 58 TIE, HENTHLOBMICLEEIIA NPT,

2) [EMEHIRE

HERENT OB D EEIXA NN T,

7.2 REMAG—RRE. BERE. BHARUVBREDE
7.2.1 B — AR B

FXAR % Table 2-1~2-18 & " Appendix 11~70 IZ/R L7z,
1) #HE5HIR

B OBIEE R 5-1 IR LTz,

F®5-1. FHA—RREOKRE (RSHIF)

L3 i3 i3
Bo& 12 60 300 0 12 60 300
(mg/kg)
 BEEH AF—T B 12 6 6 12 12 6 6 12
FIFoTOHEE
REHE
BEXIHEE B518 0 0 0 0 0 ] 0 0
BE528 0 0 0 0 0 0 0 1
BE3HE 0 0 0 4 0 0 0 2
%45 438 0 0 0 3 0 0 0 3
KR OHEITHBELEE RS,

FIZF-> TOBERIZBWT, BENIITEEORED 300 mgkg HEHOETIIER
E3RVC4BIZENFN 4RO FHC HETREERE 2.3 R4 BIZ 13 FlicH LI,
BE1BEOBETIX, MEL LITWTNOREEE CHLEBRIADARNoT,

2) [EHMEHIRM
BEHEPICBE IR, EEHRFOBECIIHEL LICBED LR
Teo MOBEEETYH, ML BICTERFIIA DR,

7.2.2 HEERE

FXA& % Table 2-19, 2-20 K& O' Appendix 71~76 I1Z5% L 7=,

1) #5408

MEREL B2, WTHhOREER THEREIZA LR,
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2) REIE2HE
ML BIZ, WTNOREEE THORAERIALNRPST,

7.2.3 Eh

F#E % Table 2-21, 2-22 XY Appendix 77~82 IZ78 L7z,

1) ®&548

HEREL BT, WTNDOEBHEREH THREILAHA LR oT,
2) EHE2HE

BEHE L BT, 300 mg/kg BEHCTREIIA NN T,

7.2.4 H¥EEHE

FiE % Fig. 1~4, Table 2-23, 2-24 & O* Appendix 83~88 IZ;R L7z,

) ®E548

MERE S BT, WTHOHEBRYERSHTOLEFT XL LR T,

2) [EHE2#

300 mg/kg B EBEORMECHIERIAESE 10~20 2> ORI EMEICHEEREMES, HTRER
A% 30~40 D DREBICABERSEN A DD, HHECTRZ S Fno—BHoZE{k
THY, £z, 0~60 FOEFETIIREIIA GNP o2 L LBREDE L H
Wri7-.

7.3  {#KAE

FX#E % Fig.5, Table 3-1, 3-2 XU Appendix §9~94 {Z-R L7z,

1) &EHHE

300 mg/kg | EHEDHETIL, &5 10 A LS BELZ O THE - CTHB L, FEEM
BELEETH-oTZ, —F., HETIIHEE 10 BUBESEELZ FE->TH#HB L., &5 10,
14,24 RO 28 BICITMETFHNR AR EZLA DN, FEEMELFERHMEE R L,
12 XU 60 mg/kg 58Tk, ML GRS IZIERICHER L, Ao kE
ITH LRI oTe,

2) [EMEHHE

300 mg/kg TEHOBE TR, FEOEIMEMIZA LN 00, EE#BEZEL T
MEHEPFRICTE-CHE L, AEEMECHLAERRBERA OGN, —F, #T
R ERCEERNEICRHENREEEZELA DN o720, EEHREZE L Tx
BErov kB> THRE L,

7.4 Efis

HAE % Fig.6, Table 4-1, 4-2 % T Appendix 95~100 (R L7+,

1) HLHIME

300 mg/kg EFEDOHETIIIRE 7 BLKE, IRBELLNTHFELSELA LN,
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—%, HECHEABHLOMICH LM RERLLNRP T,

12 BTV 60 mg/kg I E-RE L, MHEL LICHEH L OBICHAGPREZRZZR ORI M
77,

2) REIEHM

300 mg/kg WEBHOBTIIEEHMEZE U TR THE Y, BE 7 BICEFERHE
HREBEV A DN, —F., MTREEHMLZEC CHBHE L X THERRSES
Hoit,

7.5  RBRE (EKEEL)

& % Table 5-1~5-8 & U" Appendix 101~118 {Z5R L7z,
D #5438

FRIEDMIEE & 6-1 1T T,
®6-1. RREOKIE (k5 4:8)

E P i
#5958 (ng/kg) 0 12 60 300 0 12 60 300
B 12 6 6 12 12 6 6 12
b= JiiiN
- 12 6 6 5 10 6 6 11
/- 0 0 0 6 0 0 0 0
1+ 0 0 0 1 1 0 0 0
2+ 0 0 0 0 i 0 0 0
3+ 0 0 0 0 0 0 0 1
|l 1 7
- 12 6 6 9 12 6 6 12
+ 0 0 0 3 0 0 0 0
veey/)—rr
+/- 11 6 4 5 9 5 5 8
>1+ 1 0 2 7 3 1 1 4
RHOEEITHBEFAEE T,

300 mg/kg HEFEOHE CEMBBES, VNV EVBEARRY oYY ) —F B
B D HBRFIBOEMIP 2 b iz,

ftiz . EMFREMERFDS 300 mg/kg BEBHOME 1 FliIcH NN, 1| FIOLDOELT
HY, TOHBRENOEBREEOELELEZZ b,

12 T 60 mg/kg 3% 58 D MEFEW ONT 300 mg/kg R EHOME TIX. W T OREEE
THEFEIXADNLEINTE,

2) [EfE2HE

300 mg/kg TS BEDOHERE L HIZ, WTHOREEB CTHEERALON R,

76 MEAFRE
FXA& % Table 6-1~6-6 J2 T} Appendix 119~136 {27~ L7z,
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1) WREHIMKTE

B DOMELR 7-1 17T,

x71. MBEZREOLRIE RSHRKTH)

L HE i
5.8 (mg/kg) 12 60 300 12 60 300
k7S 6 6 6 6 6 6
AR ER$ N N -1% N N 1%
~ESnEri N N 5% N N —4%
~<h27 Yy ME N N 2% N N -1%
TR i Bk i 2 SR B N N —405%* N N —30p%*
MR M IR N N +39%* N N +35%%*
i =3 N =B S = 1. 5 N N N N N —T%**
B AER NS - N N +29%%* N N . N
BBk =K N N +69%** N N N
R N N N N N N

REOKMEIAMBEEFH IR SHEBE (+: 8N, - WD)

N:EERZL

*: p<0.05, **: p<0.01 CHBHLOBMAEEHY)

ARILERRIEF Tk, FORMRMLARPEOH B2 EERCRRMKROF R
fEDS 300 mg/kg B GREOHEREIC A O, R CRAROLEKEK, ~E/abrBRU~<

FZ Uy MEDEEER S A ST,

iz, 7470 ) —F L EOFRRGMED 300 mg/kg SOOI, Ya by
VOB E BN 300 mg/kg BEBHOMIZAH N, BEXEIER TiXhn
EMDERTREBMTIRARD» o7, Fio, BERBOAERBEMES 300 mg/kg & 58
DHECHONT=N, HHEERBERNOEH TH 122 0 LABEHEBOHBNDE

fb&EBZbhie,

12 RO 60 mg/kg BEHTIE. WTHhORAEEE THOXMBE L OMICERXA DR

Nt
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2) EE#HARRR TR
BEOREEFR 121277,
F 7-2. MEFHREOBLE (BIEHMRTHE)

i # i
B 5B (mg/kg) 300 300
g 6 6
TR RS N —4%*
~ESur B —6%** —4Y%**
~< 7V vy MA ~4%** ~1%
EHRMERERE —5%* N
EHRMEMERE —T%** N
SERARMBRIL G R RE —2%** —30%%*
FERMERR N N
=R =R +28%p%* N
747V /- URE +18%%** +21%**
HERTR E# —36%* +60%*
[2efz: N N
RFOEEIITN RT3 A HEER (+: 80, - BD)
N: ZEERL

*: p<0.05, **: p<0.01 (HEH L OBIZHREDY)

~NES B EVEROEHROERMNARREEOFEREKMED 300 mg/kg &5/ O Mk
W, ~< b2V y ME, FHRMLRFBROEHFRMLKAEZEDOF EREEDR
300 mg/kg B E5BEDOREIC . RMMEREDOF EREMED 300 mg/kg HEFHEDOMEIZHA BN,

fllz, v bu VBB OBEERLEED 300 mgkg EBHOBICAHA DNIZRB, &
SHERTERIZIIRDODON2WELLTHoTr, 747V ) —F L EOFERGEER
300 mg/kg ¥ S BOMREICL LN, ABRMNEHOHEBANOENLTHY . KETI
RN E D BRRETREBLTIR R o0, FRREREKOFE R 300 mgkg &5
BEOREIZ, AEZREND 300 mgkg BEFHOMEIZA SN, BEHHEETRICIIR
DONBRNE{THY, AMERICEDIEEDOVRVSEIZKIT HENREGHTHS
LENLEEZENERIIBENEEZ SN,

7.7 mKREERE
FX#& % Table 7-1~7-4 & T® Appendix 137~148 {Z5R L7z,
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1) HEHR®ETE
REORIER R 8-1 17T,
% 8-1. MAILFBREORIE BESHBETE)

M i3 HE
B 5 & (mg/kg) 12 60 300 12 60 300
B 6 6 6 6 6 6
ALT N N +62%** N N N
v-GTP N N +200%** N N N
BarxFoa—i N +A6%*F  +54%** N N +56%**
Yy iEE N +36%**  +520%* N N +45%%
Tna—2z N N N . +24%%* N N
b3 N N N N N —3%*
HNTT A N +494%* 5%k N N +6%H*
BirAEE N N +8%** N N +13%**
TAT I N N +3% N N +12%*
AIG H N N —~10%** N N 3%
R OEBEITRBEESCRH B 8RE (+: 8m, - B

N:EERL

*: p<0.05, **: p<0.01 ML OBIICHEZEH V)

BER R T, ALTIEHR O y-GTP B O F B2 EEDS 300 mg/kg | EHEDHEICH D
niz,

FERTH. BaLATao— AR VIBEOFEREMED 60 mg/kg REREDH &
300 mg/kg B EREDO MR LTz,

TABRERTIE. REZABEDOFERZRRMED 300 mgkg HEHHEOHEREIZ, 7172
VOFEEREMEN 300 mg/kg HEBOMIZ, A/G HLOFERIKMED 300 mg/kg £ 58
DREIZH LT, '

HIZ AT ADOEEREMED 60 mg/kg 5 BEDOHE L 300 mg/kg ¥ 5-BEDMEREIT
BROFERIXRMED 300 mgkg BEHOMIZAONZR, IR UEEERENOE
HTholmZ L bABRENEBOGENOE{LEEZ N, £, A2 —XD

B2BEEN 12 mgkg BEROMICALNIN, AEICEELEZE{LTCIERL, B
OB EEZ BT,

12 mg/kg % 5-BE DHEHE KR Y 60 mg/kg BEFHDOMH TIE, WTHOKRESREE CHEHRY
BERECERTE LEBLLDNDIEIEALNRENSTZ,
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2) [EIEHME TR
FRAEDRIE R R 82 1T T,
* 8-2. MFLFEREDLIE (MELRRBERTEH)

% i3 i3
REE (mg/ke) 300 300
BV 6 6
AST N —~14%**
ALT +32%%* N
ALP N —31%*
FYZUETAR —50%* +170%*
HNT T b —3%** +4%*
Bi-ABE N +14%**
FNT IV N +14%**
RPOFE TR BT TEEE (+: BN, - BD)
N: EBERL

*: p<0.05, ¥*: p<0.01 (HRFELOBIAEEDY)

ALTEME OB B/ EED 300 me/kg HEHOBEIL, RIEABEROTAZIVOR
B R2BEED 300 mg/kg B EHOMICH DI,

BEHER TRRETEORD BN y-GTP, BaLvxTu—L, VU VEEEY
ERIT, FEHMAKTRRECIIALLRELERD NN T,

iz, AST{EMER U ALP IEEOFE B 22 KE D 300 mg/kg 5 FEDMEIC A DI,
FETIRRVWI b, BEEHCERBORVWELEBEZX LN, £, IVVT A
OFBREMED 300 mgkg HESBOBEIC, FEREMED 300 mgkg B SHEOMEIZH L
NER, WTFRLSHERERNOEH THor 2 L b ABENEHOEHEHENOE(L
EEZBNE, Bz, NIV EBTA FOEEREMED 300 mgkg B SBHEOHIZ, F
EREMED 300 mgkg BEHOMIZH SN, BEHBMKTHRBRECIREDLLAR
WELTH -T2,

7.8 B®BREEE
F%#& % Table 8-1~8-8 & U' Appendix 149~172 IZ7R L7z,
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1) REHRIETR

RAEDORIEE K 9-1 17T,

%01 BEEROLE (R5HMETHE)

3 HE i3
#E & (mg/kg) 12 60 300 12 60 300
i 6 6 6 6 6 6
HIREEIAE +5% +5% +1% -1% +5% +7%
JFF ik
BN ER N +21%  +48%** N N +51%**
EXEE N +15%*  +46%** N N +42%**
i
N EE N N +10% N N +16%*
AXER N N +10%* N N +8%
B
MNEE N N —20%* N N N
HYEE N N ~19%%* N N N

RPOEEIIH REETR I 28BFE (+: @, —: B)

N: BER2L

*: p<0.05, **: p<0.01 (HBHLOMBTEZH V)

gy

B

12 mg/kg B E-REDOMEMER (Y 60 mg/kg TG FEOHETIX. WTHOREEE TH X RE
L DORIZEIRH NPT,

BRERUCHEMEEOEMEN 60 mgkg BEBEOR &
300 mg/kg TG HEDOMEREIZ A H v, 60 mg/kg HEHD

X ERZROCTREIFFILRERELA DRI

fExt R ORI ER O BMED 300 mg/kg #5-FEOMHIZ
Hbh, HOMEMERERVMEOHENE R CTIIMEEN
REEELA LN,

Mozt R UM EEOFE R IKMEL 300 mgkg BRE5HD

A BT,
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2) EEHEK TR
FRAE DIFEE R 92 ITR L7z,
F9-2 REEEOLRE (BEHRETHE)

% HE i3
# 58 (mg/kg) 300 300
L ZE: 6 6
HIR A E ~15% +6%
b
WM EE N N
HNER +17%** N
Iy,
HExERE N +13%*
HYEE N N
Frig
JEREER —14%* +29%%*
HEE N +22%%*
I
B ERE N N
HYEE +18%%** N
BE
HBXEER N /-
tHM EE +19%** /
R k&
HHER N /
HXEE +17%* /
RP OB BRI TI28EE +:8m, - B
N: EE72L
/YR

*: p<0.05, **: p<0.01 (HBHELOMICEEZED)

R : X R OHEMNEEORERBED 300 mgkg REFHO
i ISR W

iz, FFROEIBEEOFE KM, M. B, BEIKE LEOHEGEROH
B2BEED 300 mg/kg HEHOMIZ, LIBOEMNEEOFE2EMED 300 mg/kg X5
HOMIZA LN, A XIIHENEROAOEBLTHY | HETREE(TiTLn

277,

7.9 ElB®AmR
FAR % Table 9-1, 9-2 & U Appendix 173~244 IZ7R L7z,
1) REHMKTE
Jiby 4 : KEUEA 60 mg/kg B 5-EEDOHE 1/6 F. 300 mg/kg &5
BEDEE 5/6 Bl L MERFIIZ A BRI,

iz, BREB O RAEN T REEOHE 1/6 6 & 300 mg/kg B 5-BEDMHE 1/6 Hliz, FRO
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AL (FEHE) 25 12 mg/kg T 5-8F 1/6 filic, FRBRO/ N (A RIE) 25 60 mg/kg
BEEBOMH 1/6 Flic, BIROBEIED 60 mg/kg HEFHOME 1/6 BlicHOLNTZB, WTH
HbHARCEELEELTERL ., BREOEEE L LN,

2) [EIEHIREETR

HEENTNOEMICI L EF XA DR 1o T,

710 FREASZRE
HX#& % Table 10-1~10-4 & O} Appendix 173~244 [Z7R Lz,
1) HEHMEKTE

AR DBIEE R 10-1 IR T,

# 10-1.7BEASERETOLE (RSHUMETHE)

# HE i3
B EE (mg/ke) 0 12 60 300 0 12 60 300
ik ' 6 6 6 6 6 6 6 6
T
FFHARAR X 0 0 0 6 0 0 0 5
B 0 0 0 4 0 0 0 5
BE 0 0 0 2 0 0 0 0
Jil:k=gol-2 ) 0l W N 0 0 0 3 0 0 0 2
B 0 0 0 3 0 0 0 1
BE 0 0 0 0 0 0 0 1
NEEDBERVERT IR 6 6 5 2 6 6 6 5
B 3 1 3 2 1 3 2 4
BE 3 5 2 0 5 3 4 1
e
A& 0 0 0 1 0 — - 0
B 0 0 0 1 0 - 0
KEEE (BhE)
BBl g o ¥R 1 0 1 4 2 - - 2
B 1 0 1 4 2 - — 2
#=HOEMEITHBAFKE TR,
—REET

HRYWERGIZL D LEZONDIE(LHFR. BBEOKREE (B THRHLH
77

JiFfik : HFBLE N OF BN TR MR & T smL .,
FFRIRR D KA b 2 58 6D 2 BV TR BE 72 Tl A AR K 2%
300 mg/kg T GREDOHERF & HE 5 FlicH BT, £z,
BHOUTBRE 2 BE LRAIRIEXRDS 300 mg/kg & 57
DFE 3 B L i 2 Flic, /DIEDBRMEFRIRZE R OWE
2% 300 mg/kg B S-BEOMEREIZ A BTz,

ik : B BEsN S 2Y 300 mg/kg WG EHDOHE 1 FliZH b
7o
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B B BAIRE ORI 300 me/kg & 5-BEDREIC A
bl

72%. Table B U* Appendix 2R L 7= % OMOFT RiX % O HBR GRS 5V IiTHEER
FRERP OV TR O BREDOEL &M L,

2) [EE AR T

AR ORFEE K 10-2 1277,
® 102 FEARFRBEORE (REHMMETH)

L i3 i3
5 & (mg/kg) 0 300 0 300
CaLzps 6 6 6 6
Fig
AR bR MR B K 0 1 0 0
B 0 1 0 0
INEET A AT MR 2 6 6 6 6
B 0 6 6 6
BE 6 0 0 0
FH OREIIHEHIKE R,

HHRYEREIZL D EZ DN IELBFE AN,
iy : B IR - R AE R 2S 300 mg/kg B-S-REDHE 1 41
W /NEEIDGMERTHRZE R L DWFH S 300 mg/kg K5
BOHIZA LN,

2%, Table & T Appendix {27 L 7= & OAMDRT RIZZ O HBERIR H 5 W id R EAERK
FRERDP DN Th b EREOE(L L HET L,
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B-6607
8. HE

N—TFLV—N—Zua b ) AN—2—FtlA D 28 BEIRERORESHHAR
% 6 E#ER D Sprague-Dawley 5k SPF 7 v | [Crl:CD(SD), 1 #MEREE 6 XX 12[T) %
HAOWTEmKLE, RERIZO0 (a— : B | 12, 60 2300 mg/kg/H & L.
BY VT H#RAWC1IE 1 EESRAEE L, £, WBEEL 300 mg/kg & 580—
WofEdE (1 BHES 6 D) oW TSR T % 2 BROKREHRZR T, &=
HE O W& RE L,

BEHERCEENEZECTCRCEBTIIA LN T, BERE. BHRUVEXKES
ETIIHRYEREOREBIIRD b ol

—fRREETIL, FREEAS 300 mg/kg S BEOHE TIIHRE 19 BUBICE R Sh, TR
#E5 20 Hic 1 flicHbie, sSEMZ2—BRREBIZBWTS, RENKRE 2 BRI
300 mg/kg | EFDOHRICAH LN, RERBFERE TR, PREERCRHEMRICEE
FHONT REBFIEITHATh> B R ERSICERT AR EZEZ DI,
B H B I R A ST, EEERRD b,

RE R OVERE & CTlX, 300 mg/ke REFHOHE TS 10 H UGN BEL L TE- T
2L, FEENELKE T, —F, HTREEEORMELME S AEORMEN
5 10 HURICH O, FEENELSELZRLEZ, XERMWEOT v AW
14 BFEIRERDEREEEAR (FHERR) 2BV THRMKIC. 1000 mg/kg BEHD
HETRAERVCKEENEDCRMER A LI, MTREELEILIZAONRI ST D
DEMEEOHENRHALNTEY, KRB CALNAEELERDERSCRERTIE
fbeEZ b, EHEHRICBVTH, 300 mgkg 5O CILEEOBMMERIX
HonlebOD, FE, BEHEERVEREREMEOKMENSA LI, BEHITHA LTI
Bhote, —F, HTREEHEZBC CEBEROBENSA LIS, FETIIMNE
BLE_NTHLLREIEZA BN T2,

RIEE T, 300 mgkg REFHOHETE YA CVBHAIRR YL Y ) —F UGk
BIOHBRGIBOEMB A Eh, BIRT S FROEICERTIEE B Z LN,
MEEFREIZBWTIMELE VAL ICELIIRBO NS, O TEMREEE X
BTz, F7z. 300 mg/kg F S BEORETIIE RG] O HERFIE OBEMMB 2 b 7203,
WEEBFERECBVWTRERCEFIROONT, T8 MICEET 5ELL
Zz bz, BE 2EBREERETRVWTNOERICLEAEIALN T, BREBETICH
bNTEELITIXEEERED b,

MEFERE T, FHYROERDAREEOEER OCEROEREOSEN 300 mgkg
BEFHOWHETH LN FERWBEDT v M2 AW 14 AMKERD TS ZHERR
(THEFBR) 22BN T, 1000 mg/kg B EFHOMHHETHL HREMAFRO SR TEY,
AR T, EHATHEDH DA 300 mg/kg HGHEOMEETEMBEMBTD ORI Z L
b, WRPEEREIZ LV RMIR~DEERH 722 LR TR I, HEABFRE
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B-6607

TiE. 300 mg/kg R E-FE DR CRIRORI E LK OKEREF#E O FREMRE OEM A
Hoi, BmMERICEE LB THE EHEIN, AERDE ILERENER

Liz o— "AA TV DBEET v P EAVWEREEIRORSERRIZBNT, ~EJ
EUBICE D EEZONIELR~OEERBEINTRBY Y | KRB TALLE
BEMbFBROBFEERFICIITMEELZ L O, EEHBKTRICEN TS,
300 mg/kg BERHOMHETEMEMNED SN, Bz 3EBOREEE X
LN AWRMERREOFHME., BIROBMAELD 5\ VT RBE SO BHMaKoEm
ERLLZE»H, BEBERICH D LHE Lz,

MEILERE Cid, ALTEMOBED 300 mg/kg EHOEIZA LN, FFEO
REEBRERE XA LR IFRREEEOE (LI of, £, BaL AT o—
RN VIEE DO EED 60 mg/kg BEFHOME L 300 mg/kg T EFHOMHREIZ, Bi-AB
B OBEHEN 300 mg/kg MEBEOMREIZ, 7T 2 L OBEED 300 mg/kg HEREOMIZ
A/G LLOF B R RMED 300 mg/kg JHEBHOBIZH L, T DOEITERBOFEE
BERE THAONIFROFMIEIEXICEET 2B HEINTZ, BEHME TR
IZHE, 300 mg/kg BEBHOMEIZBITIRIZAAEROT VT IV OREEEERE, LR

DOEMITN T LW UIHE L, BEEIRD BT,

BEHEETIR., BREEOSMED 300 mgkg B E5BHOMEIZ, BIFEEDEME
300 mg/kg BEBHOBIZH DN, FEABRERE CREFEIFEOONEP T,
EEMMR TRICIZIZN O OEIZZ LT, BEEIRBD LT,

FREERETIE. EREORBRUOXEREOMIZ, FRBRICERYERSICERT S L
ZEZONAEBRD BN, FFRERIEAD 300 mg/kg BEHOMBICA DR, &
ZACITIZBA O R EEFTRPR O LY, MRENOFEEMER OSFBREREES & b
WHEMLTRY . FFHIRICRIT B0 5 OBREN TLE 2 B Bd 5 28k T b 5 "REM N
HEINT, Fo, FBREEOHEMEOCAIBEMICA LA REIX, EROAKFER
BloeRBLEEEBZ N, F-, BE LHRIER 300 mgkg #5801
HiHDI, BILOMWERTIIER L EEMRE & SICENCEE L Mas s
%én‘#o\wn?ﬁﬁmﬁﬁ%$6nt_am6\&&%E@@ﬁt&ﬂmmw

EMNEAR RN, BEMMETRICE, FFREXIES bicEE L, BEE
&m O BT, RE ERMEEKRIE. 300 mgkg RSO 1 5l CEBREILR S
bhi-DHTHY, EEERMBFERD LT,

iz, IR/ NEDZEMEFFHAZEIRIEORITI 300 mg/kg BEFOMHETH LRI
D, NEDBEFRERCITEET ORI AN 2 EAENICHRT AL TH
H5ZE0D, BEZNICEEOBRVWELTHS LEZ b, B, BEIEHHEETR
i, 300 mg/kg BE-BEOME ClI/NEDBEF R ZERAOBHRIIREESIRO biL
7o, BETHAOLREEEIIRD b7,

PEDOHER, N—=FL—N—2Zuab/)AN—2— A DU DRRBREETIZE
TAEEEERIT, BT 12mgkg/H, HTIX 60 mgke/ B EHEEINE, BB, BE
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B-6607
HIR T, BOBEDKE, WEERFREITRT 2RO/ EDZIEFHaZERL

ORE, MEOMBLEREILRT ZREAREROT AT IV OBMEERE, &5
FPIC A O BRI AR IIEE L, BEESRD b, '
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1)

2)

3)
4)
5)
6)

7)
8)

X

HPLC Z V2 N-EF/V-N-7 11 b J A Jv-2- F v A ¥ DRI TR
BREHENY T =2 a VROREERER (B 2—2l) (BRRHR VY
Y—F o F—, RABRES : A-2190, 2009 F)

N-ZFJ-N-Z7a b ) AN2- b AP DTy eV 14 BEARE
A&k GEERR (TR (HERASHER VI —F & — BREF
C-B465, 2009 %)

Snedecor GW, Cochran WG. Statistical methods.8th ed. Ames: Iowa State University
Press; 1989,

Dunnett CW. A multiple comparison procedure for comparing several treatments with a
control.] Am Stat Assoc 1955; 50:1096-121.

Dunnett CW. New tables for multiple comparisons with a control. Biometrics 1964;
20:482-91.

EARE (1977) : SEA0FHE —5HE & SR — 1 B RFR RS, BT

FEAREIRE (1981) : SEEHEFAM — Bl & M — 11 R KR RS, B

{LFEWE DN Y X 7 FHEE, No, 202, o- hvA T2 (2008) | MILITEIEN B
SR s TE % N IR NI (e o/ = X 5 7
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Fig.1 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine in rats
with a recovery period of 2 weeks

Motor activity (Week 4 of administration period)
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Fig.2 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine in rats
with a recovery period of 2 weeks

Motor activity (Week 4 of administration period)
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Fig.3 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine in rats
with a recovery period of 2 weeks

Motor activity (Week 2 of recovery period)
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Fig.4 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine in rats
with a recovery period of 2 weeks

Motor activity (Week 2 of recovery period)
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Fig.b A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine in rats

with a recovery period of 2 weeks
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Fig.6 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine in rats
with a recovery period of 2 weeks '
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B-6607

- Table 1-1 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine in rats
with a recovery period of 2 weeks

Clinical signs (Administration period)

Day of administration

Sex Dose Findings
ng/kg 1 2 3 4 5 6 7 8 g 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
60 No. ,of animals 6 [¢] (3] [ 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 . 6 6 6 5 6 6 6 6 6 6 6
300 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
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 8 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 8 6 6 6 6 6 6 6
No abnormality 6 6 8 6 6 6 6 6 6 6 6 6 6 6
300 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 i2 12 12 12 12




B-6607

Table 1-2 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine in rats
with a recovery period of 2 weeks

Clinical signs (Administration period)

Day of administration

Sex Dose Findings
ng/kg 15 16 17 18 19 20 21 22 23 24 25 26 27 28
0  No. of animals ' 12 12 12 12 12 12z 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 8 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 8 8 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 6 6 6 (<] 6 6 [ 6 6 6 6 6 6 6
300 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 9 9 10 9 10 11 11 11 11 1%
Sallvation 0 0 0 0 3 3 2 3 2 1 1 1 1 1
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 6
No abnormality 6 6 6 6 [ 6 6 6 6 6 6 6 6 6
60 No. of animals 8 6 6 [ 6 6 ] 6 6 6 6 6 [ 6
No abnormality 6 6 6 6 8 6 [ 6 6 6 6 [ 6 6
300 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 11 12 12 12 12 12 12 12 12
Salivation 0 0 0 0 0 1 0 0 0 0 0 (4] 0 0




B-6607

Table 1-3 A 28-day oral toxiecity study of N-Ethyl-N-crotonoyl-2-toluidine 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 [$] 8 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
No abnormality 8 6 6 6 6 8 6 6 6 8 8 8 8 6
Female 0 No. of animals 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
300 No. of animals 6 6 6 6 6 6 6 6 6 (5} 6 ) 6 6
No abnormality 6 8 6 6 6 6 6 6 6 6 6 [ 6 6




B-6607

Table 2-1 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine 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 60 300
Parameter No. of animals 12 6 6 12 12 6 6 12
Posture
Normal 12 6 6 12 12 6 6 12
Convulsion
None 12 6 6 12 12 6 6 12
Abnormal behavior
None 12 6 6 12 12 6 6 12
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Table 2-2 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine 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 80 300 0 12 60 300
Parameter No. of animals 12 6 6 12 12 6 6 12
Posture
Normal 12 6 6 12 12 6 ] 12
Convulsion
None 12 [ 6 12 12 6 8 12
Abnormal behavior
None 12 6 6 12 12 6 6 12
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Table 2-3 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine 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 &0 300
Parameter No. of animals 12 6 8 12 12 8 6 12
Posture
Normal 12 6 6 12 12 8 6 12
Convulsion
None 12 6 6 12 12 6 6 12
Abnormal behavior
None 12 6 [ 12 12 6 6 12
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Table 2-4 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine 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 6 12 12 6 6 12
Posture
Normal 12 6 6 12 12 6 6 12
Convulsion
None 12 6 6 12 12 6 8 12
Abnormal behavior
None 12 6 6 12 12 6 6 12




B-6607

Table 2-5 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine in rats
with a recovery period of 2 weeks
Detailed clinical-signs : home cage observation (Week 1 of recovery period)
Sex Male Female
Dose (mg/kg) 300 0 300
Parameter No. of animals 6 6 6
Posture
Normal 6 6 6
Convulsion
None 6 6 6
Abnormal behavior
None 6 6 6




Table 2-6

B-6607

A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine in rats
with a recovery period of 2 weeks
Detailed clinical signs : home cage observation (Week 2 of recovery period)
Sex Male Female
Dose (mg/keg) 300 0 300
Parameter No. of animals 6 6 6
Posture
Normal 6 [§] 6
Convulsion
None 6 6 6
Abnormal behavior
None (§] 6 6
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Table 2-7 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine in rats
with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand 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 [ 12
Ease of removal from cage

Easy 12 6 ] 12 12 6 6 12
Fur condition

Normal 12 6 6 12 12 6 [¢] 12
Skin

Normal . 12 6 [ 12 12 6 6 12
Secretions~Eye, Nose

Absent 12 6 6 12 12 6 6 12
Exophthalmos ' :

Absent 12 6 6 12 12 6 6 12
Palpebral closure

Normal 12 6 6 12 12 6 6 12
Mucosal membranes

Normal 12 6 6 12 12 6 6 12
Lacrimation

Normal 12 6 6 12 12 6 6 12
Piloerection

Absent 12 6 6 12 12 6 6 12
Pupil size

Normal 12 6 6 12 12 6 6 12
Salivation

None 12 6 6 12 12 6 6 12
Abnormal respiration

Absent ° 12 [ 6 12 12 6 6 12
Vocalization

Ngne * 12 S S 11 12 8 (3} 11

Soft 0 1 1 1 0 0 [4] 1

Reactivity .to handlin
Easy e & 12 6 6 12 12 6 6 12
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Table 2-8 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine 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 80 300

Parameter No. of animals 12 6 1 12 . 12 [¢] 6 12
Ease of removal from cage

Easy 12 6 8 12 12 8 6 12
Fur condition

Normal 12 6 6 12 12 6 6 12
Skin

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

Absent 12 6 6 12 12 6 6 12
Exophthalmos

Absent 12 6 6 12 12 6 6 12
Palpebral closure

Normal 12 6 6 12 12 6 6 12
Mucosal membranes

Normal 12 6 6 12 12 6 6 12
Lacrimation

Normal 12 6 6 12 12 6 6 12
Piloerection

Absent 12 6 6 12 12 8 6 12
Pupil size

Normal 12 6 6 12 12 6 6 12
Salivation

None 12 6 6 12 12 6 6 11

Slight 0 0 0 [4] _ 0 . 0 0 1
Abnormal respiration

Absent 12 6 6 12 12 6 6 12
Vocalization

None 12 6 6 11 12 8 4] 10

Soft 0 0 0 1 0 0 Q 2

Reactivity to handlin
Easy 7 g 12 6 ] 12 12 6 6 12
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Table 2-9 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine 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 0 12 60 300

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

Easy 12 6 6 i2 12 8 6 12
Fur condition

Normal 12 6 6 12 12 6 6 12
Skin

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

Absent 12 6 6 12 12 6 6 12
Exophthalmos .

Absent 12 6 [} 12 12 6 8 12
Palpebral closure

Normal 12 6 6 12 12 6 6 12
Mucosal membranes

Normal 12 6 6 .12 12 6 6 12
Lacrimation

Normal 12 6 6 12 12 6 6 12
Piloerection

Absent 12 6 6 12 12 8 6 12
Pupil size

Normal 12 6 6 : 12 12 6 6 12
Salivation

None 12 6 6 8 12 6 8 10

Slight 0 g 0 4 0 0 0 1

Moderate 0 0 0 0 0 0 0
Abnormal respiration

Absent P 12 6 6 12 12 6 6 12
v zatio

Ofone-rion , 12 6 6 12 12 6 6 12

Reactivity to handlin
Egs; v & 12 6 6 12 12 6 6 12
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Table 2-10 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine 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 12
Ease of removal from cage

Easy 12 6 6 12 12 ] 6 12
Fur condition

Normal 12 6 6 12 12 6 6 12
Skin

Normal 12 6. 6 12 12 6 6 12
Secretions~Eye, Nose

Absent 12 [i] 6 12 12 6 6 12
Exophthalmos

Absent 12 8 6 12 12 6 6 12
Palpebral closure

Normal 12 6 6 12 12 6 6 12
Mucosal membranes

Normal 12 6 6 12 12 6 6 12
Lacrimation

Normal 12 [¢] 6 12 12 6 6 12
Piloerection

Absent 12 6 6 12 12 6 6 12
Pupil size

Normal 12 6 6 12 12 3] 3] 12
Salivation

None 12 6 3] 9 12 6 6 9

Slight 0 0 0 3 0 0 0 2

Moderate 0 0 0 0 0 0 o] 1
Abnormal respiration

Absent 12 6 8 12 12 6 6 12
Vocallzation

None 12 6 : 6 12 12 3] 6 12

Reactivity to handlin
Easy v . & 12 6 6 12 12 6 6 12
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Table 2-11 A 28-~day oral toxicity study of N—Ethyl—N—crdtonoyl-z-toluidine 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 6 6 6 6

Ease of removal from cage

Easy [} 6 8 5]
Fur condition

Normal 6 6 6 8
Skin

Normal 6 6 6 6
Secretions-Eye, Nose

Absent 6 6 6 6
Exophthalmos

Absent 6 6 6 6
Palpebral closure

Normal 6 6 6 6
Mucosal membranes

Normal 6 6 ] 6
Lacrimation

Normal 6 6 6 6
Piloerection :

Absent 6 6 6 6
Pupll size

Normal 6 6 6 6
Salivation ) :

None 6 6 6 6
Abnormal respiration

Absent 6 6 6 )
Vocalization

None 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 N-Ethyl-N-crotonoyl-2-toluidine in rats
with a recovery period of 2 weeks

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

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

Ease of removal from cage

Easy [ [¢] 6 6
Fur condition

Normal [ 6 6 8
Skin

Normal 6 6 6 6
Secretions-Eye, Nose

Absent 6 8 [ 6
Exophthalmos

Absent 6 6 8 6
Palpebral closure

Normal 6 6 6 6
Mucosal membranes

Normal 6 6 6 6
Lacrimation

Normal 6 6 6 6
Piloerection

Absent [ 6 6 6
Pupil size

Normal 6 6 6 6
Salivation

None 3 6 6 6
Abnormal respiration

Absent 6 6 6 6
Vocalization

None 6 6 8 6

Reactivity to handling
Easy 6 6 6 6
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Table 2-13 A 28-day oral toxicity study of N~Ethyl-N-crotonoyl-2-toluidine 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) 0 12 60 300 0 12 60 300

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

Normal 12 8 6 12 12 6 6 12
Convulsion

None 12 6 6 12 12 [ 6 12
Abnormal behavior

None 12 6 6 12 12 6 6 12
Stereotypy

None 12 6 6 12 12 6 6 12
Gait

Normal 12 6 6 12 12 6 6 12
Posture

Normal 12 6 6 12 12 6 6 12
Grooming

None 12 6 6 12 12 6 6 12
Rearing count (Mean+S.D.) 6+ 3 4+ 1 5+ .2 5+ 2 6+ T+ 2 6+ 2 6+ 2
Defecation count (Mean:S.D.) 0+ 0+ 1 1+ 1 0+ 0+ 0 0+ 0 0+ O 0+ 0
Urination

None 11 6 3 10 12 5 6 12

Small amount 1 0 3 2 0 1 0 0

No significant difference in any treated groups from control group.
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Table 2-14 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine in rats
with a recovery period of 2 weeks
Detailed clinical signs open field 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 12
Arousal

Normal 12 [¢] 6 12 12 6 6 12
Convulsion

None 12 6 6 12 12 6 6 12
Abnormal behavior

None 12 6 6 12 12 6 6 12
Stereotypy

None 12 6 6 12 12 6 6 12
Gait

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

Normal 12 5 5 11 12 6 6 12
Posture

Normal 12 6 6 12 12 6 6 12
Grooming

None 12 6 6 12 i2 6 6 12
Rearing count (Mean+S.D.) 4+ 4+ 2 3+ 3 4+ 2 T+ 2 7+ 3 6+ 3 9+ 3
Defecation count (Mean+S.D.) 0+ 1+ 1 0+ 0 0+ 1 0x 0+ 0+ 0O 0+ 0
Urination

None 9 5 3 9 10 6 6 12

Small amount 3 1 2 3 2 0 0 0

Moderate amount 0 0 1 0 0 0 0 0

No significant difference in any treated groups from control group.



Table 2-15
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A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine in rats
with a recovery period of 2 weeks
Detailed clinical signs : open field 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 12 12 6 6 12
Arousal
Normal 12 6 6 12 12 6 6 12
Convulsion
None 12 6 6 12 12 6 6 12
Abnormal behavior
None 12 6 6 12 12 6 6 12
Stereotypy
None 12 6 6 12 12 6 [ 12
Gait
No/minimal location 0 0 1 0 0 0 0 0
Normal 12 6 5 12 12 6 6 12
Posture
Normal 12 6 6 12 12 6 [¢] 12
Grooming .
None 12 6 6 12 12 [} [ 12
Rearing count (Mean+S.D.) 4+ 3 4+ 2 3+ 2 4+ g+ 2 7+ 3 8+ g+ 3
Defecation count (Mean+S.D.) 0+ 1 0+ O 1+ 2 0+ 0+ 0+ 0 0+ 0+ 0
Urination
None i2 6 4 10 12 [:] 6 12
Small amount 0 ¢ 2 2 0 0 0 0

No significant difference in any treated groups from control group.



Table 2-16 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine in rats
with a recovery period of 2 weeks

Detailed clinical signs

: open fileld observation (Week 4 of administration period)

B-6607

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 12
Arousal

Normal 12 6 [ 12 12 6 6 12
Convulsion :

None i2 6 6 12 12 6 6 12
Abnormal behavior

None 12 6 6 12 12 [¢] 6 12
Stereotypy

None 12 6 6 12 12 6 6 12
Gait

No/minimal location (4] 0 1 1 0 0 0 o]

Normal 12 6 5 il 12 6 6 12
Posture

Normal 12 6 6 12 12 6 <] 12
Grooming

None 12 6 6 12 12 6 ] 12
Rearing count (Mean+S5.D.) 5+ 2 5+ 3+ 3 5+ 8+ 10+ 2 8+ 1 9+ 2
Defecation count (Mean+S.D.) 0+ 0 1+ 1+ 1 0+ 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 9 6 5 9 11 6 6 12

Small amount 3 4] 1 3 1 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 N—Ethyl—N—crotonoyl—z—toluidineAin 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 8 4]
Arousal

Normal 6 "6 6 6
Convulsion

None 6 6 6 6 .
Abnormal behavior

None 6 6 6 6
Stereotypy

None 6 6 ] 6
Gait

No/minimal location 1 1 0 0

Normal 5 5 6 4]
Posture

Normal 6 6 [¢] 8
Grooming

None 6 6 6 6
Rearing count (Mean+S.D.) 3+ 2 5+ 3 12+ 3 11+ 3
Defecation count (Mean+S.D.) - 0+ 1 1+ 1 0+ 0 0+ 0O
Urination

None [ 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 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine 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 6 6
Abneormal behavior

None 6 [ 6 6
Stereotypy

None 6 6 6 6
Gait

No/minimal location 0 1 0 0

Normal 6 5 [ 6
Posture

Normal 6 6 6 6
Grooming

None 6 6 6 6
Rearing count (Mean+S.D.) 5+ 2 6+ 3 g9+ 3 9+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 6 6 6 6

No significant difference between treated group and control group.



Table 2-19 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine in rats
with a recovery period of 2 weeks

Manipulative test (Week 4 of administration period)

B-6607

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 12
Auditory response
Normal 12 6 6 12 12 8 8 12
Approach response
Normal 12 6 6 12 12 6 8 12
Touch response
Normal 12 6 6 12 12 <] 6 12
Tail pinch response
Normal 12 6 [ 12 12 6 6 12
Pupillary reflex
Pass, both : 12 6 6 12 12 6 6 12
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+
63+13

Landing foot splay (mm: Mean+S.D.) 69+17 85+12 82+13 76+13 59+11 60+17 54+12

No significant difference in any treated groups from control group.
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Table 2-20 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine in rats
with a recovery period of 2 weeks

Manipulative test (Week 2 of recovery period)

Sex Male Female
Dose (mg/kg) 0 300 0 300
Parameter No. of animals 6 8 6 6
Auditory response
Normal 6 [ 6 6
Approach response
Normal 6 6 6 6
Touch response
Normal 6 6 6 6
Tail pinch response
Normal 6 6 6 6
Pupillary reflex
Pass, both 6 6 6 6
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ O 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 69+10 80+19 57+ 8 56+12

No significant difference between treated group and control group.
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Table 2-21 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine in rats
- with a recovery period of 2 weeks

Grip strength (Week 4 of administration period)

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

0 No. 12 12

Mean 1200 784

S.D. 127 123

Male 12 No. 6 6
Mean 1241 753

S.D, 162 84

80 No. 6 6

Mean 1180 757

S.D. 177 78

300 No. 12 12

Mean 1146 778

S.D. 144 140

0 No. 12 . 12

Mean 977 630

S.D. ' 95 116

Female 12 No. 6 6
Mean 956 670

S.D. 62 78

60 No. 6 6

Mean 941 719

S.D. 92 74

300 No. 12 12

Mean 955 648

S.D. 134 91

No significant difference in any treated groups from control group.
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Table 2-22 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine in rats
with a recovery period of 2 weeks
Grip strength (Week 2 of recovery period)
Sex Dose Fore 1limb Hind 1imb
ng/ke g g
Male 0 No. 3] 6
Mean 1497 891
S.D. 164 143
300 No. 6 6
Mean 1499 773
S.D. 165 73
Female 0 No. 6 [
Mean 1259 671
S.D. 116 146
300 No. 6 8
Mean 1228 668
S.D. 138 117

No significant difference between treated group and control group.
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Table 2-23 ’ A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine 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 12

Mean 430 368 333 320 329 256 2036

S.D. 33 80 68 115 95 118 378

Male 12 No. 6 6 6 6 6 6 6

Mean 436 404 374 356 316 311 2196

S.D. 16 25 37 38 82 59 87

60 No. 6 8 6 6 6 6 6

Mean 404 361 339 354 292 268 2018

S.D. 48 69 73 49 92 102 300

300 No. 12 12 12 12 12 12 12

Mean 445 399 366 356 312 273 2151

S.D. 25 41 34 48 100 104 227

0 No. 12 12 12 12 12 12 12

Mean 403 362 322 300 248 270 1906

S.D. 50 76 65 75 138 92 394

Female 12 No. 6 6 6 6 6 6 6

Mean 425 336 300 269 255 294 1879

S.D. 23 44 96 85 70 115 320

60 No. 6 [ [ 6 [ 3] 6

Mean 412 359 332 331 287 267 1988

S.D. 24 64 - 86 111 118 112 445

300 No. 12 12 12 12 12 12 12

Mean 393 340 306 302 285 259 1884

S.D. 38 64 43 54 82 101 294

Unit : Count
No significant difference in any treated groups from control group.
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Table 2-24 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine in rats
with a recovery period of 2 weeks

Motor activity (Week 2 of recovery period)

Interval (minutes)

Sex Dose
ng/kg 0-10  10-20  20-30  30-40  40-50  50-60 Total(0-60)
Male 0 No. 6 8 8 6 6 8 6
Mean 401 377 345 271 235 226 1855
S.D. 33 26 35 98 113 118 287
300 No. 6 6 6 6 6 6 8
Mean 388 343+ 300 316 299 288 1934
S.D. 35 23T 58 55 54 73 233
Female 0 No. 6 6 6 6 8 [ 6
Mean 299 290 240 171 280 203 1483
S.D. 43 63 116 79 101 94 280
300 No. 6 8 6 6 6 6 6
Mean 306 315 280 258+ 241 215 1615
S.D. 63 36 92 38T 37 56 216

Unit : Count
+ : p<0.05 (Significant difference from control group)
T : Student's t-test
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Table 3-1 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine in rats
with a recovery period of 2 weeks
Body weight (Administration period)
Day of administration
Sex Dose Gain
mg/kg 1 4 7 10 14 17 21 24 28 1-28
0 No. 12 12 12 12 12 12 12 12 12 12
Mean 225 255 284 312 346 367 397 418 435 210
S.D. 9 12 14 19 22 25 31 37 43 37
Male 12 No. 6 6 6 (3] 6 6 6 6 6
Mean 224 255 284 312 346 366 397 417 433 209
S.D. 8 11 16 21 26 29 36 36 40 34
60 No. 6 6 [¢] 8 6 6 6 6 6 6
Mean 226 255 284 313 348 368 398 419 434 208
S.D. 8 10 12 13 17 17 22 24 23 23
300 No. 12 12 12 12 12 12 12 12 12 12
Mean 225 253 282 306 338 353 379 397 410 185
S.D. 8 13 17 21 28 31 37 39 44 38
0 No. 12 12 12 12 12 12 12 12 12 12
Mean 163 172 182 188 199 207 215 221 226 63
S.D. T 12 11 12 13 15 17 18 21 18
Female 12 No. 6 6 6 6 6 6 (3] 6 6 6
Mean 160 169 177 182 195 204 211 219 229 69
S.D. 7 8 7 8 8 15 16 11 18 11
60 No. 6 6 6 6 6 6 6 6 6 6
Mean 164 171 185 i92 204 214 226 229 237 73
S.D. 5 7 8 10 14 15 18 15 15 15
300 No. 12 12 12 12 12 12 12 12 12 12
Mean 165 177 188 200+ 212« 220 229 236% 245» 80+
S.D. 9 9 12 12D 14D 12 13 13D 13D 14D
Unit : g

« : p<0.05 (Significant

D : Dunnett's test

difference from control group)
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Table 3-2 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine in rats
with a recovery period of 2 weeks

Body weight (Recovery period)

Day of recovery

Sex Dose Gain
mg/kg 1 4 T . 10 14 1-14

Male 0 No. 6 6 6 6 6 6
Mean 462 480 495 511 528 66

S.D. 31 34 34 35 37 10

300 No. 6 6 6 6 6 3]

Mean 403+ 412+ 423 %% 436%+ 450%» 47
S.D. 38T 40T 39T 42T 43T 10T

Female 0 No. 6 6 6 6 6 6
Mean 230 230 238 243 245 16

S.D. 20 22 22 20 19 5

300 No. 6 [{] 6 6 6 6

Mean 244 246 252 . 257 259 15

S.D. 14 16 14 14 16 4

Unit : g

* . p<0.05 ; #« : 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 N-Ethy1~N-crotonoyl—2—toluidine in rats
with a recovery period of 2 weeks

Food consumption (Administration period)

Day of administration

Sex Dose
mg/kg 1 T 14 21 28
0 No. 12 12 12 12 12
Mean 24 25 26 26 25
S.D. 2 2 3 3 3
Male 12 No. 6 6 6 6 6
Mean 23 24 26 26 25
S.D. 3 3 4 4 4
60 No. 6 6 6 6 6
Mean 24 25 26 26 25
S.D. 2 2 2 2 2
300 No. 12 12 12 12 12
Mean 23 25 26 27 26
S.D. 1 2 3 3 3
0 No. 12 12 12 12 12
Mean 16 15 15 15 15
S.D. 2 1 2 2 2
Female 12 No. 6 6 6 6 6
Mean 16 15 15 15 16
S.D. 2 1 1 2 1
60 No. 6 6 6 6 6
Mean 17 16 15 16 16
S.D. 1 1 2 2 2
300 No. 12 12 12 12 12
Mean 17 17%= 172% 17#= 18%w
S.D. 3 1D 2D 1D 1D

Unit : g/rat/day
#» : p<0.01 (Significant difference from control group)
D : Dunnett's test



Table 4-2

A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine in rats
with a recovery period of 2 weeks

Food consumption (Recovery period)

B-6607

Sex Dose

Day of recovery

mg/kg 7 14
Male 0 No. 6
Mean 30 31
S.D. 2 2
300 No. 6
Mean 27 28
S.D. 2T
Female 0 No. 6 6
Mean 18 17
S.D. 2 1
300 No. 6 6
Mean 20+« 19
S.D. 1T 1T

Unit : g/rat/day

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

T : Student's t-test
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Table 5-1 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine in rats

with a recovery pericd of 2 weeks

Urinalysis (Week 4 of administration period)

1) 2) 3)
pH Protein Ketone body Glucose
Sex Dose No.
mg/Kg 5.0 5.56.06.57.07.58.08.59.0 - = 4 4+ At - 4= A A Ahdd S de d k4 P A
0 12 0 0 0 0 1 0 0 4 7 0 5 5 2 0 0 3 5 4 0 0 0 12 0 0 0 O 0
Male 12 6 0 0 0 0 0 0 0 2 4 0 3 3 0 O 0 i 3 2 0 0 0 6 0 0 O O 0
60 6 0 0 0 0 0 1 1 2 2 1 0 4 1 0 0 1 0 5 0 O 0 6 0 0 0 O 0
300 12 0 V] 0 1 5 2 1 2 1 0 2 7 3 O (V] 1 2 9 0 0 0 12 0 0 0 O (o]
0 12 0 0 1 7 1 3 0 0 0 4 2 3 3 0O 0 4 3 4 1 0 0 i2 0 0 0 O 0
Female 12 6 0 0 0 1 2 2 1 0 0 2 2 2 0 9 0 4 1 1 0 0 0 6 0 0 0 O Q
60 6 0 0 0 0 1 0 1 3 1 i 4 1 ¢ O 0 4 2 0 0 O o 6 0 0 0 ¢ 0
300 12 0 0 1 5 2 0 0 3 1 2 0 ¢ 1 0 0 5 4 3 0 0 0 12 0 ¢ 0 O 0
1) ~ 1 <10 mg/dL +- : 10 - 25 mg/dL + ¢ 26 - 85 mg/dL ++ : 86 - 250 mg/dL +++ 1 251 - 600 mg/dL  ++++ : >600 mg/dL
2) - : <5 mg/dL +- 1 5 - 7.5 mg/dL + : 7.6 - 30 mg/dL ++ 1 31 - 70 mg/dL ++4 1 71 -~ 125 mg/dL ++++ : >125 mg/dL
3) - : <30 mg/dL +- 1 30 ~ 60 mg/dL + : 61 - 125 mg/dL ++ : 126 - 250 mg/dL +++ 1 251 - 750 mg/dL ++++ 1 >T750 mg/dL
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Table 5-2 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine 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.
ng/kg - 4= 4 ++ +++ - 4 44 4 A4 R T T LY Y DY
0 12 12 0 0 0 O 12 0 0 Ov 0 1T 0 1 0 0 012 0
Male 12 6 6 0 0 0 O 6 0 0 0 0 6 0 0 O 0 0 6 O
60 6 6 0 0 0 O 6 0 0 O 0 4 2 0 0 0 0 6 0
300 12 5 6 1 0 0 g 3 0 0 0 5 6 1 0 0 012 0
0 12 10 0 1 1 0 12 0 0 0 0 9 3 0 O 0 012 0
Female 12 8 6 0 0 0 O 6 0 0 0 0 5 1 0 0 0 0 8 O
60 6 6 0 0 0 0 6 0 0 0 0 5 1 0 0 0 0 6 O
300 12 11 0 0 0 1 12 0 0 0 0 8 4 0 0 0 012 0
4) - 1 <0.03 mg/dL 4= : 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 + 1 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
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Table §-3 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine 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 - 4+t ~ = 4 4 e+ — de o At A - 4 4+ 444+ - -+ - 4 4 4 +4+ P PP,
0 12 12 0 0 0 0 12 0 0 0 0 012 0 0 O 12 0 ¢ © © 12 ¢ 0 g 3 0 0 O 12 0 0 0 0
Male 12 6 6 0 0 0 0 6 0 0 0 O 0 6 0 0 O 6 0 0 0 O 6 0 0 5 1 0 0 O 6 0 0 0 O
60 6 6 0 0 0 O 6 0 0 0 O 0 86 0 0 O 6 0 0 0 O 6 0 0 6 0 0 0 O 6 0 0 0 0
300 12 12 0 0 0 o© i2 0 0 0 O 012 0 0 O 12 0 0 0 O 12 ¢ © 12 0 0 0 O 12 ¢ 0 0 ¢
0 12 12 0 0 0 O 12 0 0 0 0 012 0 0 0 12 0 0 0 O 12 0 0 9 3 0 0 O 12 0 0 0 O
Female 12 6 6 0 0 0 O 6 0 0 0 O 0 6 0 0 O 6 0 0 0 O 6 0 0 4 2 0 0 O 6 0 0 0 O
80 6 6 0 0 0 O 6 0 0 ¢ ¢ 0 6 0 0 O 6 0 0 0 O 6 0 0 3 2 1 0 O 4 1 0 1 O
300 12 12 0 0 0 ¢ 10 2 0 O O 012 0 0 O 12 0 0 0 O 12 0 O 6 2 4 0 O 12 0 0 0 ©
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell 4+~ : Slight
PS : Phosphate Salts + : Mild
co : Calcium Oxalate ++ : Moderate

+++ : Severe
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Table 5-4 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine 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/ke mL/24h mL/24h mosm/kg
0 12 Mean 39 8.6 2056
S.D. 8 4.2 495
Male 12 6 Mean 41 9.6 1875
S.Db. 6 3.8 373
60 6 Mean 37 7.8 1964
S.D. 3 3.1 330
300 12 Mean 44 9.2 2127
-S.D. 10 3.9 503
0 12 Mean 29 3.8 2470
S.D. 9 2.5 805
Female 12 6 Mean 31 5.4 2294
S.D. [ 3.9 830
60 6 Mean 27 4.3 2615
S.D. 5 1.7 490
300 12 Mean 30 4.1 2567
S.D. 5 1.2 295

No significant difference in any treated groups from control group.
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Table 5-5 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine 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 6.06.57.07,58.08.59.0 R Y A Ry — 4= 4 4 At A4 “ = A4 ekt bt
Male 0 6 0 0 0 Q 0 0 [4] 2 4 1 2 3 0 0 0 2 2 2 0 0 0 6 0 0 0 O 0
300 6 0 0 4] 9] 0 0 1 2 3 0 4 1 1 O 0 2 2 2 0 Q0 0 6 0 0 0 O 0
Female 0 6 0 0 0 4 1 4] 0 0 1 2 4 0 0 O 0 2 2 2 0 0 ] 6 0 0 0 O 0
300 6 0 0 ¢} 2 0 0 0 3 1 3 1 2 0 0O 0 4 1 1 0 0 0 6 0 0 0 O 0
1) - 1 <10 mg/dL +~ 1 10 - 25 mg/dL + 1 26 - 85 mg/dL ++ : 86 - 250 mg/dL +++ : 251 - 600 mg/dL ++++ @ >600 mg/dL
2) ~ 1 <5 mg/dL +- 5 -~ 7.5 mg/dL + : 7.6 - 30 mg/dL ++ : 31 - 70 mg/dL +++ : 71 - 125 mg/dL ++++ 1 >125 mg/dL

3) ~ 1 <30 mg/dL +- : 30 - 60 mg/dL + ¢ 81 - 125 mg/dL ++ : 126 - 250 mg/dL +++ : 251 - 750 mg/dL ++4+4 1 >750 mg/dL
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Table 5-6 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine in rats
with a recovery period of 2 weeks
Urinalysis (Week 2 of recovery period)
4) 5) - 6) 7)
Occult blood Bilirubin Urobilinogen Color
Sex Dose No.
mng/kg T T e ) -+ 4 44 de 4 44 b+ 4444 LY Y DY
Male 0 (3] 86 0 0 0 O 6 0 0 O 0 6 0 o] 0 0 6 0
300 6 5 0 0 1 0 6 0 0 O 0 5 1 0 0 0 6 0
Female 0 6 5 1 0 0 0 6 0 0 O 0 6 0 0 0 0 6 0
300 6 4 2 0 0 O 68 0 0 O 0 6 0 0 0 0 8 0
4) - : <0.03 mg/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/dlL +++ 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL
7) LY : Light yellow Y : Yellow DY : Dark yellow



Table 5-7 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine in rats

with a recovery period of 2 weeks

Urinalysis (Week 2 of recovery period)

B-6607

URINE SEDIMENT

CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co
Sex Dose No.
mg/kg IR TR S O S - 4= 4 4 4d — = A et 44 - = 4 4 o 4 e das ke b A A4

Male 0 6 6 0 0 0 0 6 0 0 0 O 0O 6 0 0 O 6 0 0 0 O 0 2 1 0 O 0 0 0 O

300 6 6 0 0 0 © 6 0 0 0 O 0 6 0 0 O 6 0 0 0 O 0 3 0 0 ¢ 0 0 0 0
Female [§] 6 6 0 0 0 0@ 6 0 0 0 O 0O 6 0 0 O 6 0 0 0 ¢ 0 1 1 0 0 0 0 0 O

300 6 6 0 0 0 O 6 0 0 0 0O 0 6 0 0 O 6 0 0 0 ¢ 0 3 1 0 ¢ 0 0 0 O
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- ¢ Slight
PS : Phosphate Salts + : Mild
Co : Calcium Oxalate ++ : Moderate

+++ @ Severe
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Table 5-8 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine 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
ng/kg mL/24h  mL/24h mOsm/kg
Male 0 6 Mean 45 15.0 1958
S.D. 6 7.0 526
300 6 Mean 47 15.8 1787
S.D. 15 8.8 595
Female 0 6 Mean 33 4.8 2470
S.D. 7 1.6 751
300 6 Mean 30 7.4 2240
S.D. 5 3.7 483

No significant difference between treated group and control group.



Table 6-1 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine in rats
with a recovery period of 2 weeks

Hematology (After administration period)

B-6607

RBC HGB HCT MCV MCH MCHC Reticul. PLT PT APTT FiB
Sex Dose No.
mg/kg X104/ 1L, g/dL % fL PE g/dL %  X10*/uL s s mg/dL
0 6 Mean 820 15.2 45.3 55.2 18.5 33.6 2.8 123.2 14.3 21.7 297
S.D. 22 0.4 1.9 1.6 0.3 0.5 0.4 14.3 2.1 3.9 23
Male 12 6 Mean 821 15.1 45.4 55.4 18.4 33.2 2.5 122.3 14.5 22.0 295
S.D. 59 0.5 1.8 2.2 0.9 0.5 0.4 12.4 1.7 3.8 33
60 [¢] Mean 836 15.2 46.2 655.4 18.3 33.0 2.6 119.6 13.5 20.5 325
S.D. 486 0.4 1.7 2.0 0.6 0.4 0.5 9.6 1.3 1.6 44
300 6 Mean : 813 14.4 44 .6 54.9 17.7 32.3%» 3.2+ 127.8 15.5 25.5 384%+
S.D. 32 0.8 2,5 1.4 0.4 0.4D 0.6D 8.9 1.9 2.3 46D
0 6 Mean 826 15.3 44 .2 53.5 18.6 34.7 1.7 131.9 11.8 i6.9 244
S.D. 34 0.9 2.1 1.0 0.5 0.4 0.4 14.5 0.4 0.9 40
Female 12 6 Mean 823 15.3 44.5 54.1 18.6 34.4 2.2 131.0 11.7 17.9 220
’ S.D. 30 0.4 1.2 2.1 0.7 0.3 0.5 11.5 0.5 1.2 17
60 6 Mean 831 15.3 44 .6 53.7 18.5 34.3 1.8 135.0 11.5 17.1 243
S.D. 22 0.5 1.9 1.4 0.5 0.4 0.1 18.3 0.3 0.8 15
300 6 Mean 821 14.7 43.6 53.1 17.9 33.7Ts% 2.3» 132.5 11.0%» 17.2 276
S.D. 26 0.5 1.4 1.9 0.6 0.3D 0.6D 10.6 0.4D 3.7 30

# : 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 N-Ethyl-N-crotonoyl-2-toluidine in rats
with a recovery period of 2 weeks

Hematology (After administration period)

WBC Differential leukocyte counts (%)
Sex Dose No.
mg/kg X10%/ 4L LYMP NEUT EOS BASO MONO LUC
0 6 Mean 91.5 77.3 19.5 0.9 0.5 1.4 0.5
S.D. 30.5 5.4 5.4 0.4 0.1 0.3 0.2
Male 12 6 Mean 99.7 80.8 16.1 0.9 0.5 1.4 0.4
S.D. 36.4 4.3 4.2 0.3 0.1 0.2 0.1
60 6 Mean 96.1 77.6 18.7 0.9 0.4 1.9 0.5
S.D. 18.3 4.4 4.6 0.4 0.2 0.5 0.2
300 6 Mean 112.8 77.2 19.0 0.8 0.5 1.9 0.6
S.D. 16.3 2.6 2.4 0.4 0.1 0.5 0.1
0 6 Mean 69.6 81.1 14.9 1.1 0.3 1.9 0.7
S.D. 13.2 5.8 5.4 0.4 0.1 1.1 0.3
Female 12 6 Mean 75.8 78.0 18.8 0.9 0.4 1.3 0.6
S.D. 14.7 5.0 5.1 0.2 0.1 0.3 0.2
60 6 Mean 78.6 82.0 13.8 1.7 0.5 1.6 0.5
S.D. 14.8 4.0 3.3 0.8 0.1 0.5 0.2
300 6 Mean 88.9 78.1 18.0 1.2 0.4 1.9 0.5
S.D. 21.5 6.5 6.5 0.4 0.1 0.2 0.1

LUC : Large unstained cells
No significant difference in any treated groups from control group.
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Table 6-3 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine in rats
with a recovery period of 2 weeks

Hematology (After administration period)

Differential leukocyte counts (X10%*/4L)

Sex Dose No.
mg/kg LYMP NEUT EOS BASO MONO LUC
0 6 Mean 71.3 17.3 0.8 0.4 1.3 0.5
S.D. 27.2 5.7 0.2 0.3 0.4 0.5
Male 12 6 Mean 80.9 15.8 0.9 0.5 1.3 0.4
S.D. 31.2 5.8 0.5 0.2 0.3 0.2
60 6 Mean 74.9 17.7 0.9 0.4 1.8 0.5
S.D. 16.8 3.6 0.5 0.2 0.4 0.2
300 6 Mean 87.1 21.4 0.9 0.5 2.2%% 0.6
S.D. 13.0 3.8 0.5 0.2 0.7D 0.1
0 6 Mean 56.2 10.5 0.8 0.3 1.4 0.5
S.D. 9.9 4.7 0.3 0.1 0.8 0.3
Female 12 6 Mean 59.4 13.9 - 0.7 0.3 1.0 0.5
S.D. 13.8 3.0 0.1 0.1 0.4 0.2
60 6 Mean 64.6 10.8 1.3 0.4 1.2 0.4
S.D. 12.9 3.0 0.6 0.1 0.5 0.3
300 6 Mean 68.8 16.5 1.1 0.4 1.8 0.5
S.D. 14.6 7.6 0.4 0.2 0.5 0.2

LUC : Large unstained cells
#+ : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 6-4 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine in rats
with a recovery period of 2 weeks
Hematology (After recovery period)
RBC HGB HCT MCV MCH MCHC Reticul. PLT PT APTT FIB
Sex Dose No.
ng/kg X10%/uL g/dL % fL PE g/dL %  X10°/uL s s mg/aL
Male 0 6 Mean 878 16.1 46.6 53.1 18.3 34.5 2.2 129.9 12.8 20.2 259
S.D. 21 0.3 1.1 0.9 0.4 0.4 0.2 10.9 1.1 2.4 19
300 6 Mean 886 15.1#» 44 .9nw 50.7» 17.1»% 33.7=+ 2.6 123.8 16.4%» 22.5 306=+
S.D. 33 0.3T 0.9T 1.9T 0.7T 0.3T 0.7 8.7 1.8T 2.5 23T
Female 0 6 Mean 854 156.3 43.7 51.3 18.0 35.1 2.0 130.0 12.0 18.9 188
S.D. 30 0.4 0.9 1.8 0.4 0.2 0.6 15.4 0.4 2.4 15
300 6 Mean 821 14.7%e 43.1 52.6 17.9 34.00 2.1 136.7 11.4 18.2 227%»
S.D. 17T 0.3T 0.9 1.7 0.5 0.3T 0.4 7.8 0.5 1.0 25T
# : p<0.05 ; ## : p<0.01 (Significant difference from control group)

T : Student's t-test



B-6607

Table 6-5 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine in rats
with a recovery period of 2 weeks

Hematology (After recovery period)

WBC Differential 1eukocyte counts (%)
Sex Dose No. -
mg/kg X10%/ puL LYMP NEUT EOS BASO MONO LucC
Male 0 6 Mean 105.4 80.3 15.9 1.2 0.4 1.8 0.5
S.D. 22.6 5.0 4.8 0.5 0.1 0.6 0.2
300 6 Mean 107.3 81.1 15.7 0.7 0.4 1.6 0.4
S.D. 20.1 4.9 4.8 0.3 0.1 0.3 0.1
Female 0 6 Mean 52.5 77.5 19.7 0.9 0.3 1.2 0.5
S.D. 5.1 8.4 8.5 0.2 0.2 0.3 0.3
300 6 Mean 70.2 77.5 19.0 1.2 0.3 1.5 0.6
S.D. 22.7 7.9 7.8 0.3 0.1 0.3 0.2

LUC : Large unstained cells
No significant difference between treated group and control group.



B-6607

Table 6-6 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine in rats
with a recovery period of 2 weeks

Hematology (After recovery period)

Differential leukocyte counts (X10%/xL)

Sex Dose No.

mng/kg LYMP NEUT EOS BASO MONO LUC

Male 0 6 Mean 85.5 15.9 1.1 0.5 1.9 0.
S.D. 22.2 1.4 0.3 0.2 0.8 0.3
300 6 Mean 87.4 16.6 0.7# 0.5 1.7 0.4
S.D. 19.1 5.8 0.2T 0.1 0.3 0.1
Female 0 6 Mean 40.6 10.4 0.5 0.2 Q.6 0.3
S.D. 5.6 4.5 0.1 0.1 0.2 0.2
300 6 Mean 55.2 12.5 0.8+ 0.3 1.0 0.4
S.D. 21.3 4.1 0.3AT 0.1 0.4 0.3

LUC : Large unstained cells

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

AT : Aspin-Welch t-test
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Table 7-1 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine in rats
with a recovery period of 2 weeks

Blood chemistry (After administration period)

AST ALT LDH v -~GTP ALP T~CHO TG PL T-BIL GLU
Sex Dose No.

mng/kg IU/L 1U/L 1U/L 1U/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL

0 6 Mean 61 26 .55 1 632 50 39 85 0.1 130

S.D. 8 6 14 1 142 3 8 7 0.0 T

Male 12 6 Mean 56 25 49 1 634 61 45 101 0.1 136

S.D. 8 5 5 0 137 7 28 9 0.1 10

60 6 Mean 57 26 54 1 656 T3 54 116#w 0.1 148

$.D. 10 6 14 0 100 12DT 26 16D 0.0 i5

300 6 Mean 62 420 55 3us 584 TTan 27 128es 0.1 145

S.D. 8 10D 7 2DT 20 18DT 10 27D 0.0 27

0 6 Mean 57 18 51 1 363 62 14 106 g.1 97

S.D. 5 2 12 0 83 15 7 21 0.0 13
Female 12 6 Mean 56 18 46 1 388 62 15 114 0.1 120w
S.D. 6 3 9 0 117 10 5 13 Q.0 13D

60 6 Mean 58 20 52 1 352 58 11 101 0.1 101

S.D. 6 3 12 0 68 9 5 12 0.1 6

300 [§] Mean 52 26 48 2 317 OTes 189 154%» 0.1 94

S.D. 11 12 16 2 116 26D 3 32D 0.0 5

=« : p<0.01 (Significant difference from control group)
D : Dunnett's test
DT : Dunnett-type rank test
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Table 7-2 A 28-day oral toxicity study of N-Ethyl-N-croteonoyl-2-toluidine in rats
with a recovery period of 2 weeks

Blood chemistry (After administration 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 wmol/L mg/dL mg/dL g/dL g/dL
0 6 Mean 11 0.23 144 4.7 107 9.7 7.7 6.1 3.3 1.19
$.D. 2 0.03 2 0.2 3 0.2 0.4 0.2 0.1 0.06
Male 12 6 Mean 10 0.21 145 4.8 108 9.9 8.3 6.1 3.3 1.16
S.D. 2 0.03 1 0.4 1 0.1 0.9 0.1 0.1 0.06
80 6 Mean 11 0.20 145 4.7 106 10.1%# 8.2 6.4 3.4 1.12
S.D. 2 0.02 2 0.2 1 0.2D 0.5 0.1 0.1 0.06
300 6 Mean 10 0.23 144 4.7 106 10.2%» 7.9 6.6ws 3.4 1.07#w
S.D. 2 0.05 1 0.2 2 0.2D 0.7 0.4D 0.2 0.06D
0 6 Mean 14 0.28 142 4.4 110 9.6 7.1 6.1 3.4 1.28
$.D. 2 0.03 2 0.4 2 0.2 0.2 0.3 0.2 0.10
Female 12 6 Mean 16 0.29 143 4.2 110 9.6 7.3 6.3 3.8 1.37
S.D. 2 0.03 1 0.3 1 0.2 0.7 0.4 0.3 0.09
60 6 Mean 16 0.30 141 4.7 109 9.7 7.3 6.4 3.6 1.26
S.D. 5 0.06 0 0.2 1 0.3 0.2 0.3 0.1 0.08
300 6 Mean 16 0.26 141 4.8 107+ 10.2#+ 7.4 6.9nx 3.8% 1.24
S.D. 3 0.06 1 0.2 1D 0.2D 0.5 0.3D 0.2D 0.08

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



B-6607

Table 7-3 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine 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 1U/L 1U/L 1U/L 1U/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL
Male 0 [4] Mean 53 22 49 1 468 70 80 112 0.1 147
S.D. 5 2 12 0 104 15 28 20 0.0 10
300 6 Mean 58 29+« 53 1 452 72 40# 110 0.1 143
S.D. 5 5AT 15 0 84 9 12AT 10 0.0 10
Female 0 6 Mean 56 20 35 1 315 64 10 113 0.1 108
S.D. 3 3 7 0 49 12 3 18 0.0 12
300 6 Mean 48%4 19 38 1 216+ 20 27+ 158 0.1 122
S.D. 3T 1 4 0 63T 32 14AT 49 0.0 12

% : p<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 7-4 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine in rats
with a recovery period of 2 weeks
Blood chemistry (After recovery 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 meg/dL mg/dL g/dL g/dL
Male 0 6 Mean 15 0.26 143 4.5 105 10.0 7.2 6.3 3.2 1.06
S.D. 2 0.04 1 0.4 2 0.1 0.6 0.2 0.1 0.09
300 6 Mean 14 0.23 143 4.7 106 9. 7ns 7.8 6.3 3.4 1.14
S.D. 1 0.02 1 0.2 1 0.3T 0.5 0.2 0.1 0.08
Female 0 6 Mean 17 0.31 143 4.3 110 9.6 6.4 6.4 3.5 1.21
S.D. 3 0.05 1 0.2 1 0.3 0.5 0.2 0.1 0.12
300 6 Mean 18 0.30 143 4.6 109 10.0# 6.2 T.3%% 4.0%0 1.22
S.D. 5 0.09 1 0.3 2 0.2T 0.3 0.4AT 0.3AT 0.08
* : p<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 8-1 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine 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)
ng/kg g g(g/100g BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BY) g(g/100g BW) nmg(mg/100g BW)
0 No. [ 6 ] 6 (] ] 8 6
Mean 390 2.04 530 1.37 11.92 0.67 2.77 61
S.D. 41 0.12 162 0.21 1.42 0.13 0.29 10
Absolute 12 No. 6 6 6 6 6 6 6 6
Mean 409 2.09 483 1.48 12.92 0.71 2.99 62
S.D. 39 0.06 73 0.24 1.63 0.08 0.21 8
60 No. 6 6 6 6 6 6 6 6
Mean 411 2.02 471 1.38 14.45 0.70 3.07 59
s.D. 19 0.07 71 0.17 1.70 0.07 0.32 5
300 No. 6 6 [ 6 6 6 [ 6
Mean 393 2.01 526 1.32 17.59%# 0.80 3.04 49+
S.D. 44 0.07 151 0.18 2.54D 0.18 0.33 8D
0 No. 6 6 6 6 [ 6 6
Mean 0.53 135 0.35 3.06 0.17 0.71 16
S.D. 0.05 35 0.05 0.09 0.02 0.04 2
Relative 12 No. 6 6 6 6 6 6 6
Mean ) 0.51 118 0.36 3.15 0.18 0.73 15
S.D. 0.05 16 0.05 0.18 0.02 0.04 1
60 No. 6 6 6 6 6 6 6
Mean 0.49 115 0.33 3.51» 0.17 0.75 15
5.D. 0.03 17 0.03 0.26D 0.01 0.05 1
300 No. [} 6 8 6 6 6 6
Mean 0.52 134 0.34 4.,48%% 0.20 0.78+ 13##
S.D. 0.06 35 0.03 0.47D 0.03 0.04D 2D

Statistical analysis of body weight was not done.
# : p<0.05 ; #+ : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 8-2 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine 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/ke g{g/100g BW) wg(mg/100g BW)
0 No. 6 6
Mean 3.20 861
S.D. 0.18 60
Absolute 12 No. 6 6
Mean 2.83 - 833
S.D. 0.84 177
60 No. 8 6
Mean 3.41 925
S.D. 0.29 73
300 No. 6 6
Mean 3.37 946
S.D. 0.22 77
0 No. 6 6
Mean 0.83 224
5.D. 0.09 31
Relative 12 No. 6 ) 6
Mean 0.71 207
S.D. 0.24 50
60 No. 6 [
Mean 0.83 226
S.D. 0.09 25
300 No. 8 8
Mean 0.87 243
S.D. 0.13 33

No significant difference in any treated groups from control group.
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Table 8-3 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine 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 gl(g/100g BY) mg(mg/100g B¥) g(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BYW) mg(mg/100g BW)
0 No. 6 6 6 6 6 6 6 [
Mean 218 1.86 422 0.78 8.55 0.46 1.67 13
§.D. 19 0.08 101 0.08 0.78 0.10 0.20 13
Absolute 12 No. 6 6 6 6 6 6 6 6
Mean 215 1.89 407 0.80 6.56 .40 1.52 70
S.D. 14 0.08 115 0.04 0.48 0.02 0.07 i1
60 No. 6 6 [ 6 6 6 6 6
Mean 228 1.89 383 0.80 7.22 0.44 1.73 74
S.D. 16 0.08 78 0.07 0.44 0.04 0.10 6
300 No. 8 6 6 6 6 6 6 6
Mean 233 1.88 494 0.87 9.914# 0.53 1.94» 67
S.D. i2 0.04 138 0.09 0.75D 0.05 0.20D 6
0 No. 6 6 6 6 6 6 6
Mean : 0.86 194 0.36 3.00 0.21 0.77 34
S.D. 0.05 42 0.02 ) 0.18 0.03 0.04 6
Relative 12 No. 6 6 6 6 6 6 6
Mean 0.89 190 0.37 3.06 0.19 0.71 33
S.D. 0.08 56 0.02 0.13 0.02 0.05 5
60 No. 6 6 6 6 6 [ [
Mean 0.84 168 0.35 3.17 0.19 0.76 33
S.D. 0.09 30 0.02 0.12 0.01 0.06 2
300 No. 6 6 8 6 6 6 6
Mean 0.81 210 0.37 4.25x4 0.23 0.83 29
S.D. 0.04 51 0.03 0.17D 0.02 0.07 2

Statistical analysis of body weight was not done.
# : 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 N-Ethyl-N-crotonoyl-2-toluidine 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 6
Mean 85.2 435
S.D. 15.0 84
Absolute 12 No. [ 6
Mean 7.2 501
S.D. 10.8 78
60 No. 6 6
Mean 96.5 391
S.D. 16.8 47
300 No. 6 6
Mean 93.8 394
§.D. 12.0 29
0 No. 6 6
Mean 38.9 200
S.D. 4.6 36
Relative 12 No. 6 L
Mean 36.0 234
§.D. 4.8 35
60 No. 8 6
Mean 42.6 172
S.D. 8.9 21
300 No. 6 6
Mean 40.2 169
S.D. 5.0 19

No significant difference in any treated groups from control group.
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Table 8-5 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine 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 BY) 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 6 6 6 6
Mean 493 2.08 519 1.54 15.15 0.86 3.03 73
S.D. 33 0.10 72 0.16 1.65 0.18 0.26 15
300 No. 6 [ 6 6 6 6 6 [
Mean 419 2.05 470 1.35 12.98» 0.79 3.06 60
S.D. 40 0.09 71 0.21 1.00T 0.19 0.29 7
Relative 0 No. 6 6 6 6 6 6 6
Mean 0.42 - 108 0.31 3.07 0.17 0.62 15
s.D. 0.04 16 0.02 0.20 0.02 0.04 3
300 No. 6 6 6 6 6 6 6
Mean 0.40+» 113 0.32 3.11 0.19 0.73%» 14
S.D. 0.03T 16 0.03 0.19 0.03 0.05T 2

‘Statistical analysis of body weight was not done.
+ : p<0.05 ; #% : p<0.01 (Significant difference from control group)
T : Student’'s t-test
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Table 8-6 A 2B-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine 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 BW) mg(mg/100g BW)
Absolute 0 No. 6 6
Mean 3.34 1184
S.D. 0.23 111
300 No. 6 6
Mean 3.35 1173
S.D. 0.25 46
Relative 0 No. 6 6
Mean 0.68 241
S.D. 0.04 25
300 No. [3 6
Mean 0.81#s 282+
S.D. 0.09T 21T
* 1 p<0.05 ; #» : p<0.01 (Significant difference from control group)

Student's t-test



B-6607

Table 8-7 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine 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)
ng/kg g ¢g{g/100g BY) mg(mg/100g BW) g(g/100g BW) g(g/100g BW) glg/100g BW) g(g/100g B¥) mg(mg/100g BW)
Absolute 0 No. 6 6 6 6 6 6 6 6
Mean 232 1.94 35¢ 0.77 6.06 0.50 1.67 65
S.D. 20 0.08 92 0.04 0.58 0.10 0.18 7
300 No. 8 6 6 6 [ 6 6 4]
Mean 245 1.89 338 0.87+ 7.82%% 0.50 1.84 87
S.D. 14 0.13 42 0.09AT 0.79T 0.06 0.11 7
Relative 0 No. 6 6 6 6 [{] 6 6
Mean 0.84 154 0.33 2.61 0.21 0.72 28
§.D. 0.07 35 0.02 0.05 0.03 0.03 4
300 No. 6 6 6 6 6 6 8
Mean 0.78 139 0.36 3.19%» 0.21 ’ 0.75 27
s.D. 0.08 21 0.03 0.17AT 0.02 0.03 1

Statistical analysis of body weight was not done.

* 1 p<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 8-8 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine in rats
. with a recovery period of 2 weeks
Absolute and relative organ weight (After recovery period)
Female
Ovary Uterus
Dose (R+L)
mng/ke mg(mg/100g BY) mg(mg/100g BW)
Absolute 0 No. 6 6
Mean 90.5 525
S.D. 23.4 139
300 No. 6 6
Mean 100.2 502
§.D. 12.4 1317
Relative 4] No. 6 8
Mean 38.8 228
s.D. 8.2 66
300 No. 6 6
Mean 40.9 207
S.D. 4.1 64

No significant difference

between treated group and control group.
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Table 9-1 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine in rats
with a recovery period of 2 weeks

Gross pathological findings (After administration period)

Organs Sex: M M M M F
Dose(mg/kg): 0 12 60 300 0 12 80 300
Findings Number: 6 6 6 6 6 6
Kidney
Cyst 0 0 0 0 0 0 1
Liver
Large 0 0 1 5 0 0 0 6
Stomach
Focus,dark red,glandular stomach 0 0 4] 0 1 0 0
Testis
Small 0 i 0 0 - - - -
Thyroid
Small ] 0 0 ¢ 0 0 1 0

M : Male, F . Female
- : Not applicable
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Table 9-2 A 28~day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine in rats
with a recovery period of 2 weeks
Gross pathological findings (After recovery period)
Organs Sex: M M F F
Dose(mg/kg): 0 300 0 300
Findings Number: 6 [ 6 [
All tissues
Not remarkabile 6 6 6 6

M

Male,

F :

Female



Table 10-1 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine in rats

with a recovery period of 2 weeks

Histopathological findings (After

administration period)

B-6607

Organs Sex:
Dose{mg/kg):
Findings Number:

[ T=)
-
=23 Shc 4
(o}
o

30

ooR

oo

[
AN

[$-2
[=3
DO

Adrenal
Number examined
Not remarkable
Bone+Bone marrow, femoral
Number examined
Not remarkable
Hypercellularity,bone marrow
minimal
Bone+Bone marrow,sternal
Number examined
Not remarkable
Cerebellum
Number examined
Not remarkable
Cerebrum
Number examined
Not remarkable
Epididymis
Number examined
Not remarkable
Eye
Number examined
Not remarkable
Heart
Number examined
Not remarkable
Intestine, duodenum
Number examined
Not remarkable
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
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M : Male, F : Female
- : Not applicable



Table 10-2 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine in rats

with a recovery period of 2 weeks

Histopathological findings (After

administration period)

B-6607

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

Number examined

Not remarkable

Cyst
mild

Regeneration, tubular
minimal

Mineralization,papillary
minimal

Cell infiltration,interstitial
minimal

Liver

Number examined

Vacuolation,hepatocytic,perilobular
minimal
miid

Microgranuloma
minimal

Hypertrophy bile ductal eplthelium
minimal
mild

Hypertrophy hepatocytic

Lung(bronchus)
Number examined
Not remarkable
Hemorrhage, focal
minimal
Accumulation,alveolar macrophage
minimal
Lymph node,mesenteric
Number examined
Not remarkable
Lymph node, submandibular
Number examined
Not remarkable
Ovary
Number examined
Not remarkable
Parathyroid
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Number examined 6 0 0
Not remarkable [ [¢] 0
Pituitary
Number examined 6 0 0
Not remarkable 6 [¢] 0
Prostate
Number examined 6 0 0
Not remarkable 5 0 (o]
Cell infiltration,interstitial 1 0 0
minimal 0 0 0
mild 1 0 0
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M : Male, F : Female
- : Not applicable



Table 10-3 . A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine in rats

with a recovery period of 2 weeks
Histopathological findings (After

administration period)
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Organs Sex:
Dose(mng/kg):
Findings Number:
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Sciatic nerve
Number examined
Not remarkable
Skeletal muscle,femoral
Number examined
Not remarkable
Spinal cord,thoracic
Number examined
Not remarkable
Spleen
Number examined
Not remarkable
Hematopolesis,extramedullary
minimal
Stomach
Number examined
Not remarkable
Erosion,glandular stomach
minimal
Testis
Number examined
Not remarkable
Atrophy,seminiferous tubular
severe
Thymus
Number examined
Not remarkable
Thyroid
Number examined
Not remarkable
Ectopic thymus
minimal
Remnant,ultimobranchial body
minimal
Trachea
Number examined
Not remarkable
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 10-4 A 28-day oral toxicity study of N-Ethyl-N-crotonoyl-2-toluidine in rats
with a recovery period of 2 weeks

Histopathological findings (After recovery period)

Organs Sex: M M
Dose(mg/kg) : 0 300 0 300
Findings Number: 6 6 6
Bone+Bone marrow, femoral
Number examined 6 6 0 0
Not remarkable 6 6 0 Y
Liver
Number examined 6 6 6 6
Vacuolation,hepatocytie,perilobular 6 6 6 6
minimal 0 [} 6 6
mild 6 0 0 0
Microgranuloma 5 3 4 1
minimal 5 3 4 1
Hypertrophy,bile ductal epithelium 0 1 0 0
minimal 0 1 0 4]
Spleen '
Number examined 8 6 0 0
Not remarkable 6 8 0 0

M : Male, F : Female
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