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2R

T =VRZEO OGHR, b m o), 100, 200 3B XN 400 mg/kg & 1 BEHEMES 6 PCo
Cr1:CD(SD) 7 v iz, 28 HEIRMEM ML L CHEMERROAMB LOEOMELMFT L, 26
(2, 033 L0400 mg/kg (22T 1 BEMEMES 6 ICORIERELZ T, REKTOZRAS 14 ARE
Bk LIRRIC X A BIEoEEN: 2 R TR L, UTOREE2 S,

L. —fBRRETiX, 400 mg/kg e LGREDOREME T, X H5HMAIZ L AD EBHITPLEFEHOIK T H
DUVIETR, JERAATED bAv, B85 2 ALRRIC S X A0 E T, B REBOR T LU
DR STz,

2. PR —ARIRIBELZR TIX. 400 mg/kg REGFEOMIZAERZEITROMPBITRM & 3R
Hbhiz,

3. HEREMRAY TIE, BG4 EIT 100 mg/kg $G-REDREME T 22 SN O AR R FI OB B IR0,
AT O3 7146 & OVE FIEE) & OGN 22 B R R AR D H v, MEIXEE OB OFE
KELRBD T,

4. IKEHER TiL. 400 mg/kg B GEEOHETHRG 7, 14, 21 BX O 28 A, METEG 7B LT 28
DA B ARG b, Be5-HIM P OEEE NS JOWMEIC St & &I B RIK
ERRO LT, UL, BIEERNICISARESE &R X ORI & &I BiE AL LR
HEMTHY . HEOEREMINBIIITERELRD BT,

5. fBATE TiX, 400 mg/kg BWHHEOMEM & 125 7 BIZ WD A ERIEENFZE D b,

6. RIRAETIZ, 5 4 MIZE RGO OEREIRICEREFHOERNED b,

7. ML T, B5 R TS 200 mg/kg LA EOFREBOREIZ A/G ., EAY
TOT R AR L ORALT IS B, 400 mg/kg R GHEOHEICT AT I TAHY
RAT 74 —E BEULEY RBER, 70—V BIOER) L ogELEME, EAY
B e BIOB 77 Y B OFRERKE, HIEANEO o, 7 w7 ) ok X
Oty —GTP DA E R @ ENTRD b7z,

8. WEHIRTHIIED LN I bOL I, Wi s BIEMIBE TERICITRS b P EEMER
RRE T,

9.  MIERZFEMRE. FIRITTA., TEER L ORIBIEZERE CIX, RS ICHEL
TR D bRt

PlEDZ Lt AR TICBIT A 7 = = /L REEO AR (NOEL) 134T 100 mg/kg/day.
WEC 200 mg/kg/day & &2 bz,
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7= VRFED O, b m 3 ). 100, 200 3 JTY 400 mg/kg & 1 BEMEMES 6 PToD
Cr1:CD(SD) 7 » hiz, 28 ARIREM ARG L CHEERIOFRB L OZFOMELRT L, &6
. 03B KT400 mg/kg lZDWNT | BEREME 6 ICOEEREA R, HEHETORONG 14 OH#
22 o LIRIEIC K Dm0 BIEMEZ i TR L7,

™

P

..[

MBS X OVFIE
1. HEEYME
WERME T, 7 = = VRS HIEE : 99. 9% (Appendix 1-2)

12500 g X AT, B L, ek, Aoy MIEKS 0.1%L0F, 88
7%55 0. 1%L F 2 &H 9 5 (Appendix 1-1) , Z AR Eds o & ie U CoE AT (ZHIFRH 1~97C)
PR LTz,

WERMBEY 7 & LT, M1 g 8L, RBREROBEMITFEICHRAT Lo, WBREIEK
Tk, RROEEME O &2 IV THRLE O 2 B RS s TIT L BRI o
TRAFLETENE 2 fERR L 72 (Appendix 1-3), # DOMIZDOWTIX, BEEULY S 272010, EEEREREY
ELTEIL 7=,

WS E DB A LU MR T,

7R . 7 o =JLJRF ; Phenylurea?
CAS No. : 64-10-8
ILRIEE A REIHE S © (9)-1662
A (S :CeH;NHCONH,?
/HH
0=—C
NH2
Gl :C,HgN,O"V
5 T E :136. 15 (4 T-RE D EHD)

Lypeiit (e LT ey HAE pEER?
& ) — VIR EE A EEBA (Appendix 1-1)
BhAL :149. 0°C (Appendix 1-1)

_13_



SRO6110

W 238°CY

tbE o 1.302Y

ST 5 0.000939mmig”

LogPOW ; 0. 83"

TRIRME  RKIASREE 17000 mg/LY, 7K;0. 1%(20°C), =& / —)Lizw]
?fﬁL\‘ZJ

HRIECTRETH L Y, WA L HEATH L T HZ LR 5 Y,

%

ENE

2. WK
WEERY ' O SRR IS BIRATE (EREFH 22~25C) Lz bt alifi(n v hES
V6R2129, T h T AT AR Et) 2R L. 72, SREOERSWHE LTHEHR L=,

3. BERDFAEE L VILESHT
(1) #5ROFH
WRME LR L PIEDRE L7220 L9 IR EZIRNE, BH— 0Bk, 5k E L,
PERIE L ) — o N FR TR, R ORI~ 27 PG50 0, BAL IR,
¥ L OURERSE & Ol BE T 7, AR, A4 —F —ICTH 2R L TA TR
(o ERR . BEOHF (R 22~25°C) L, 8% 11 BURIZRGICHW, BRoks
Wk, BEELy T 572000, BEEFEEM L L TR LT,

L B AT BT B G ikR &

TR (mg/mL) (g) (mL)
2007 75 A 21 A 10 3.2002 320
e TR T2 e 20 6. 4003 320

40 20. 0000 500

2007 %6 A 1 H 10 2. 8000 280
20 5. 6004 280

40 16. 8000 420

2007 £ 6 A 6 H 10 3. 0000 300
20 6. 0000 300

40 16. 8002 420

2007 1-6 H 15 A 10 2. 2000 220
R ERER I 20 4. 4003 220

10 12. 8001 320
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(2) BHiEOALTESHT

BEBRMGRETC, RO EORSIRPICBIT 2% MBI OREMEZ R LT,

R E AR IC SOV T, 3B L TN100 mg/mL O M 5 NCRIBFRE T B L O12 BRI
(FARHAAZ 0 A& L TRR OLELREHER L, FORE. 3 BLT 100 ng/ml OFRLEH
T, BB HE - FRIICBIT2AEEKILS.3BLV0.6%THY, /o, HERITIIBL
U0 100 mg/mL DFIERAF 7 BRI TEREI 103, 5%F LTR899, 1%, RidfRfF 12 A TENRE
1064 BILT99. 1% ThoTe, ZORMEND., HRHEILHMEP CH—ThH o, o=
HRET 12 BRI E TIIEE TH D & W L7z (Appendix 2-1 B LT 2-2),

HIFLE X OB AR IR O~ C OGO\ T MR E O % /341 L 72 fEH. 10,
20 33 UM 40 mg/mL FHELHE O & A FIE L FTE DRI L CHIEIFIEE: T£ %4105, 0,108. 0
BEL01. 8%, EARFERENETZNEN 108.0, 105.5 BL U 104. 8% TH 7=, ThHdD
BERITT G BUEHF & L7z 85~ 115%D#EBNICH v . »OEEEEK S 0.9~4. 5% T
BUEDS% LA T T o7z Z &b FRHELK DFEEL 1308 1F & BT L7z (Appendix 2-3 3 KT 2-4),
(3) IR B el T i

BB & LT, B E T,

TEVEAWE (50w g/mL) © 7 = =/VIRFED 20mg % 20mL HO A AT F A2 ZHE L, K 120l
DT 8T Fa7 T i Ule, 5 ERGEE S bR CTHY 1 43 M O F I AL 24T - T 1%
T Fr7 I TERELE000 pg/mLini), SHIC. ZOWK 1 nl ZIEMEZ 20 L &
DAATZANEHBRL, 7 b7 Fu7I7 0 TERL, 50 ug/mL &8 & U GEERIR) .
FHELT ARRCAT VS, R L[> & | HPLC ~D3EAE 3| & LTz,

BEtHs XA — b 7 IR (LT 0BG THRED - 78 b=FU 1500l iZT + 5
bt RE 75200 nl 38 LORK 650 L 22, +2ICRE Licb 02 BEfES L0 —
MR E L, RBIT=ETHRAF L, 14 AUNIEALZZGERIAZ 0 R &L
TEH,

EHHEANKE 7 N o7e 77 020802 GHEANRK E Lz,

REHEIROTIR - PR E B OB EUSEUL. RS S L OEMRBRIZ oW T
TR EFRE O FIEAEND 3 8L L B MRBRIC OV TR EFRRIR D -+,
TREMENSEHE 3 HoF 9 & Uiz, 7ol H— Mo 1 g o FE 4 22 8 ik o i S
DIWTRERE LT,

B R B AR BRI U BB B ORI EEAY 50y g/mL A3 K FRA I D FIE 73 10%
UTFERDBEICT M7 Ru7 o MxzbdiRBHRRE Lic, SERAROFEIL 1
Uz & 1B, HPLC ~DEAIEE 1R & LTz,
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HPLC v A7 AB L OMESRBEIZLLTOED TH D,

HPLC 3 A2 7 A
UV-VIS Detector L-4200 A&t B STRUERT
Intelligent Pump L6200 L e A S VALY (T
Column Oven L-5025 7 S s R N RvA: LY (R
Autosampler AS-2000 MRt BT RUERT
Degasser ERC-3315 o At A =T — i —
5 — Z LR Empower 2 BAY 3 — & — X et
HE S
J1 57 I : Inertsil ODS-2. 5pum. 4.6 mm I.D. X250 mm.

Pz YA = AR
B E)HH T R=RMUN/TF RTE Ra 75 /2K (150 @ 200 : 650)

= YT IEEE T = NI/ T T KT T /28K (150 1 200 1 650)

Vet E AR T ke knrsr
HIE = : 240 nm

T LIRE : 40°C

e :0.9 mL/min

{EAR 210 uL

F— "V T TEE 1 7°C

S BT[] 84y

Empower 2 & MW TIEHEREO Y — 7 mE L RENOIEKR LTRERL 0, SFEBREKE O
MTREZRD, UTONL AR POWBYEEREE, £t 8B LU0EGFEEY
HIN L7,

R (/L) — DVERIE (u g/nl) X AR

1000
FSENRIL (%) — % %100
e EERWRRE
AR = ko ape 10
7 ; L 15 XTF A,
e o SEEROERAERETIE

A LR O B BR A B IR B 25
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4. HEBAZE
(1) #ER
ABRIZIE, BARF v —A R - UA—RAstt BEREBEE L #—4#D SPF Crl:CD(SD) 7 v
FEHWE, Ty MEIFEERRETHFEHO OGN TWHEMFETH Y . BT C ol HR%
WEBEETHDHZENEZORFEERT LT,
MERER 42 DU CR7148 HEMER 40 PU) & 2007 45 A 16 AIZ 4 @I THEA L7, ZAROEY
OEEFFIL, BET83~97 g, MET69~81 g ThH-7z,
(2) WfEd L UEINHE
ZA%, Hx OB ONTHNE T B GEAR 2D, B BBk BE T, kiEsis
Z1HLEL, SHIC%AR &HRERICHLHMKE TR B B ICRENE % 356 Uiz, 5%
AR, M 1 HICHIBER RN D LA, o B iIRig R L O8Ik Tz B
BRRINo T,
(3) EEoyi
Ry ds L OWIMEHIAE TH%, BEORD b v R0 b EMES 36 Phikdk L C, 5
fn TRzt U7, AIRERRENTRD bl | Fla RV 728 & 810, Bz L OEIHEE
AT B (& G-BlsAET % H) OREIZIESN T, BIREESHIEIC X0 SREOEHREN—
(272D K OIS T EAT o 7o, BT RROBM OFREFF L, HET 133~149 g, T 107~119
g TH Y, VKT 140.5 ¢, ME112.5 g) DF20% LN TH o7z, BEHD AN TZBITR
BN BERSN L Cegst & Lz, BIRENTZEMIC W TR H I —ACRBIC R FE A 700
ZEEMERE LT,
2K, WEBMGFEORERBMIL, BT 147~174 g, T 120~136 ¢ ThH, FHIKE (ki
159.6 g, M 127.9 g) THo7-,
(4) @ L OV — 2 DR
B, PETRNZIMME Y = v b AU TREICHIZ M. BT HRIIENCERE S AR
L. 18RRI 21T > 7=,
ST — Vi, BRI AN T LT ~VICHBRE TR L OEwE T2 L.,
BT — Y ORIEIITER LTc, BETRIIS SITHABREEZ AR LT,
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(5) BWEE
1) FIBERE

IR 22+3°C (FRIFEFE 21~23°C) . 1R 50+20% (FHIFEH 44~58%) . #akiE]
% 10~15 [8] /B[, FBARERT 12 BFRT (8 : 00~20 : 00, A T.HRER) O @45 = (308 5=)
THIHE L7,

2) FBE R B L UEE HIE

75y b A& BEIAER 7 — 2 (260W X 380D X 180H, mm) |2, #EI L OB EAR i
HEMERLZ 3 VLT BT HRIT LT DINE L7, 77— VB L ORI IR T e KO
57T H, FO®RIT2MHEIC ] B, ZIMIEHE 2 BIVEEREF O 6 0 & 284U,
HEGKEE DK T 1 B30 L 7=, SR EERNOERB LI ONERINHE, 1 A1
RISEHE L7=, ERERICHR L TR, BEREERS IO v RRMEEEL | BEBEA TR
FiHA L7z,

3) fakl

AV o BOVEERE TSR, v SRS EAATEL CRF-1 2, s GfEes 42 AV C
HAIZERSET,

RBRICEEEL NETENOD HIEEWED D VIMEMORTEL, ALz Y b
(070206) DEIEHZSWTHHT LTz, HRWEOSITIIMEEAN DALt ¥ —IC
BOT, MAEYREIIFAEEENENENIT o7, OHTERB & FRERRASHE b
B EVERFZETT O R ETIE 2 I CHEIL L 72, D OFEE, WTFhoEBICLFEME
HB 22 EITRE® G hy - 7= (Appendix 3-1~3-2),

4) BBk

LR AGEAK L, BEMRKEEZ HONTHRICEREE/-, 72720, REBRERIZIEHEK
AR LT,

RERCEREL R TRNOS DI E OG L, 20014 4 H 2 0, 200747 A 2
H 3 X TR 2007 42 10 H 1 HIC M4 E = & [RISRELE O AR (306 55) 5 O 3kt & FLH
LCaii Lic, Wi AR AERAS AT -7, SVHHEE &P MIRatd iy
LM OB ERIEFIEFICHER L 72, SITO/R. WINOEBIZHIHRELE 2
HAEITRE D B - 72 (Appendix 4-1~4-3),
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(6) BRAEDHERL

HERFE DR
w55 R i EWE )

R (mg/kg) (mg/mL) HE /i3
< R EREE >
pofliistisa 0 0 6 (101~106) 6 (151~156)
KH &R 100 10 6 (201~206) 6 (251~256)
SR 200 20 6 (301~306) 6 (351~356)
= HERE 400 40 6 (401~406) 6 (451~456)
<[l PR >
Sk FRFE 0 0 6 (107~112) 6 (157~162)
= =R 400 40 6 (407~412) 6 (457~462)

KRECIX, OB & RO FIETEARDOH 2 TG LT,
(7) #ESRHmE OG-
1 #H5EOHRE

1 BEC D E MR 3TCD SD R T v R Cr1:CD(SD) i, h e u a VMICEMRSER 7 =
=ILRFED 0GHIB) . 30, 100, 300 3 LTF 1000 mg/kg % 14 DEIER NS L= PR
BR¥(SRO6110P)TiE, 1000 mg/kg HEHEDOMMEITIRE 1 A OFHNGIEE, K
i, FHEB LOERBIETRALN, B85 206 3 BISFRTH (3 6, M 146 &3
ize T OB TIIBEHBOREMED DV IR M. ZAUTHE S RERBD B L, LREst
151 (W 2 1) Tl & BEROE &I GRD Hivic, 72, 300 mg/kg LU O G- TIE
300 mg/kg GO LT RILER~E Y 0 B EBOFEREME, RiLERE O IEHEE R
K OEEI AR MEREFE O EE A 2 6 7= MR B & 512 B L 7= B{biZA o b
o,

Eiz, 0CGHHE) . 200, 400 35 XL TF 800 mg/kg % 14 ARINMIEROKEL L= Fiiat8 ¥ (s
RO6110P2)Tik, 400 mg/kg £ F-HEOMEMEIZHE 51 A O G212 X HD E TN A
BAv, flic, HEMECIREO 2 BRI AME M 35 X OME T BRI AR OMe k3 K ORI &
BELFAESTED LTz, 800 mg/kg HHHETIX, HEMHIES 1| AOBRGH LADXBT
REFEB O, PEAER, MERITA. HEA, BEVEZ R L. 52005 3 HIZETH
(B 1), ME2BD 6RO T, Eio, FBTHEIRLEIH (HE 2 4], HE1F) Tk, BiE
DPEREDH HVITIR T, IStk RERD 23880 HiT,

ZHDOTFHRE PV 2B DR BRIN L, 28 ABKIER DS F#EERBROR S
i, mAEIZ 400 mg/kg T L, LLITAK 2 TERL7- 200 38 LT 100 mg/kg 2 H A&
KARBICRTE L, 728, SBIER L0 400 mg/kg/day @ 2 AEIZOWTIE 28 O M#&
% 14 B IRZEIC X 5 HE M2 a2 InlfE B 2 3R E L 7=,

i

e En
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2) &5
BB MCROBICRE SO TTREMEZEE L, 0ECD BBEN A FF A1 1 (407)
Zit->T, 1 B 118128 B, 9:00~12: 00, RIRZFFIE 11 : 30~12 : 00 DEIZT 4 AR
— P TNE T RELOT f AR—F T2 ) VRO CTRRIICE RIS O & G L,
BeHAREIT 10 mL/kg & L, FEEROBLEIREITHRSG DI T WEE D OFREIZEAS
WTEIN LT,
(8) B2, WEL LUWMEMA
1) —fRIRaEE s
BHNZOWTHE A~ DB OAESE, SMEL, ITEVEIZOWT, BEHBAAZ#KE 1 B, &5
28HOEHZEME IHELTRREL, $#5 1 AhoHMKA #5528 HH DV IEHE 14 A
OB A) FTHFATEGFD B L OFEEO 1 A 2 [, #8 B IXFRIIC 1 mgsE L,
2) AR R REEL
EHNZHOWT, FGFMARTR O NS 7, 11, 21 BX V28 H, FIE 7B LT 11 HIZ,
My AORBBIE R T o, BEHEBE, VAR RS, PR, IR -
A CWREATE)/ I - gl BETE/ BEICOWT, U b M HTRRZID L
BE, |G S, HERUR, IR, HEOIREE, BUE. BRERZEM, BEALAS, WIHLREIE, BRIK.
TR, IRIZOWTC, A—T 07 o — RINTRS, 17, REEWRRE. HER. #:3E. R
ITE)/ ERE - AR E | BEITE/ % - B, IERICOWNWT, FRENLD 5 UDE
OlzAa7 ) o 7EEHWCAa T ZEE L,
3) PEREMA
BHENZDONT, E 4B LTEIE 2812, BEREB LI UUTOWEZITo, Bi
B ECHRRE GRIRR) . Al G AOE) . TR (B0 2 R0 . IR (BRI & Bete) |
617 52 BB (BREIEE 5 OEF) . P ERARIZOWTH LN U EDTAaT U v
TWHERNCHEHEL, 2OAXAa7 k28807, £/, BHOBLIUOAREHELHE L,
B CPUF =T (T A a—x =T Y o ZTHRAESH) 2 A CRIRB L OBEOE %2
F3MEAEL, | g HALTRidk L7z, BREDRIIAREDBENTEB (R ——A v T X
¥ LT CompACT AMS, ZERTHEMARA ) Z MW THIEL, 77— OIUERMBEE 10 70 & L
T 1RFRIMIE L7,
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1) IRHFERE
BHNTONT, BE 1, 7, 14, 21 BLU28 AOBESRT. FE 7L 14 B2 5N
Bk B Iz E TR FILREE (6X-2000, k&t — - 7o R -FAOZHANTHEL, 1git

NLTEREE LT,
DUTFoORICL 0 EEBENER L OMEERMREZRL LT,
B 511
REMNE (o) = HE528 AKE (e — &5 1 BIKHE (g
RIEINE (o)
8 22 (94,) —
R E N (%) W5 A () X 100
e 45 1 R

WEHINE (g) =  [9IfE 14 ARE () — 5 28 AKE (g

_ f7 iﬁﬂ\é’mi (g)
ZfK EéujJ R0/ =
1 Eia D#—(/)) LE 9g D“ E (g) X100

5) 1B BT
EFNZONT, FE 1L 7, 14, 21 BX 028 AL, BETRBIONI4 RIZ, BT
K EMLRFE (GX-2000  EAS T — « T2 R« FA) ZHWTHIE L, 1 g B Tresk L7z,
BB O CE Y BARTH S —VEICRE L, 2ORITAITE DICEREBLOREEE
HEL, 72720, ARATEIIEEOAREZRE L, LTFTORIZL Y EBiEE (g/rat/day)
EHEHL,

BE5EE(g/rat) —EE (g/rat)
HI7E H o> H %4 (day)

BEHE (g/rat/day) =
6) IR A
EHNCOV TS 4 BB LOCEE 2 B2, FFEHR FTT v MG — 2 (KN-646, B-1
A BHRUEAD #AOTEIR L, #5EEHH0 3 BHOZRTO~®%, 724/ 21 kF
FOERTOBLCOAEFEML, HRLZRITMER THEELL,
WATEE 3 X UM 5

DpH TRERMEVE (RNVTAAT A9 IA, N ATV AT 4 B)
@R (Protein) SIBATE (IVTAAT 49 IR N AT AT 00)
@K (Glucose) RBUIGE (WVTIAT ()AL A ATV A7 400)
@7 b K (Ketone body) PBRRYE (RVTAAT 90 A, N AT A7 4AN)
®vwrtY ) —4 " (Urobilinogen)  BUBRMUE (FV74A7490A, N ATV }77400)
©®r Ve Bilirubin) FRBACE (SVTAATL9I A, N ATV A7 440)
D M (Oceult blood) TRERARIE (VT (AT (90, N ATV JT (V)
® i (Color) PR 8 ¢

@R & (Urine Volume) =BT

I (Specific gravity) L R e B Rl av-S, 74a27)
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7) MR A

BNV CTRIRIFIC 16~22 IR DR T CT v FEx—7 LRERER L, BEERERL Y
B L7z, O~WZ 2T EDTA-2K(R ) Y= 7 N TTEZERMAE ., 7 UE£NE ) TR
PRUTciEA) 1 L 2 Hvy, @, @20 TIE3.8% 7 = ) b U o7 A THLef U7z ik k)
1~2 nL % 3500 [EI#5/53 T 10 sy Lo L T b amit a2 vz, o7z X
ML AR A T R BEHE LT,

BEER B LI ORESE
DR Bk % (RBC) BAIPUE (B #hif BREHEEE & F-820, VAAy)37)
O~~~ b2 U v M (HL) ERIERHUE (B B M ERFHECERE F-820, YAryIA)
@~E /1t & (Hb) ST A NNES O

(B B L ERFHEEEE F-820, ¥AkyIR)
@ 7R M ERAAE (MCV) RBC, Ht fEL 0 EH

(H #h i BREH B F-820, YAky/A)
GEEFRILEk~F 7 o £ & (MCH) RBC, Hb{E & v EH

(B B ERFH 0B F-820, YA Av)2)
O MER~T 7 7 B ¥R (MCHC)  Ht, Hb fEX 0 &

(B B BRFH LB F-820, YAAy)A)

OfFRMEE (Reticulocyte) Brecher ¥ ($51%)

@i/ M #k (Platelet) BXIEUEA (A B BRF S E F-820, ¥A4y/7)
O\ k% (WBC) BRHIUE (B B M BKFHECEE F-820, vA4v)R)
A EKE 5 kb May—Griinwald—Giemsa Y- (§555)
(Differential count of WBC)

M7 b o R (PT) Fo RS T AT Ak

(I i it B B E S KCAT Wa ., M=Fq N A1597)
@IEHLE S b v R 7T 2F R =5 PR
(APTT) (L& EERE B B EEEE KC4T Vi, M=Fqn 44597)
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8) ML b F R A

EHNE DN THIRIEZ 16~22 B S8 72T v b2 —T VRREE L, IS RER L Y
i L7z, MAEHEE OS> HLOBIUOIZ DWW TR 1 nl. 72D ~/XU F b U 7 A~
SRYvF U T AENBROFE], 1000 BAZ/mL, BROFEASH) K 20 BAT TULERE, 3500
[E#R/ 53T 10 SO LAy EE TR O 7= Mg A2 AV TR Lz, oI IZ- D\ Tidsr B
AIADRERE (237 U — 2 Rk At I ik A BB L. 3500 El45/43C 10 47
D LA BE TR B AL MG &2 VTR Lz, f5 o7 s KOs iEs ks 1%, -20C
AT CHREEMAE L, REmEERLE. EETD,

METER B LOMETE
DAST JSCC ¥ (B YA HT4ER 7080 J&. HIZ {77/ ny =2")
@ALT JSCC ¥ (H BB iEf@ 7080 . H A7)/ my -27)
@FTNHIVFRATZ 7y Z—E  JSCCIE(HENHTEEE 7080 2. H 77 /uy =217)
(ALP)
@ y -GTP L-y - I)L-3-NRFL—-4-=bur=) FEEE(E
B HTEERE 7080 2. H N7/ )/ny T -R7)
G 7N a—2Z (Glucose) XY X Bk (TE T EERE 7080 2, B Sin 7))/ ey =17)
Oz L 27—/ (T-Cho) EEFRVE (BB /ATEEE 7080 2, HM77/0v 7 -27)
@RV Z7UEY (6 Wl 7 ) B a— Rk
(B B4 iE 7080 5. H AL 7)/)ny " —1")
@ VUL E L (T-Bil) T YA (HESITEER 7080 FE . HA(7) )y =17)
ORFEFZ V) % L7 —+¥-GLDH %
(BB IHTILE 7080 12, BT/ 0y =17)
W7 L7 F =2 (Crea) Jaffe if (H BV HTEEE 7080 . HSIAMT) ey -27)
@F ~Y 7L (Na) A A R EER (ISE) {E
(BENATIEE 7080 2. HSLAM7)/)0y " =17)
@710 75K A A LRI EME (ISE) i
(BT EEE 7080 . B IAF))ey 1)
@7 a—n(Cl) A A ENEMR (ISE) 14
(HBEN AT EEE 7080 #2. H S5 /)uy =17)
@H N I (Ca) OCPC ¥ (HBhy HTILE 7080 ., B SIA(F7/my =27)
GEMY > (IP) Fiske-Subba Row /&
(E B HTEERE 7080 . HAIZM7)/uy —2")
OFRE " (TP) E'r Ly ME(BE TSR 7080 2, BILM7)/nv -27)
DL =Es] tm—RT ¥ T — MEEREKKEE
(Protein fraction) (B EESUKEIEER AES320, =& U »/3R)
@A/G Lk (A/G ratio) EHOEL Y AN
@77 2 (Albumin) WEBERB W LY EH
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9) Wiz
BHNZONT, &5 28 HOBHBLOMEIE 14 HOERICEIMR L, RIARLZBIRL,
T— 7 VR TERIME . Fuilic £ 0 2R, EH ORE - MHiks: AIRIICEE L,
E7-, LT OBE - /iEE 10%hHEEE L~ Y VRICEE - RIELE, 28, BERB LW
N=F—ET Y Y R THEE-PRAFE L, RS I ORB LRIXT T R THEE. 70%
TH ) =R LT, I OWTIEEREZEARRIBEEE L, EADHDHEEITD
WL, RANE LTRER & BEE - R TF LT,
s E - ARREA I ORIN, /DIKdS JOMERR) . TR, FRE. MR, R, BRUMA @I
SR - AR - A O 1= IN = N R T A - - A =71 N1 NI T L O
TR EET) ., BN, e, BN, BEED R R LR RE
At ML BEME. ASEL, EE LR, piSZIR. HEGEERES ). IR, F
B, OB, IR, ~N—F R, KBE (ERET, A) B RURERE,
10) e ERHE
EHNZOWT, FIRRERCE T2 EMRAE (BR-180A, BERE4E =— - T U B - 5 1) & H
WTUTOBEBEIZOWTHERZHE L1, B, EAOHDIHEIZOVTIHE, EAAabE
THIE L7,
FEA M. TR, AURAR, IR, MU, OB, TR, B, BoAR. KR, R LK
AINCMR, FE5E (RERET) . JRE, 75
PLFoRIz L0 BEELE L Lz,

e oy HEXTEE (g)
X EE (%) = ZR A R (o) X 100

11) AR ER R
BRI [ E A LT BB ORE -SRI HOWTT 7 0 VA BET L, ~<
VUV AV REREARTER L, SRERIOEHEEORFNI OWNTEIR LT,
BROMKE, HRWERGORELEZ GNDIEPRD NI oTcl=h, 0o
BLHICOWTIEREZER L2 o7,
7pEs, HE LB (No. 111) 33 L OUHE 4 1] (No. 154, 454~456) DTAEIZ-DUVNT 0il red 0 ¥
CHEARGIERL L, PRSI OR EA2 MR LT,
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5. #EEtFEMIA X

BHEERIIFEEREOBSM E & TEH L,

/), BREHR. FE, FEENES IOWNE, BE, RE, MWKPEORE, WK
(LA AL 2R O B RS K UM E B ORI OV O SfER L O REEE T L,
Bartlett DRREIEIC K EHBMEEMRIT LTz, F0H(p>0. 05) OH A X —mBlE 5 T
TR L. RE3E (0=0. 05) DA 1T Kruskal-Wallis DIRERE THMT Lz, —ohED)
BT OfSR. AEENHONTEA (0=0. 10) i3 Dunnett ORIEEZ HTHHERE L Dk
B A1T o7, Kruskal -Wallis IEORMT O R, AEENRHLIIZSLA (0=0.10) X
Mann—-Whitney O U-#R ¥k % O St HEEE & DR 21T - 72,

M7 — AR REBUR B LU RE R D BIRIA H . IR O EVERIIE B I L ORI E DR
(2T Kruskal-Wallis OREE TR L AEZEDA LSS (0=0. 10) [XMann—¥hitney
D U-FREEZ W CRHBRE & OB A 1T 5 7,

XHRRE & ODHEREIC DN T, BEAELR 5% & L, 2B, FtemFEcET 2%
JRJ71% % INDIVIDUAL DATA @B EEIZ T,
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ﬁl\'

. —HRIRRE
—ARFED RAE A& Table 1 3B X8 2, TNDTVIDUAL DATA 1-1-1~1-2-4 TR,
[#% 5 #fH]
SHRRAECIE, M 4 B (No. 103, 106, 110, 112) 3 L O 2 5l (No. 152, 161) IZ#ERfHAEL L &
iz,
100 mg/kg FHRETIX, HE4 6 (No. 202, 204~206) THAHEANELL SN 7, MEICITEF IR0
Y (A /EEY
200 mg/kg EBETIL, HEMEE & BEITFRDO N0 T,
400 mg/kg B HRETHE, WO BIC, HE 12 Fl(&F) B L O 10 flTL A0 EHITRMR
EF O T & 5 VIR EN TR D b, H#E 2 4] (No. 407, 408) I L UMM L 451 (No. 455) TILREEN
Ligw bz, Lanl, 85 2 BUMBICIE, XAHEST, BREEHOMK TR L OWRE 25651
R ENTORT, BIPFIRIETHILRD a7,
(=078 A7 ]
400 mg/kg W LEFOMEME L IR T D e o7z,

. FEE — RIKREERER

FEM 7 —ROR BBBIE DR S & Table 3~8, INDLVIDUAL DATA 2-1-1~4-14-2 {Z/R7,

[ 517

100 33 X U200 mg/kg #eHG-RETIE, HEE X HICWTHORERIC bR BERITBICKHREE &
L CHBEREERD LT, #fF, BEHD VITTERESOMRITEIEN R RE LR 5
IR T,

400 mg/kg BESBETIL, MECTRE 7 01T 2 51 (No. 453, 456) ., £7=, #4521 0iZ 1 # (No. 452)
ICAITREADRD L=, HRHARICIIAEERELE D bOTIE R oo, Mii, KL
HLIZWTNORERHC b S BIEREB ICHREE L LK L CHERZEZRD R, a5, BEDH
DV TR FEEOMRITEEN R RE RO bk oTz,

(=145 ]

400 mg/kg WEHEDHEM & HLIZWTNORERFIC LA BILTHB IR L IR L THRERE
IO LT EEE, WEH L VIMTHRETFOMBRITEFHRET RO bRz,
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3. HEERE

FEREM A ORURE % Table 9~12, INDIVIDUAL DATA 5-1-1~6-4-2 {Z5R"3,

[#25- 4 38]

100 mg/kg #% G-RETIL, Mo B R IER) & THIEB A 40-50 33 LTV 50-60 470 2 BFRi78 & T
(R EE) & (0-60 43) (O 6 HRTE & Lol U CHEZRIREDZR D b il MEZIIAFEOMRRRE, ni
B EBROENBLIVHEEDR L LICAERAETRD O Rh o7,

200 mg/kg ¥ HFETI, M HIEZ & CRIERM AT 40-50 38 LU 50-60 23D 2 Bf TS H &
IRRMEA TR b7, HEZIZAEREITEED Lo T,

400 mg/kg B GRHETIR, LEME & S ISP IERMFORREFNEEIEML TR b, Fiz,
R DRI B AERERENRD b, HTHIERKRORIICHLAERKENRD N, B
FEE (T OWT G, HETHIEBRMAT O 6 RS T, M THIERLATR 0-10 532 FR< 5 KRR T
W B HERCATICER D B AL, HEME & bR EE & (0-60 50) I b A B RIKMERRD bk,

—J, BHIERERER KA EOBERE T, SRSHOBEE LICARERELITRD
bR T,

[[=178 2 ¥ ]

400 mg/kg & GHEOHEME & &1, BRI EORERM AR ) 72 6 ONT H 38 IEE) &1 6 FUE

LHI L THEREITZFRBO bz oTz,

4. REHE

REHEE % Figure 1 B L UN2, Table 13 B3 XN 14, INDIVIDUAL DATA 7-1-1~7-2-1 (IR 77,
[#¢ 5211

100 mg/kg PeH-HETI, METHRG-HAM b O EEHIMFTIC S & Il U CH BERERERR D
LI, EHRER L OB G IR R OREREINE TR L IR R BTN o
770

200 mg/kg FGRETIL, HEMEE IS VHIREZR & QNS B G-I o IREH Bk L O s
DTS EHERZETHO b oTz,

400 mg/kg BHFTIL, METRE T, 14, 21 BLU 280, METHRE THB LU 28 RIZAER
IEMEAFRD B, 2GRN o RERINER L OBIRIC G & L I EREEIED O
7o
(=195 #

400 mg/kg T 5L, HECREIEHIH H O REH NIRRT & ik L TR B2 @i AR
Dtz hs, EHRER L OGS E TR OREENE T S HICABER AR bhizno
77
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5. BfEE
FEHE% Figure 3 LU0 4, Table 153 L0 16, INDIVIDUAL DATA 8-1-1~8-2-4 |Z/”7,
[ #2511 ]
100 35 X TV 200 mg/kg & G-RETIL, MEHEE HITIRBE L IR L THERZITRD bk ho
7o
400 mg/kg HEHEETIE, MEMEE HI2H G 7T RICAERIKMEN RO bz,
(=118 #11H]

400 mg/kg REHEDHEME & &I HREE L G L TABREITEED bR otz,

6. RRE
A DRSS Table 17~20, TNDTVIDUAL DATA 9-1-1~9-4-2 {2777,
[# 5 438]
100 mg/kg HHRETHE, MOBEBICKRE L M L TEERENATRD v, HIOTAEE
RIARITEBD SNein-o T,
200 38 LTV 400 mg/kg G TIX, HMEE HICHAEREMITERO b erotz,

—F., 100 mg/kg ¥ GEEDHEMER 2 ] (No. 201, 203, 254, 255). 200 mg/kg &% G-REDOHEMEE
1 %1 (No. 304, 354). 400 mg/kg $xEGTEDHE 11 ] (No. 407 ZBr < 1) I L O 3 4511 (No. 457,
160, 161) TiX, FEEIK TIER D Lo B EAFHOE AR ERIRIC OV TRD b,
(115 2 58]

400 mg/kg PeH-EEDOREME L ICKIREE L B L THAERE(LIIRD b ile o7,
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1. MKRFHIRE

MK FRIE O fE% Table 21~24, INDIVIDUAL DATA 10-1-1~10-4-4 |59,

[ G- AR 1R

100 mg/ke $ GRETIX, gD ~~ b7 U o MEIZFIRE & S L CTHE & ER

W D AR L ERBU A R RIE 3380 H ATz,

200 mg/kg K EHETIX, MM L BITAEREMITRRO LN o7,

SRO6110

D BT,

400 mg/kg T GRETIE, HEOTHRIMEREFRRICH B2 @, MR LIERECH EREMR 0

LI, MEZIIAEREIRBD bhveh Tz,
(=16 BT T R ]

400 mg/kg X HREOEDOFRMEREIT I MBE L Bl L THEREME. EHRMLERAEREEL L OF
PRMERA~TE 7 0 B BICABRRENRD b, MTIZAERZILEERD 6o,

T, AEREZOBD GNIZEBICOWTERT — 4 2 R7,

Z v b, 9Bk REHIEKE TR T i3

HH B E 11 A E A1
~< 7 Uy ME(%) 46.9 42, 1~51.7 45.0 40.5~49.5
SR I BRZS A (FL) 58.7 53.9~63.5 57.0 52.5~61.6
HB R ML BR % (%o0) 27 12~43 23 10~36
Z v by 11 8E - [BIE AR T HF Y8 i3

I8 EE Gl S |
ARIMEREL (101/uL) 844 768~920 807 736~878
SR MM BRZFAE (L) 55.9 52.5~59. 3 55. 2 51.7~58.7
SEHFRIMERAE 7 2 B (pg) 19.2 18.1~20.3 19.6 18.4~20. 8

8. MRILFHIRE

ML F kA D% kE % Table 25~28. TNDTVIDUAL DATA 11-1-1~11-4-4 {2733,

[ 5-HA R T HRE]

100 mg/kg #EGEETIX, MEME S B I REE L ol L TARZREILRD b o7,
200 mg/kg W HFETIE, HEDA/GEE, EINZROT AT I oL LOALT I B2 BE

PR b, METIET MY U LADOEBRKENED b,

400 mg/kg TEHEETIL, HECT AT 00 A/G . EASBEOT VT I UAEEL, ALT, 7L
HYVERAT7H4—F, UL, REEHE, Ju—ABLOMERY CoFEREHE. BO

DED o BIOB T Y o ymitb DR BREME, HICEBRSWO o, 777 oyt &

Oy —GTP DA E 2Rl s b7,
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(=118 HAT R T BE]
400 mg/kg WG EHEOMEIZRE

B LT a— 2O HERE & ik U CHE R {RE

HYVHRRAT7 7 2 —BORBELREENRRD LI,

SR0O6110

. TV

SHRIECIE, 1 1 61 No. 160) |
VI Y

400 mg/kg B GRETIE, HE 1 51 (No.

BHEFT IO bR ol

_30_

W EFI'U(H}?(‘@E}I:/BZﬁ)WU&}) %hf—o 723&

PUFIC, ARRZEOBO LN HBICOWTHRT — & 2717,

Fw b, 9 M B HEIRRE TR pii3

IBH SEHEME #i[H SEREME el
TNT I (g/dL) 2.3 1.8~2.8 2.5 1.9~3.2
A/G i (ratio) 1.19 1.01~1.37 1. 39 1.17~1.61
TILT 2 A B (%) 54.3 50. 7~57.9 58.2 54, 3~62. 1
o, 77U AEE (%) 29.3 18.1~26. 4 19.6 16. 3~22.9
a, 7 27 Y rE (%) 7.5 4.3~10.7 6.0 3.5~10.3
B 7 a7 A (%) 1.1 10.3~18.1 11.0 9.9~18. 1
ALT (IU/L) 27 18~36 22 14~34
THYERAT 72— (IU/L) 792 505~1243 467 278~1782
v —-GTP (IU/L) 0.5 0.1~1.7 0.8 0.4~1.8
BEU L EY (mg/dl) 0.05 0. 02~0. 09 0. 06 0. 02~0. 10
R U= (mg/dL) 13. 1 9.5~18.0 15. 1 10.6~19.5
+ F U %7 A (mEq/L) 143 140~147 142 139~146
2 11— 1 (mEq/L) 106 102~110 108 103~112
EHE ) > (mg/dL) 8.6 7.2~9.9 7.3 5.5~9. 1
Zow by 11 kR [T R M

HH LHHE HLPH A RN EiE|
EA (g/dL) 5.6 5. 1~6. 1 5.9 5.2~6.6
FNAHYRAT 7 HZ—F(LU/L) 357 223~571 185 99~271
J 1 — A (mg/dL) 163 127~199 137 102~172
. Bl

FIKFT FL.% Table 29 % X OF 30, INDIVIDUAL DATA 12-1-1~12-4-2 {279,

[Fe 5-HIFR T RE]

SHEEE, 100, 200 33 L0400 mg/kg B S BEOREME & & I WEFTRITERO o a7z,
(=145 BRI L T RE]

j:E\: ﬁﬁ j:wuy) %;}/L

CERE LEORIE AN RO b, HEIE
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10. REE=E

EEBOMME % Table 31~34, INDIVIDUAL DATA 13-1-1~13-4-4 (Z/”7,

[#2 5 HARG K 1 B

100 mg/kg $& G-RHETIL, HEME & B ISR REE & bl L THEARZIEEED bninoi,

200 mg/kg W HHTIX, HEORIF L L UMD T HICENENMTHEDAH BRIRENED 6
iz,

400 mg/kg T HHETIL, HETITHE. L. FiREs L OHBEOHES EEICH BREM. i &
UNEROMMEREICAERFRMENRD LI, £7-, FIM A OREICAEREESRD b,

5. BEIZITFEE R ITRD e o T,

(=118 SR T e ]

400 mg/kg FLGHEDOHEIATIRO M Fo J USRS E RIS IRAE & s U TR B2 KM, JaRo
P EEICHERGMENRD bz, T TEREOHTERIZHERIKEIED b,

LTI, BERELORO ONZHOIE DWW TERT —F 277,

Z v b 9B BGHIMET R Y3 i3

TH A A FiF SEEE i

HIRB RN (g) 344. 4 246. 0~442. 9 210. 2 161. 5~258. 8

Rl Hext & (g) 10. 710 7.331~14. 088 6. 412 4.953~7.872
PR HE 2 (%) 3.111 2.591~3. 630 3. 059 2.612~3. 505

LD fExtEE (g 1. 250 1. 001~1. 500 0.817 0.624~1.010
FH*TE & (%) 0. 362 0. 298~0. 425 0. 387 0. 324~0. 450

it Haxt B & (g) 2. 062 1. 899~2. 225 1.921 1. 776~2. 066
TE*T E (%) 0. 607 0.479~0. 734 0.924 0. 744~1. 104

W ekt E & (ng) 580. 4 300. 6~860. 2 491.0 273.8~708. 2
FEXFE R (107%) 168.407  88.916~247.899 234.148 141.348~326. 947

B e EE (ng) 55. 4 39.2~71.6 65. 6 50. 0~81.3
FEAEE (107%) 16. 279 11.022~21.536  31.508  22.914~10. 101

R HexEE(g) 3. 091 2. 585~3. 601 P P
X EE (%) 0.910 0.686~1. 134 P P

FE%E HodEE () 1. 244 0.861~1.628 % P
AR E 2 (%) 0. 350 0. 252~0. 448 DS P

T HERTEE(g) P P 0. 529 0. 129~0. 929
FH*TEE & (%) P P 0. 256 0. 071~0. 441

T by 1188 EEHARKE T P4 I

mA PE i B PEE i ]

Rl Hext & (g) 13.110  9.420~16. 800 6. 760 5.239~8. 282
X EE (%) 3.071 2. 595~3. 546 2. 858 2.536~3. 180

TR HoxtEE (ng) 12.93 8.92~16. 93 13.93 8.75~19. 10
FHxtEE & (10 *%) 3.072 2. 196~3. 948 5. 904 3.945~7. 863

Wl  HaxtE = (ng) 557. 8 320. 2~795. 4 437.4 258. 3~616. 4
FEx E &= (107°%) 131.878 83.774~179.981 184.796 246.543~123. 048

MAZU 2L
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1. FEAEFNRE
SRR % Table 35 3 10036, INDIVIDUAL DATA 14-1-1~14-4-2 {27,
[#2 5 HARG K 1 B
400 mg/kg % G-RHEDMERE & & (R HORE & ELi U CHIEOE NS 7 L — ROz R~ 2 ki
BDO LI h T,
(=148 ARG T ]
400 mg/kg B 5-FEORERE & IKHRTE & bRl U CHIEOEINSC 7 L — ROy E R340k
RO DI T,
ITC, MBHZ SO SREFICH LN Re T,

RO A LN T-BEK
7 o= =)LpRFE (mg/kg)
wE - 7 TR BREE [EE-Lia g
HHA% 4 Pt 7.4 — K 0% 100 200 400 0% 400
<>
Jii TR O EFE + 1/6 P43 % 2/6 - -
Ff figk /NE ED AR + - P P - 1/6 -
ANLEST + 3/6 % P - 4/6 1/6
++ - X P 1/6 - -
B ik WIATRMME ER Oy + - P P - 1/6 1/6
e
UL RARE BT+ - P D3 - 1/6 1/6
[N
PRADE B OFA + 1/6 pg P - 1/6 1/6
=310 + - DS DS 1/6 - -
FEE F{K &1 N 3FIE + - P P - - 2/6
EIRYA PAEME AR IR + - X % - 2/6 1/6
TR FRBED %N + - P % - 1/6 -
<>
fifi TEIRHI R DR FE + 1/6 % P - 1/6 -
EROILE L AF + 2/6 % P 1/6 2/6 -
JF gk /NEREAYERERAE + 1/6 P P 3/6 - -
ANE-i + 3/6 % P 2/6 4/6 3/6
B ik RAE B OFA + 1/6 P P - - -
BEOREMMTE  + - P S - - 1/6
H
KHEsE R I A+ 1/6 P P - - -
FEha + 1/6 X X - - -
0% ; XTHEEE. EMET. - YA L.+ BRAE 4 RARREE

HFfige oD/ NERROVERRIIZ DWW Tk, FVEREII MR ST D
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#

Pl

7= VRFED O, b m 3 ). 100, 200 3 JTY 400 mg/kg & 1 BEMEMES 6 PToD
Cr1:CD(SD) 7 » hiz, 28 ARIREM ARG L CHEERIOFRB L OZFOMELRT L, &6
. 03 L0400 mg/kg (22T | BEREMES 6 IEOEMHEZ T, HEHETOBRONE 14 THE#
2 AL LIRS L A B0 RIEMNEE F8 THRT LT,

™

i

—MHRRETIE, 400 mg/kg WEREDHEM T, KEHIMBIZLADEBRITCHREHOKRTH D
WIEHER, KEEADEE D HAL, TIHFRERD 400 35 L0800 mg/kg B HGHECE K AH T HITHRD 5
NTNDHIZENDL, TNLDOMBETHBRMEREGCLIEELEZ LN, BE2HURICY,
EADEHT, OREEHOMT IS L OB EGNHL E 720, TIHHERD 800 mg/kg #5-#F
B BN THOIBRITZED b, 400 mg/kg O 28 O ERS T ARIREEDIBEIIFEY b /e
Hots,

MR ARCREEBIS TIE. 400 mg/kg B EHEOMEIZH G 7 BB LORE 21 BIHAFANIEAT
BIREEMND bO TR o BB TRFAZ A THIRRD Hiv, HERHERSICEE L =&l
Ez o,

HERERA Tl &5 4 BIC 400 mg/kg BT D HEMEIZ 22 T IE M SR O R O AT 7280, 7
BORIOEBRBENRD b, ETHEBEORNICLABERKEISRBD LN, o, IR
EEEIZOWTS, Mt & &I BRI HRIICEO b, 727 VAT I FEOKRIERE
N LD R B RELT D & TR DR L CREEMEMZR A EENED BN D, LA,
AR 5\ CRBR AR IR A TR 2 RIR T 5 A B MR O ZEHE S O Z{KITR O B e )
>77,

—J7, $&5 43812 100 mg/kg EGREOREFRS J T8 200 mg/kg G- HEOREI R EFEOH B RK
RO T, HEERFER RO, HAWIE, MERFOHLO—@EDOZLTHY | FHiE
FHRBRINEB L LR,

(REHER Tid 400 mg/kg P GREDOHETHEE 7, 14, 21 BLU 28 H, MTHEE 7T BL 28 HIZ
AEREMENED S, #5 R OEEHNES L ORI LM A B R EM3580
bz, F7o, BEEETYH 400 mg/kg TR GHEOREM & 612485 7 RIZ RO AE R EENR
L, THHOEALIT R E S BE L B RO TR L OERER NG & &2 Shi,

LU, EHE RN iR SRS RS K OISR IR & 3 IS B % BRI 2 8ETH D, HED
BREBEMRICIAELEMELRO bNIZZ LD, ZOEREBEIPIHNIEE ST & & HIEHe)
ZEET DA EE 2 b,

— . 100 mg/kg $5-FE D METH G100 O MR EHG AN HRAE & it U TH B R M8 255
LN, FHEER L ORGP ORESINE Tl ICEERZETBD LT £,
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BHEICLAEREZMEIRD O TN EnD, ZOBLICEFEEANRERITIRNEZ X
LT,

RAEE TIE, 5 438IT 100 mg/keg BB TIE, MEDEBIZATIGEE & LB L CHE RN
HHNT, HEMABENTRNI &, 72, FEEERENRE CBIRICHR D E R 5B L7
FNRBD LN ENG, ZORBEAOEMIIEEFNRERIRVESZ ORI,

—J7. BEEROBEO SRR KT OEAN’RD LN, HREMEANICITEEED
ZAGERD bR L | HRHE N RPICHE SN TR B ) | BEFRI R B &I
WeFEZ b,

MR A T, B 5B TRRC 100 mg/kg B GBEDHEICI~~ ~ 2 U v MA, HEZHERIL
EREC. 400 mg/kg P& 5-BED M FHIIRMERFRFE S L OMBAR MEREL O A B 2K H 5 O I m B3R
DO, TN LEET 2HAICHFERABBDLNRN LB LU RT —F O/HIEN
OEMBTHHZ b, BHREMRERIIZVEEZ LN, £, EEMEKTRICIIECR
MmERE, FHRMEREER L O EERMERA~E 7 0 E L BOFERRMES 2 WVILTEESRD b
R, TR bLERT X O#BENOEETH - 7,

MAEALZERREE T, FeGHARIE IRFIC 200 mg/kg LA RO GREOREIZ A/G L, BRTEOT
VTR IS EONALT IS B R SHED 3D Hdt, 400 mg/kg & FREOHEIC T VT I T
HYRAT 74 —8, AU AL REEH, 7o—LBIOMERY COFEREHE, BEAS
MWD e, BROB a7 ) Bl OFEREME, MIZEADBDa, 727 ) okl KTy
~GTP DA E LB S b, HEOTAT Iy MG, BINGRAOT LTI VBLRe, 7
27 ) EE LALT (2 oW TR, Wb ATHEERICBEE T DMEEE THhDH 2 L0 b,
BERGCHE LB B2 O, £, HASBEO B 71T ) L, Tk )RR
Ty —EBBIUREY LB ACOWT HATHREICEET HDMAER, REEHE, 7o—1B L
MR ) A2 DWW T HBREHEICRIE T 2 MAEE Th Y . B E L5 IZBET 5 /MRS £
LT,

[EITEHARTR MRFIZIE 400 mg/kg W EHEDOHEICHREAB LR LV a— 2D FERRE, M7 v
YRR T7 7 2 —EOFERGEIBO SN, ZbDOEMIE, FSETRZERD LT
RNERTHD . Fo, MONTEREEERRICABERZEAFED GNRNT &b, WTh bk
BWE KRG OREMIT RN EE R BT,

FIRRFT R T, EE IR TR REEOME | BIC 2 FOIRIR O R AL, 400 mg/ke $¢ 5-BEOHE
1 BlC AR ERORE B ABIARD SR, B GH TR IR & 5 12 BATET AV
Nz &, Fho, ERMEHAVFEARRBEICLVRBET AL THEZ LN, HEWE
5 L OFEEMIZRNEE X B,

WEHERTIE, BGHIMKETENZ, 400 mg/kg & GREOHETHTIR, Oi&. MR L OF£OM
MEBICARRKME, MBS L ORBROMKMERICARRGEIRD LN, ZOBTIEHKRA
OEBIZERRIRENSED LN TND Z L5, 25O ESORER L UCHMEEORE
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X, ZOREDRMEEZ KB LA EEEBEZ DN, ETo, 200 mg/kg HEHEOMEIZRAIE, MELZ
TEOZTNZNMESEREOFTEREEN A SN, HEMBNRZE T2 L, 400 mg/kg £
BEROREEL G, PN RERIT VW EEX BN,

[EFE IR T RFTIL, 400 mg/kg % G-RED MEICIFIB Ot 6 X ORI E & O B KME, KR
DX EEOF & E, M TREOHN EEOF ZRENTEO by, BRI TR
ORE G RGIMKE TR L FRRICHRIEL D DIRETH L 2 &b, 206 OFKIC bEEFR
REHRITRVWEBZ BN,

RS IR A T, RIS K OCREAERRER Fk & SIS B RS2 U 7= 21{kiX
O Lo T,

LbED X 5, e 5 1CBiE L7 2b & LT, 200 mg/kg BA D REGTHECIEHEC A/G b,
HBASWOT AT I pmitds K NALT OF R &SERRD bitl, 100 mg/kg B H5-HE TS
BRAE B2, KEMEIC L AD ST BHRET DR T H 5 WL, BB 6, 72, Mk
— RN ZE CHEIZ AR TR 2 ). BRRERR AT CHREMELZ 28 M IE M R O RGO A E 7R EE N,
BABIOHRESEOK TR G, s, B AREEINMEE I OB EEO B
KT, I EFRME CEANESEOLE R EOITHEEE~DZEN gz, LrL, Zhb
DEACIZOTH G BRI THRHZ IR DI, BIEMENRE S,

L7223 - T, KBREETIZBIT D 7 = =V RFOEREE (NOEL) 38T 100 mg/kg/day, M
T 200 mg/kg/day & X HiLio,
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Figure1 Body weight of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Phenylurea (SR06110)
** ; Significantly different from the control group at p=0.01 (Dunnett's procedure)
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Figure2 Body weight of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Phenylurea (SR06110)
* 1 Significantly different from the control group at p= 0.05 (Dunnett's procedure)
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Figure 3 Food consumption of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Phenylurea (SR06110)
** ¢ Significantly different from the control group at p= 0.01 (Dunnett's procedure)
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Figure 4 Food consumption of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Phenylurea (SR06110)

** ¢ Significantly different from the control group at p=0.01 (Dunnett's procedure)



Table 1  General appearance of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Phenylurea (SR06110)

Administration period (day) Autopsy  Recovery period (day) Autopsy

Group Findings 1 2 3 4 5 6 7 815 16 17 1819 20 21 22 23 24 25 26 27 28 day 1-14 day
Control Number of animals examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6 6 6
No abnormal findings 12 11 1o 11 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6 6 6
Soft feces 0 1 2 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Phenylurea Number of animals examined 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 - -
100 mg/kg  No abnormal findings 6 3 4 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 - -
Soft feces 0 3 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 - -
Phenylurea Number of animals examined 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 - -
200 mg/kg  No abnormal findings 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 - -
Phenylurea Number of animals examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6 6 6
| 400 mg/kg No abnormal findings 0 7 10 10 11 12 11 12 11 10 12 11 12 9 11 9 12 11 12 11 6 6 6
S Decrease in locomotor activity 9 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 1 0 0 0 0 0
I Lacrimation 4 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Prone position 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Soft feces 0 1 1 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
Staggering gait 12 4 1 2 1 0 1 0 1 2 0 1 0 3 1 3 0 0 0 1 0 0 0

Values are number of animals with findings.
- : Blank value.
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Table 2 General appearance of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Phenylurea (SR06110)

Administration period (day) Autopsy  Recovery period (day)  Autopsy
Group Findings 1 2 3 4 5,6 7 814 15 16,17 18 19 20 21 2223 24 25 26-28 day 1-14 day
Control Number of animals examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6 6 6
No abnormal findings 12 11 11 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6 6 6
Soft feces 0 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Phenylurea Number of animals examined 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 - -
100 mg/kg  No abnormal findings 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 - -
Phenylurea Number of animals examined 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 - -
200 mg/kg  No abnormal findings 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 - -
Phenylurea Number of animals examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6 6 6
400 mg/kg  No abnormal findings 210 9 11 12 9 2 1 12 10 1 12 1 112 11 12 6 6 6
Decrease in locomotor activity 8 0 0 0 0 0 0 0 0 0 0 0 1 0 0 1 0 0 0 0
Lacrimation 5 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pronc position 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Soft feces 0 1 1 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Staggering gait 10 1 2 ] 0 2 0 1 0 2 1 0 1 1 0 1 0 0 0 0

Values are number of animals with findings.
- : Blank valuc.
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Table 3

Detailed clinical observation, in the cage, of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Phenylurea (SR06110)

Stereotype Bizarre behavior
Number Respiratory Tremor/
of Posture Ptosis pattern Convulsion  Rolling Circling Selfmutilation

Period Group animals Category 1 1 1 1 0 0 1
Prc Control 12 12 12 12 12 12 12 12

Phenylurea 100 mg/kg 6 6 6 6 6 6 6 6

Phenylurea 200 mg/kg

Phenylurea 400 mg/kg 12 12 12 12 12 12 12 12
Day 7 Control 12 12 12 12 12 12 12 12

Phenylurea 100 mg/kg

Phenylurca 200 mg/kg 6 6 6 6 6 6 6 6

Phenylurea 400 mg/kg 12 12 12 12 12 12 12 12
Day 14 Control 12 12 12 12 12 12 12 12

Phenylurea 100 mg/kg

Phenylurea 200 mg/kg 6 6 6 6 6 6 6 6

Phenylurea 400 mg/kg 12 12 12 12 12 12 12 12
Day 21  Control 12 12 12 12 12 12 12 12

Phenylurea 100 mg/kg 6 6 6 6 6 6 6 6

Phenylurea 200 mg/kg 6 6 6 6 6 6 6 6

Phenylurea 400 mg/kg 12 12 12 12 12 12 12 12
Day 28  Control 12 12 12 12 12 12 12 12

Phenylurea 100 mg/kg 6 6 6 6 6 6 6 6

Phenylurca 200 mg/kg

Phenylurea 400 mg/kg 12 12 12 12 12 12 12 12
R-Day 7 Control 6 6 6 6 6 6 6 6

Phenylurea 400 mg/kg 6 6 6 6 6 6 6 6
R-Day 14 Control 6 6 6 6 6 6 6 6

Phenylurea 400 mg/kg
Values are expressed as the number of animals. Day 7 : Day 7 of administration. R-Day 7 : Day 7 of recovery.
Category : The category number observed in each item. Day 14 : Day 14 of administration. R-Day 14 : Day 14 of recovery.

Day 21 : Day 21 of administration.

Prc : Prc-administration. Day 28 : Day 28 of administration.



Table 4 Detailed clinical observation, on the hand, of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Phenylurea (SR06110)

_(j‘v_

Number Pupil  Mucous Body
of Handling Treating Muscle tone Piloerection Fur Skin Eyes size membranes Lacrimation Salivation temperature
Period Group animals Cate gory 1 1 2 1 1 1 1 1 1 1 1 1
Prc Control 12 12 12 12 12 12 12 12 12 12 12 12 12
Phenylurea 100 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
Phenylurea 200 mg/kg
Phenylurea 400 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 7 Control 12 12 12 12 12 12 12 12 12 12 12 12 12
Phenylurea 100 mg/kg
Phenylurca 200 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
Phenylurea 400 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 14  Control 12 12 12 12 12 12 12 12 12 12 12 12 12
Phenylurea 100 mg/kg
Phenylurea 200 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
Phenylurea 400 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 21  Control 12 12 12 12 12 12 12 12 12 12 12 12 12
Phenylurea 100 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
Phenylurea 200 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
Phenylurea 400 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 28  Control 12 12 12 12 12 12 12 12 12 12 12 12 12
Phenylurea 100 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
Phenylurca 200 mg/kg
Phenylurea 400 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
R-Day 7 Control 6 6 6 6 6 6 6 6 6 6 6 6 6
Phenylurea 400 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
R-Day 14 Control 6 6 6 6 6 6 6 6 6 6 6 6 6
Phenylurea 400 mg/kg
Values are expressed as the number of animals. Day 7 : Day 7 of administration. R-Day 7 : Day 7 of recovery.
Category : The category number observed in each item. Day 14 : Day 14 of administration. R-Day 14 : Day 14 of recovery.

Day 21 : Day 21 of administration.
Prc : Prc-administration. Day 28 : Day 28 of administration.
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Table 5

Detailed clinical observation, in the open-field, of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Phenylurea (SR06110)

Stereotype Bizarre behavior
Number Walking Vocaliza- Respiratory
of Convulsion Gait Arousal Urination  Defecation  Grooming Sniffing backward  tion pattern
Period Group animals Cate gory 1 1 1 0 1 0 1 0 1 1 1 1 1
Prc Control 12 12 12 12 10 2 12 0 12 0 12 12 12 12
Phenylurea 100 mg/kg 6 6 6 6 1 2 6 0 6 6 6 6
Phenylurea 200 mg/kg 0 1 6 0
Phenylurea 400 mg/kg 12 12 12 12 3 4 12 0 12 12 12 12
Day 7 Control 12 12 12 12 12 0 10 2 12 0 12 12 12 12
Phenylurea 100 mg/kg 0 5 1 6 0 6 6
Phenylurca 200 mg/kg 0 6 0 6 0 6 6 6 6
Phenylurea 400 mg/kg 12 12 12 12 10 2 12 0 12 0 12 12 12 12
Day 14  Control 12 12 12 12 12 0 12 0 11 1 12 12 12 12
Phenylurea 100 mg/kg 0 6 0 6 0 6 6
Phenylurea 200 mg/kg 6 6 6 6 0 6 0 5 1 6 6 6
Phenylurea 400 mg/kg 12 12 12 12 10 2 10 2 12 0 12 12 12 12
Day 21  Control 12 12 12 12 10 2 12 0 12 0 12 12 12 12
Phenylurea 100 mg/kg 6 6 6 6 0 6 0 6 0 6 6 6
Phenylurea 200 mg/kg 6 6 6 6 0 6 0 6 0 6 6 6
Phenylurea 400 mg/kg 12 12 12 12 11 1 10 2 12 0 12 12 12 12
Day 28  Control 12 12 12 12 12 0 10 2 12 0 12 12 12 12
Phenylurea 100 mg/kg 6 6 6 6 0 5 1 6 0 6 6 6
Phenylurca 200 mg/kg 0 6 0 6 0 6
Phenylurea 400 mg/kg 12 12 12 12 11 1 10 2 12 0 12 12 12 12
R-Day 7 Control 6 6 6 6 5 1 3 3 6 0 6 6 6
Phenylurea 400 mg/kg 6 6 6 6 5 1 4 2 6 0 6 6 6
R-Day 14 Control 6 6 6 6 5 1 6 0 6 0 6 6 6
Phenylurea 400 mg/kg 6 6 6 6 5 1 5 1 0
Values are expressed as the number of animals. Day 7 : Day 7 of administration. R-Day 7 : Day 7 of recovery.
Category : The category number observed in each item. Day 14 : Day 14 of administration. R-Day 14 : Day 14 of recovery.

Day 21 : Day 21 of administration.

Prc : Prc-administration. Day 28 : Day 28 of administration.
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Table 6  Detailed clinical observation, in the cage, of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Phenylurea (SR06110)
Stereotype Bizarre behavior
Number Respiratory Tremor/
of Posture Ptosis pattern Convulsion  Rolling Circling Selfmutilation
Period Group animals Category 1 1 1 1 0 0 1
Prc Control 12 12 12 12 12 12 12 12
Phenylurea 100 mg/kg 6 6 6 6 6 6 6 6
Phenylurea 200 mg/kg
Phenylurea 400 mg/kg 12 12 12 12 12 12 12 12
Day 7 Control 12 12 12 12 12 12 12 12
Phenylurea 100 mg/kg
Phenylurca 200 mg/kg 6 6 6 6 6 6 6 6
Phenylurea 400 mg/kg 12 12 12 12 12 12 12 12
Day 14 Control 12 12 12 12 12 12 12 12
Phenylurea 100 mg/kg
Phenylurea 200 mg/kg 6 6 6 6 6 6 6 6
Phenylurea 400 mg/kg 12 12 12 12 12 12 12 12
Day21  Control 12 12 12 12 12 12 12 12
Phenylurea 100 mg/kg 6 6 6 6 6 6 6 6
Phenylurea 200 mg/kg 6 6 6 6 6 6 6 6
Phenylurea 400 mg/kg 12 12 12 12 12 12 12 12
Day 28  Control 12 12 12 12 12 12 12 12
Phenylurea 100 mg/kg 6 6 6 6 6 6 6 6
Phenylurca 200 mg/kg
Phenylurea 400 mg/kg 12 12 12 12 12 12 12 12
R-Day 7 Control 6 6 6 6 6 6 6 6
Phenylurea 400 mg/kg 6 6 6 6 6 6 6 6
R-Day 14 Control 6 6 6 6 6 6 6 6
Phenylurea 400 mg/kg
Values are expressed as the number of animals. Day 7 : Day 7 of administration. R-Day 7 : Day 7 of recovery.
Category : The category number observed in each item. Day 14 : Day 14 of administration. R-Day 14 : Day 14 of recovery.

Day 21 : Day 21 of administration.

Prc : Prc-administration. Day 28 : Day 28 of administration.
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Table 7  Detailed clinical observation, on the hand, of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Phenylurea (SR06110)

Number Pupil  Mucous Body
of Handling Treating Muscle tone Piloerection Fur Skin Eyes size membranes Lacrimation Salivation temperature
Period Group animals Category 1 1 2 1 1 1 1 1 1 1 1 1
Prc Control 12 12 12 12 12 12 12 12 12 12 12 12 12
Phenylurea 100 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6
Phenylurea 200 mg/kg
Phenylurea 400 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 7 Control 12 12 12 12 12 12 12 12 12 12 12 12 12
Phenylurea 100 mg/kg 6 6 6 6 6 6 6
Phenylurca 200 mg/kg 6 6 6 6 6 6 6 6 6 6 6
Phenylurea 400 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 14  Control 12 12 12 12 12 12 12 12 12 12 12 12 12
Phenylurea 100 mg/kg 6 6 6 6 6 6 6
Phenylurea 200 mg/kg 6 6 6 6 6 6 6 6 6 6 6
Phenylurea 400 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day21  Control 12 12 12 12 12 12 12 12 12 12 12 12 12
Phenylurea 100 mg/kg 6 6 6 6 6 6 6 6 6 6 6
Phenylurea 200 mg/kg 6 6 6 6 6 6 6 6 6 6 6
Phenylurea 400 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 28  Control 12 12 12 12 12 12 12 12 12 12 12 12 12
Phenylurea 100 mg/kg 6 6 6 6 6 6 6 6 6 6 6
Phenylurca 200 mg/kg 6 6 6 6 6 6 6
Phenylurea 400 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
R-Day 7 Control 6 6 6 6 6 6 6 6 6 6 6
Phenylurea 400 mg/kg 6 6 6 6 6 6 6 6 6 6 6
R-Day 14 Control 6 6 6 6 6 6 6 6 6 6 6
Phenylurea 400 mg/kg 6 6 6 6 6 6 6

Values are expressed as the number of animals.

Category : The category number observed in each item.

Prc : Prc-administration,

Day 7 : Day 7 of administration.

Day 14 : Day 14 of administration.
Day 21 : Day 21 of administration.
Day 28 : Day 28 of administration.

R-Day 7 : Day 7 of recovery.
R-Day 14 : Day 14 of recovery.
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Table 8 Detailed clinical observation, in the open-field, of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Phenylurea (SR06110)

Stercotype Bizarre behavior
Number Walking Vocaliza- Respiratory
of Convulsion  Gait Arousal Urination  Defecation = Grooming Sniffing backward  tion pattern
Period Group animals Catcgory 1 1 2 1 0 1 0 1 0 1 1 1 1
Prc Control 12 12 12 0 12 12 0 11 1 12 12 12 12 12
Phenylurea 100 mg/kg 6 6 6 0 6 5 1 6 0 6 6 6 6 6
Phenylurea 200 mg/kg 0 5 1 0 6
Phenylurea 400 mg/kg 12 12 12 0 12 8 4 11 1 12 12 12 12 12
Day 7 Control 12 12 12 0 12 10 2 12 0 12 12 12 12 12
Phenylurea 100 mg/kg 6 6 6 0 6 0 0 6 6 6 6
Phenylurca 200 mg/kg 6 6 6 0 6 l 6 0 6 6 6 6
Phenylurea 400 mg/kg 12 12 10 2 12 10 2 12 0 12 12 12 12 12
Day 14  Control 12 12 12 0 12 12 0 12 0 12 12 12 12 12
Phenylurea 100 mg/kg 0 6 0 6 0 6 6 6
Phenylurea 200 mg/kg 6 6 6 0 6 6 0 6 0 6 6 6 6 6
Phenylurea 400 mg/kg 12 12 12 0 12 12 0 12 0 12 12 12 12 12
Day 21  Control 12 12 12 0 12 12 0 12 0 12 12 12 12 12
Phenylurea 100 mg/kg 6 6 6 0 6 6 0 6 0 6 6 6 6 6
Phenylurea 200 mg/kg 6 6 6 0 6 6 0 6 0 6 6 6 6 6
Phenylurea 400 mg/kg 12 12 11 1 12 10 2 12 0 12 12 12 12 12
Day 28  Control 12 12 12 0 12 11 1 12 0 12 12 12 12 12
Phenylurea 100 mg/kg 6 6 6 0 6 6 0 6 0 6 6 6 6 6
Phenylurca 200 mg/kg 0 0 6 0 6 6 6 6
Phenylurea 400 mg/kg 12 12 12 0 12 12 0 12 0 12 12 12 12 12
R-Day 7 Control 6 6 6 0 6 6 0 6 0 6 6 6 6 6
Phenylurea 400 mg/kg 6 6 6 0 6 6 0 6 0 6 6 6 6 6
R-Day 14 Control 6 6 6 0 6 6 0 6 0 6 6 6 6 6
Phenylurea 400 mg/kg 6 6
Values are expressed as the number of animals. Day 7 : Day 7 of administration. R-Day 7 : Day 7 of recovery.
Category : The category number observed in each item. Day 14 : Day 14 of administration. R-Day 14 : Day 14 of recovery.

Day 21 : Day 21 of administration.
Prc : Prc-administration. Day 28 : Day 28 of administration.



Table 9  Functional observation of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Phenylurea (SR06110)
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Number Reactivity Righting
of Visual Touch Auditory Pain Proprioceptive reflex
Period  Group animals  Category 4 2 1 2 1 1 2
Week 4 Control 12 12 12 12 12 12 12 0
Phenylurea 100 mg/kg 6 6 6 6 6 6 0
Phenylurea 200 mg/kg 6 6 6 6 6 6 0
Phenylurea 400 mg/kg 12 12 12 12 12 12 [ 6 :l +
R-Week 2 Control 6 6 6 6 6 6 0
Phenylurea 400 mg/kg 6 6 6 6 6 6 6 0
Values are expressed as the number of animals. Visual reactivity: approach response.

Category : The category number observed in each item. Touch reactivity: touch response.
Auditory reactivity: response to Galton's whistle.
Week 4 : Week 4 of administration. Pain reactivity: tail pinch response.
R-Week 2 : Week 2 of recovery. Proprioceptive reactivity: returning from enforced posture.

Righting reflex: landing performance from 30 cm above.

[ T+ : Significantly different from the control group at p=0.05 (Mann-Whitney's U-test).



Table 10  Functional observation of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Phenylurea (SR06110)
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Number Reactivity Righting
of Visual Touch Auditory Pain Proprioceptive reflex
Period  Group animals  Category 4 2 1 2 1 1 2
Week 4 Control 12 12 12 12 12 12 12 0
Phenylurea 100 mg/kg 6 6 6 6 6 6 0
Phenylurea 200 mg/kg 6 6 6 6 6 6 0
Phenylurea 400 mg/kg 12 12 12 12 12 12 [ 6 :l +
R-Week 2 Control 6 6 6 6 6 6 0
Phenylurea 400 mg/kg 6 6 6 6 6 6 6 0
Values are expressed as the number of animals. Visual reactivity: approach response.

Category : The category number observed in each item. Touch reactivity: touch response.
Auditory reactivity: response to Galton's whistle.
Week 4 : Week 4 of administration. Pain reactivity: tail pinch response.
R-Week 2 : Week 2 of recovery. Proprioceptive reactivity: returning from enforced posture.

Righting reflex: landing performance from 30 cm above.

[ T+ : Significantly different from the control group at p=0.05 (Mann-Whitney's U-test).
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Table 11 Grip strength and motor activity measurements of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Phenylurea (SR06110)

Number Grip strength
of Forelimb  Hindlimb Motor activity measurements (count)
Period Group animals (g) (g) 0'-10’ 10'-20' 20'-30' 30'-40' 40'-50' 50'-60' Total
Week 4 Control 12 Mean 1096.03 498.25 506.8 357.0 225.3 1542 86.3 76.3 1405.8
SD. 100.14 53.52 138.0 127.5 113.9 94.1 95.5 55.5 516.7
Phenylurea 100 mg/kg 6 Mean 1105.50 496.37 318.0 231.2 1243 77.7 9.8+ 2.3++  763.3%
S.D. 91.51 46.85 183.9 1322 96.6 66.1 222 5.7 316.1
Phenylurea 200 mg/kg 6 Mean 1012.47 503.28 4925 337.0 2332 1422 41.5 62.3 1308.7
S.D. 80.90 58.76 162.8 152.1 149.9 101.9 60.8 97.1 588.7
Phenylurca 400 mg/kg 12 Mecan  950.69%*  434.07 333.3* 151.3%* WA 20.9%* 2.3++ 10.3++  589.7%*
SD. 11732 80.70 157.1 177.3 113.7 474 5.6 343 443.6
R-week 2 Control 6 Mean 1481.55 564.27 638.3 389.7 267.2 175.3 1032 633 1637.0
S.D. 80.69 67.97 234.7 176.0 2344 117.8 161.6 71.7 909.1
Phenylurea 400 mg/kg 6 Mean 1448.33 589.27 620.0 485.2 238.3 122.2 315 41.2 1538.3
S.D. 74.35 66.72 200.5 157.9 72.5 151.5 57.7 55.9 6233

Week 4 : Week 4 of administration.
R-week 2 : Week 2 of recovery.

* : Significantly different from the control group at p=0.05 (Dunnett's procedure).

** . Significantly different from the control group at p=0.01 (Dunnett's procedure).
+ : Significantly different from the control group at p=0.05 (Mann-Whitney's U-test).
++ : Significantly different from the control group at p=0.01 (Mann-Whitney's U-test).
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Table 12 Grip strength and motor activity measurements of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Phenylurea (SR06110)

Number Grip strength
of Forelimb  Hindlimb Motor activity measurements (count)
Period Group animals (g) (g) 0'-10' 10'-20' 20'-30' 30'-40' 40'-50' 50'-60' Total
Week 4 Control 12 Mean  920.81 405.67 670.1 522.8 396.3 284.1 220.0 144.8 2238.1
S.D. 41.85 42.11 278.4 262.3 268.9 156.7 197.9 108.9 1046.0
Phenylurea 100 mg/kg 6 Mean  903.33 415.90 8323 567.7 348.8 259.2 125.0 210.3 23433
S.D. 92.86 42.44 146.8 188.9 110.6 1244 140.1 170.8 474.5
Phenylurea 200 mg/kg 6 Mean 91598 423.88 599.3 377.8 247.7 159.3 51.3+ 23.0++ 14585
S.D. 83.19 41.11 278.5 201.5 139.8 1247 58.9 444 733.6
Phenylurca 400 mg/kg 12 Mean  733.34++  305.11++ 448.0 229.8%*  126.9%* 60.9%*  399++  42.8++ 948.4%*
SD. 14580 94.38 162.1 160.9 140.7 71.7 47.1 68.7 512.1
R-week 2 Control 6 Mean 1163.90 457.90 675.8 576.0 323.7 2322 270.3 177.2 22552
S.D. 67.72 39.08 277.3 327.0 274.9 2493 272.8 129.1 1434.0
Phenylurea 400 mg/kg 6 Mean 1111.88 447.88 648.7 488.8 238.8 238.7 2142 1043 19335
S.D. 57.96 26.13 141.0 1523 97.1 138.0 133.6 107.9 459.2

Week 4 : Week 4 of administration.
R-week 2 : Week 2 of recovery.

* : Significantly different from the control group at p=0.05 (Dunnett's procedure).

** . Significantly different from the control group at p=0.01 (Dunnett's procedure).
+ : Significantly different from the control group at p=0.05 (Mann-Whitney's U-test).

++ : Significantly different from the control group at p=0.01 (Mann-Whitney's U-test).
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Table 13 Body weight of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Phenylurea (SR06110)

Number Body weight (g) Body weight gain Body weight (g) Body weight gain
of Administration period (day) 1-28 Recovery period (day) 0-14
Group animals 1 7 14 21 28 g % 7 14 g %
(6) (6) Q) Q)
Control 12 Mean  158.8 209.9 267.4 321.7 359.9 2012 126478 395.7 428.2 72.5 20.587
S.D. 6.2 13.2 17.5 24.8 29.3 244 12.346 35.1 35.6 8.4 3.490
Phenylurea 100 mg/kg 6 Mean 161.7 213.7 272.2 327.5 366.2 2045 126.327 - - - -
S.D. 7.1 14.6 25.8 28.0 31.5 26.5 13.368 - - - -
Phenylurea 200 mg/kg 6 Mean 1595 211.0 272.5 327.5 367.3 207.8  130.110 - - - -
S.D. 6.7 14.9 24.5 32.6 40.2 36.5 20.618 - - - -
(6) (6) Q) Q)
Phenylurea 400 mg/kg 12 Mean 1594 189.2%* 242 4**  284.8**  3]10.3** 150.9%*%  94.598++ 365.5 402.7 83.3 26.152%*
S.D. 5.4 9.2 104 13.9 174 134 6.821 14.7 16.5 14.3 4.796

Values in parentheses are number of animals.

Recovery day 0 is administration day 28.

* : Significantly different from the control group at p =0.05 (Dunnett's procedure).

** : Significantly different from the control group at p =0.01 (Dunnett's procedure).

++ : Significantly different from the control group at p =0.01 (Mann-Whitney's U-test).

- : Blank value.
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Table 14  Body weight of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Phenylurea (SR06110)

Number Body weight (g) Body weight gain Body weight (g) Body weight gain
of Administration period (day) 1-28 Recovery period (day) 0-14

Group animals 1 7 14 21 28 g % 7 14 g %

(6) (6) (6) (6)
Control 12 Mean 128.0 155.3 176.8 199.9 221.1 93.1 72.582 242.8 259.0 338 14910
S.D. 5.3 9.8 14.4 16.5 18.3 14.7 9.991 18.6 224 7.3 2.217
Phenylurea 100 mg/kg 6 Mean 1278 152.5 173.3 194.5 206.5 78.7 61.503* - - - -
S.D. 49 7.9 11.5 13.8 13.5 10.8 7.836 - - - -
Phenylurea 200 mg/kg 6 Mean 1285 157.5 182.7 202.3 219.8 91.3 71.100 - - - -
S.D. 5.1 53 6.9 7.5 11.8 9.4 7.205 - - - -

(6) (6) (6) Q)
Phenylurea 400 mg/kg 12 Mean 127.7 145.1%* 168.4 188.8 205.3* 77.6%  60.741%* 2333 247.5 38.0 18.140
S.D. 5.0 8.5 13.2 12.9 13.6 10.9 8.094 16.0 15.3 8.9 4.305

Values in parentheses are number of animals.

Recovery day 0 is administration day 28.

* : Significantly different from the control group at p =0.05 (Dunnett's procedure).

** - Significantly different from the control group at p =0.01 (Dunnett's procedure).

- : Blank value.



Table 15 Food consumption of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Phenylurea (SR06110)
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Number Food consumption (g/rat/day)
of Administration period (day) Recovery period (day)
Group animals 1 7 14 21 28 7 14
(6) (6)
Control 12 Mean  20.75 20.38 20.89 21.20 19.53 25.48 27.87
S.D. 1.66 2.04 2.08 2.26 2.09 2.49 1.78
Phenylurea 100 mg/kg 6 Mean  21.00 20.68 21.38 21.90 20.03 - -
S.D. 1.79 1.42 2.32 2.30 1.14 - -
Phenylurea 200 mg/kg 6  Mean  21.50 20.15 21.97 22.30 21.25 - -
S.D. 1.64 2.48 2.97 3.11 2.98 - -
(6) (6)
Phenylurea 400 mg/kg 12 Mean  19.92 15.17**%  19.15 19.41 18.01 24.07 27.07
S.D. 1.24 1.68 1.32 1.59 1.41 2.09 2.54

Values in parentheses are number of animals.

Recovery day 0 is administration day 28.

** : Significantly different from the control group at p =0.01 (Dunnett's procedure).
- : Blank value.



Table 16 Food consumption of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Phenylurea (SR06110)
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Number Food consumption (g/rat/day)
of Administration period (day) Recovery period (day)
Group animals 1 7 14 21 28 7 14
(6) (6)
Control 12 Mean 17.00 14.73 14.05 13.93 14.51 18.37 20.65
S.D. 1.04 1.46 1.64 1.74 1.94 2.21 3.11
Phenylurea 100 mg/kg 6  Mean 16.50 14.70 13.63 13.07 12.55 - -
S.D. 1.76 1.49 1.42 1.73 1.77 - -
Phenylurea 200 mg/kg 6  Mean 17.00 14.80 14.82 14.15 14.48 - -
S.D. 2.19 0.57 1.23 0.85 1.36 - -
(6) (6)
Phenylurea 400 mg/kg 12 Mean  16.08 12.30%*  13.53 13.74 13.88 18.72 20.45
S.D. 1.16 1.51 1.59 1.10 1.37 1.00 1.32

Values in parentheses are number of animals.

Recovery day 0 is administration day 28.

** : Significantly different from the control group at p =0.01 (Dunnett's procedure).
- : Blank value.
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Table 17  Urinary findings of male rats in 28-day repeated dose oral toxicity test of Phenylurea (SR06110)

Number Ketone Urobili- Bili-
of pH Protein Glucose body nogen rubin
Group animals 60 65 7.0 75 80 85 - + + ++ - - 0.1 EU/dL -
Control 12 | 1 1 0 2 7 0 0 5 7 12 12 12 12
Phenylurea 100 mg/kg 6 0 1 0 0 1 4 0 0 4 2 6 6 6 6
Phenylurea 200 mg/kg 6 0 0 0 1 1 4 0 1 3 2 6 6 6 6
Phenylurea 400 mg/kg 12 0 1 1 2 5 3 0 0 7 5 12 12 12 12
Urine
Number Occult Specific gravity volume
of blood Color 1.021- 1.031- 1.041- 1.051 = (mL/21hr, Others
Group animals - + A 1.030 1.040 1.050 mean+S.D.) DG
Control 12 11 1 12 1 2 4 5 8.88 +3.86 #
Phenylurea 100 mg/kg 6 5 1 6 0 0 2 4 8.00+1.87 2
Phenylurea 200 mg/kg 6 6 0 6 0 1 3 2 9.67+3.57 l
Phenylurea 400 mg/kg 12 11 1 12 1 4 3 4 11.21 £3.71 11

Values are number of animals with findings.

- ; Normal, + ; Slight, + ; Moderate, ++ ; Severe.

Color : A; Pale yellow or yellow.

Others : Color of cumulated urine, DG ; Dark greenish appearance.  # : Blank value.



_69_

Table 18

Urinary findings of female rats in 28-day repeated dose oral toxicity test of Phenylurea (SR06110)

Number Ketone Urobili- Bili-
of pH Protein Glucose body nogen rubin
Group animals 60 65 7.0 75 80 85 - + + ++ - - 0.1 EU/dL -
Control 12 0 0 0 1 6 5 | 3 6 2 12 12 12 12
Phenylurea 100 mg/kg 6 2 1 1 0 0 2 [ 0 0 2 4 :|+ 6 6 6 6
Phenylurea 200 mg/kg 6 1 0 0 2 2 1 0 2 2 2 6 6 6 6
Phenylurea 400 mg/kg 12 | 0 4 1 2 4 5 2 2 3 12 12 12 12
Urine
Number Occult Specific gravity volume
of blood Color 1.000- 1.011- 1.021- 1.031- 1.041- 1.051 = (mL/21hr, Others
Group animals - + A 1.010 1.020 1.030 1.040 1.050 mean+S.D.) DG
Control 12 12 0 12 0 1 0 4 3 4 929+ 6.76 #
Phenylurea 100 mg/kg 6 6 0 6 0 0 1 1 3 1 6.58+ 2.01 2
Phenylurea 200 mg/kg 6 6 0 6 l 0 l 1 2 1 17.92 +20.24 1
Phenylurea 400 mg/kg 12 11 1 12 0 2 4 2 1 3 18.29+15.33 3

Values are number of animals with findings.

- ; Normal, +; Slight, + ; Moderate, ++ ; Severe.

Color : A; Pale yellow or yellow.

Others : Color of cumulated urine, DG ; Dark greenish appearance.
[ 1+ : Significantly different from the control group at p =0.05 (Mann-Whitney's U-test).

# : Blank value.
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Table 19  Urinary findings of male rats in 14-day recovery test following 28-day repeated oral dose of Phenylurea (SR06110)

Number Ketone Urobili- Bili- Occult
of pH Protein Glucose body nogen rubin blood
Group animals 8.5 - + + ++ - - 0.1 EU/dL - - +
Control 6 6 0 0 3 3 6 6 6 6 3 3
Phenylurea 400 mg/kg 6 6 0 0 5 1 6 6 6 6 6 0
Urine
Number Specific gravity volume
of Color 1.031- 1.041- 1.051 = (mL/21hr,
Group animals A 1.040 1.050 mean+S.D.)
Control 6 6 3 1 2 14.50 + 491
Phenylurea 400 mg/kg 6 6 4 0 2 13.42 +£3.68

Values are number of animals with findings.
- ; Normal, + ; Slight, + ; Moderate, ++ ; Severe.
Color : A; Pale yellow or yellow.
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Table 20 Urinary findings of female rats in 14-day recovery test following 28-day repeated oral dose of Phenylurea (SR06110)

Number Ketone Urobili- Bili- Occult
of pH Protein Glucose body nogen rubin blood
Group animals 7.5 80 85 - + + ++ - - 0.1 EU/dL - - +
Control 6 1 2 3 1 2 2 1 6 6 6 6 6 0
Phenylurea 400 mg/kg 6 0 0 6 0 3 l 2 6 6 6 6 5 1
Urine
Number Specific gravity volume
of Color 1.000- 1.011- 1.021- 1.031- 1.041- 1.051= (mL/21hr,
Group animals A 1.010 1.020 1.030 1.040 1.050 mean+S.D.)
Control 6 6 1 0 0 2 0 3 22.00 + 27.83
Phenylurea 400 mg/kg 6 6 0 1 0 2 2 1 20.33 £22.78

Values are number of animals with findings.
- ; Normal, + ; Slight, + ; Moderate, ++ ; Severe.
Color : A; Pale yellow or yellow.
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Table 21  Hematological findings of male rats in 28-day repeated dose oral toxicity test of Phenylurea (SR06110)

Number
of RBC Ht Hb MCV MCH MCHC WBC Platelet
Group animals 10%uL % g/dL fL pg g/dL 10%/uL 10%/uL
Control 6 Mean 785.7 45.25 16.10 57.63 20.52 35.58 132.7 123.35
S.D. 39.2 1.66 0.55 1.30 0.45 0.47 30.2 6.18
Phenylurea 100 mg/kg 6 Mean 822.8 48.03% 16.85 58.33 20.48 35.10 153.8 107.27
S.D. 19.0 2.11 0.62 1.48 0.41 0.58 369 41.03
Phenylurea 200 mg/kg 6 Mean 783.0 46.55 16.73 59.53 21.42 35.98 139.7 121.48
S.D. 44.7 1.65 0.52 2.11 1.06 0.60 36.0 3.54
Phenylurea 400 mg/kg 6 Mean 781.5 47.87 16.87 61.28**  21.58 35.22 104.2 110.57
S.D. 312 1.95 0.70 2.13 0.80 0.50 13.1 11.23
Number Reticulo- Differential count of WBC %
of cyte PT APTT Neutrophil Lympho-
Group animals %0 sec sec Stab form Segmented Eosinophil Basophil Monocyte cyte Others
Control 6 Mean 323 17.55 24.97 1.27 10.20 0.67 0.00 2.27 85.60 0.00
S.D. 4.4 1.32 2.19 0.39 2.87 0.33 0.00 0.48 3.31 0.00
Phenylurea 100 mg/kg 6 Mean 27.8 18.07 25.27 0.80 12.47 0.47 0.00 2.60 83.67 0.00
S.D. 5.8 2.84 3.36 0.67 4.44 0.30 0.00 0.90 5.17 0.00
Phenylurea 200 mg/kg 6 Mean 30.0 16.68 23.62 0.80 8.20 033 0.00 2.80 87.87 0.00
S.D. 5.7 1.22 2.87 0.57 2.73 0.30 0.00 1.60 3.40 0.00
Phenylurea 400 mg/kg 6 Mean 21.8% 18.62 27.05 0.53 10.13 047 0.00 2.20 86.67 0.00
S.D. 9.0 2.89 3.42 0.33 6.80 0.30 0.00 0.66 7.29 0.00

* . Significantly different from the control group at p =0.05 (Dunnett's procedure).

** - Significantly different from the control group at p=10.01 (Dunnett's procedure).
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Table 22 Hematological findings of female rats in 28-day repeated dose oral toxicity test of Phenylurea (SR06110)

Number
of RBC Ht Hb MCV MCH MCHC WBC Platelet
Group animals 10%uL % g/dL fL pg g/dL 10%/uL 10%/uL
Control 6 Mean 809.0 45.60 16.67 56.43 20.67 36.58 87.3 126.22
S.D. 62.9 2.72 0.70 1.51 0.77 0.63 325 9.55
Phenylurea 100 mg/kg 6 Mean 806.5 45.97 16.85 57.00 20.88 36.63 91.5 119.92
S.D. 12.6 0.96 0.45 0.68 0.44 0.36 24.1 12.64
Phenylurea 200 mg/kg 6 Mean 800.8 4542 16.82 56.73 21.00 37.03 105.5 135.02
S.D. 274 1.60 0.49 1.82 0.50 043 38.8 11.20
Phenylurea 400 mg/kg 6 Mean 765.3 44.68 16.40 58.43 21.43 36.68 85.3 123.35
S.D. 343 1.55 0.73 2.73 1.23 0.49 30.0 24.00
Number Reticulo- Differential count of WBC %
of cyte PT APTT Neutrophil Lympho-
Group animals %0 sec sec Stab form Segmented Eosinophil Basophil Monocyte cyte Others
Control 6 Mean 26.8 16.28 19.28 1.00 12.47 0.67 0.00 1.73 84.13 0.00
S.D. 1.7 0.78 2.18 0.55 4.42 0.41 0.00 1.03 4.79 0.00
Phenylurea 100 mg/kg 6 Mean 19.8+ 16.67 19.12 1.20 13.87 0.73 0.00 1.67 82.53 0.00
S.D. 5.2 0.48 1.53 0.51 3.60 0.64 0.00 0.99 422 0.00
Phenylurea 200 mg/kg 6 Mean 25.0 16.53 18.83 1.00 11.20 1.20 0.00 2.40 84.20 0.00
S.D. 2.3 0.44 1.21 0.33 4.97 0.80 0.00 0.95 6.22 0.00
Phenylurea 400 mg/kg 6 Mean 30.7 16.43 19.88 0.67 7.73 0.53 0.00 1.80 89.27 0.00
S.D. 8.1 0.63 1.52 0.21 2.46 0.33 0.00 1.28 2.39 0.00

+ : Significantly different from the control group at p = 0.05 (Mann-Whitney's U-test).
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Table 23  Hematological findings of male rats in 14-day recovery test following 28-day repeated oral dose of Phenylurea (SR06110)
Number
of RBC Ht Hb MCV MCH MCHC WBC Platelet
Group animals 10%uL % g/dL L pg g/dL 10%/uL 10%/uL
Control 6 Mean 846.2 46.18 16.78 54.58 19.83 36.35 155.7 121.38
S.D. 19.5 1.94 0.46 1.47 0.37 0.79 332 17.31
Phenylurea 400 mg/kg 6 Mean 818.3% 46.92 17.02 57.38% 20.80**  36.27 145.8 106.95
S.D. 22.0 0.87 0.19 1.88 0.52 0.64 23.3 13.46
Number Reticulo- Differential count of WBC %
of cyte PT APTT Neutrophil Lympho-
Group animals %0 sec sec Stab form Segmented Eosinophil Basophil Monocyte cyte Others
Control 6 Mean 24.2 19.30 27.17 0.53 8.87 0.53 0.00 0.87 89.20 0.00
S.D. 39 0.85 1.45 0.60 3.12 0.48 0.00 0.78 3.65 0.00
Phenylurea 400 mg/kg 6 Mean 26.3 20.08 28.98 1.00 8.40 0.87 0.00 0.93 88.80 0.00
S.D. 2.5 3.19 433 0.55 4.94 0.93 0.00 0.74 5.37 0.00

* : Significantly different from the control group at p=10.05 (Dunnett's procedure).
** . Significantly different from the control group at p=0.01 (Dunnett's procedure).
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Table 24  Hematological findings of female rats in 14-day recovery test following 28-day repeated oral dose of Phenylurea (SR06110)

Number
of RBC Ht Hb MCV MCH MCHC WBC Platelet
Group animals 10%uL % g/dL L pg g/dL 10%/uL 10%/uL
Control 6 Mean 798.0 43.40 16.18 54.40 20.30 37.32 82.3 127.10
S.D. 41.0 2.16 0.67 1.62 0.50 0.59 16.6 15.26
Phenylurea 400 mg/kg 6 Mean 769.5 42.87 16.10 55.78 20.95 37.55 73.5 118.05
S.D. 37.8 1.06 0.39 1.91 0.90 0.54 14.4 21.07
Number Reticulo- Differential count of WBC %
of cyte PT APTT Neutrophil Lympho-
Group animals %0 sec sec Stab form Segmented Eosinophil Basophil Monocyte cyte Others
Control 6 Mean 25.0 17.98 20.12 0.93 12.53 1.07 0.00 0.73 84.73 0.00
S.D. 4.6 1.11 1.44 0.48 2.08 0.86 0.00 0.64 2.23 0.00
Phenylurea 400 mg/kg 6 Mean 22.7 17.33 19.38 1.00 10.60 0.53 0.00 0.47 87.40 0.00
S.D. 5.0 0.88 1.48 0.79 5.16 0.55 0.00 0.47 5.27 0.00
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Table 25 Biochemical findings of male rats in 28-day repeated dose oral toxicity test of Phenylurea (SR06110)

Number Protein fraction %
of TP Albumin A/G Globulin AST ALT ALP v-GTP T-Bil
Group animals g/dL g/dL ratio Albumin o, oy B Y TU/L IU/L IU/L IU/L mg/dL
Control 6 Mean 5.45 2.950 1.183 54.20 19.60 7.23 15.57 3.40 62.3 24.0 744.0 0.65 0.047
S.D. 0.15 0.129 0.059 1.25 1.86 0.46 0.96 1.05 8.1 39 186.7 0.19 0.012
Phenylurea 100 mg/kg 6 Mean 5.50 3.073 1.270 55.95 18.13 7.30 15.37 3.25 61.3 25.7 776.2 0.87 0.057
S.D. 0.18 0.096 0.045 0.87 1.32 0.74 0.65 0.37 4.5 34 1523 041 0.024
Phenylurea 200 mg/kg 6 Mean 5.32 3.008 1.310% 56.70* 18.25 7.53 14.65 2.87 63.3 33.2%%  832.8 0.82 0.043
S.D. 0.13 0.075 0.092 1.73 1.99 0.40 0.74 0.52 5.0 23 227.5 0.19 0.010
Phenylurca 400 mg/kg 6 Mean 5.42 3.177%%  1.430%*  58.78*%  15.90** 7.55 14.18* 3.58 67.3 38.0%* 1210.2% 0.87 0.078%
S.D. 0.29 0.137 0.110 1.86 2.27 0.79 0.68 0.56 6.9 6.2 380.8 0.08 0.025
Number
of Glucose T-Cho TG UN Crea Na K Cl Ca P
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mEg/L mEg/L mEq/L mg/dL mg/dL
Control 6 Mean 161.7 61.0 47.8 9.28 0.497 140.8 4.980 103.3 9.75 8.73
S.D. 10.9 14.3 22.0 1.54 0.040 1.7 0.344 1.0 0.23 0.47
Phenylurea 100 mg/kg 6 Mean 163.5 57.8 45.7 8.68 0.517 142.5 4.883 104.7 9.78 8.58
S.D. 16.2 8.5 9.8 0.93 0.034 1.4 0.461 0.8 0.38 0.63
Phenylurea 200 mg/kg 6 Mean 167.0 62.3 44.0 9.13 0.485 141.5 4.892 104.7 9.55 8.60
S.D. 10.8 13.7 15.9 1.40 0.023 0.8 0.264 0.8 0.31 0.82
Phenylurca 400 mg/kg 6 Mecan 154.5 62.0 51.5 11.97* 0.493 141.7 4.812 105.0* 9.58 9.87%
S.D. 11.5 16.9 26.2 2.21 0.037 1.0 0.320 1.3 0.12 0.76

* . Significantly different from the control group at p =0.05 (Dunnett's procedure).
** : Significantly different from the control group at p =0.01 (Dunnctt's procedurc).
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Table 26  Biochemical findings of female rats in 28-day repeated dose oral toxicity test of Phenylurea (SR06110)

Number Protein fraction %
of TP Albumin A/G Globulin AST ALT ALP v-GTP T-Bil
Group animals g/dL g/dL ratio Albumin o, oy B Y TU/L IU/L IU/L IU/L mg/dL
Control 6 Mean 572 3.258 1.332 56.93 17.07 6.32 15.47 4.22 57.5 20.5 498.2 0.70 0.047
S.D. 0.16 0.226 0.154 2.77 1.31 0.53 221 0.67 14.6 39 161.5 0.13 0.012
Phenylurea 100 mg/kg 6 Mcan 597 3.452 1.372 57.87 17.10 5.77 14.33 493 59.2 19.7 407.0 0.72 0.053
S.D. 0.28 0.161 0.075 1.34 1.62 0.53 1.40 1.49 4.4 2.7 733 0.26 0.008
Phenylurea 200 mg/kg 6 Mean 5.77 3.347 1.392 58.13 17.15 6.27 14.52 393 56.5 20.5 501.2 0.95 0.050
S.D. 0.30 0.133 0.129 2.30 1.79 041 0.93 0.67 5.6 4.0 146.1 0.19 0.009
Phenylurca 400 mg/kg 6 Mean 5.65 3.190 1.318 56.60 15.77 7.30%*%  15.72 4.62 62.3 23.7 544.3 1.13%%  0.057
S.D. 0.31 0.154 0.170 3.26 2.38 0.55 1.63 1.11 8.5 5.2 174.4 0.20 0.014
Number
of Glucose T-Cho TG UN Crea Na K Cl Ca P
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mEg/L mEg/L mEq/L mg/dL mg/dL
Control 6 Mean 125.3 67.0 24.7 10.82 0.512 142.3 4.620 103.3 9.90 8.30
S.D. 17.2 16.4 18.7 1.42 0.017 1.5 0.489 2.1 0.24 0.40
Phenylurea 100 mg/kg 6 Mean 1235 63.8 12.8 12.27 0.527 141.5 4.448 104.0 9.83 7.98
S.D. 20.2 19.5 7.8 1.71 0.033 1.4 0.157 0.9 0.33 0.43
Phenylurea 200 mg/kg 6 Mean 131.0 64.3 23.8 12.53 0.537 140.2* 4.530 101.2 9.83 8.10
S.D. 19.7 17.2 20.8 1.35 0.027 1.0 0.326 2.1 0.37 0.46
Phenylurca 400 mg/kg 6 Mecan 137.5 63.3 13.2 11.67 0.517 142.0 4.543 103.5 9.83 8.73
S.D. 27.3 9.4 4.5 1.25 0.027 1.5 0.502 23 0.37 0.83

* . Significantly different from the control group at p =0.05 (Dunnett's procedure).
** : Significantly different from the control group at p =0.01 (Dunnctt's procedurc).
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Table 27  Biochemical findings of male rats in 14-day recovery test following 28-day repeated oral dose of Phenylurea (SR06110)

Number Protein fraction %
of TP Albumin A/G Globulin AST ALT ALP v-GTP T-Bil
Group animals g/dL g/dL ratio Albumin o, oy B Y TU/L IU/L IU/L IU/L mg/dL
Control 6 Mean 5.78 2.943 1.042 50.92 23.05 6.07 15.87 4.10 62.0 24.0 508.5 0.87 0.057
S.D. 0.21 0.151 0.122 2.87 3.02 0.52 0.69 0.75 5.9 33 1159 0.19 0.008
Phenylurea 400 mg/kg 6 Mean 5.48* 2.895 1.122 52.78 21.63 6.37 15.12 4.10 63.8 28.2 461.3 0.83 0.070
S.D. 0.17 0.097 0.081 1.76 1.46 0.49 0.45 0.48 5.5 5.8 51.2 0.20 0.021
Number
of Glucose T-Cho TG UN Crea Na K Cl Ca 1P
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mEq/L mEq/L mEgqg/L mg/dL mg/dL
Control 6 Mean 169.0 61.8 40.0 13.68 0.508 141.3 4917 103.7 9.62 7.52
S.D. 14.0 9.3 9.8 1.61 0.035 0.5 0.304 1.6 0.25 0.40
Phenylurca 400 mg/kg 6 Mecan 152.2% 57.2 37.5 13.37 0.518 141.3 4.908 104.5 9.53 7.83
S.D. 1.7 6.4 153 0.82 0.035 1.2 0.284 0.5 023 0.28

* . Significantly different from the control group at p =0.05 (Dunnett's procedure).
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Table 28  Biochemical findings of female rats in 14-day recovery test following 28-day repeated oral dose of Phenylurea (SR06110)

Number Protein fraction %
of TP Albumin A/G Globulin AST ALT ALP v-GTP T-Bil
Group animals g/dL g/dL ratio Albumin o, oy B Y TU/L IU/L IU/L IU/L mg/dL
Control 6 Mean 5.90 3.328 1.292 56.35 19.65 5.23 13.90 4.87 58.8 20.0 240.7 1.08 0.083
S.D. 0.18 0.157 0.111 2.05 1.56 0.36 0.42 0.88 6.1 35 38.0 0.28 0.020
Phenylurea 400 mg/kg 6 Mean 6.08 3.388 1.262 55.70 20.00 5.17 14.13 5.00 59.8 21.8 289.0* 1.20 0.082
S.D. 0.41 0.311 0.110 2.08 0.95 0.54 1.14 0.30 2.6 34 25.0 0.36 0.008
Number
of Glucose T-Cho TG UN Crea Na K Cl Ca 1P
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mEq/L mEq/L mEgqg/L mg/dL mg/dL
Control 6 Mean 146.2 65.7 10.0 17.37 0.530 140.8 4.632 105.7 9.70 7.17
S.D. 17.1 11.4 5.1 2.06 0.035 1.2 0.344 1.5 0.28 0.37
Phenylurca 400 mg/kg 6 Mecan 127.2 63.2 10.0 16.93 0.552 141.5 4.508 105.3 9.75 7.13
S.D. 133 15.8 7.6 2.40 0.048 22 0.369 1.6 0.39 0.41

* . Significantly different from the control group at p =0.05 (Dunnett's procedure).
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Table 29  Gross findings of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Phenylurea (SR06110)

End of administration End of recovery
Phenylurea (mg/kg) Phenylurea (mg/kg)
Control 100 200 400 Control 400
Number of animals examined 6 6 6 6 6 6
No abnormal findings 6 6 6 6 6 5
Organ : Findings
Epididymis : Yellowish white patch, cauda, unilateral 0 0 0 0 0 1

Values are expressed as the number of animals.
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Table 30 Gross findings of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Phenylurea (SR06110)

End of administration End of recovery
Phenylurea (mg/kg) Phenylurea (mg/kg)
Control 100 200 400 Control 400
Number of animals examined 6 6 6 6 6 6
No abnormal findings 6 6 6 6 5 6
Organ : Findings
Thyroid : Aplasia, unilateral 0 0 0 0 1 0

Values are expressed as the number of animals.
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Table 31  Absolute and relative organ weights of male rats in 28-day repeated dose oral toxicity test of Phenylurea (SR06110)

Number Body
of weight Kidney Spleen Heart Brain Pituitary gland
Group animals g g % g % g % g % g % mg 107,
Control 6  Mean 3425 11.437 3.335 2.572 0.752 0.585 0.172 1.192 0.348 2.073 0.607 10.63 3.112
S.D. 22.8 1.163 0.233 0.234 0.055 0.090 0.026 0.051 0.018 0.096 0.023 1.82 0.524
Phenylurea 100 mg/kg 6  Mean 3440 11.593 3.367 2.670 0.775 0.662 0.192 1.215 0.355 2.057 0.600 11.22 3.223
S.D. 322 1.376 0.155 0.272 0.052 0.110 0.018 0.090 0.030 0.043 0.048 2.88 0.539
Phenylurea 200 mg/kg 6  Mean 3458 11.942 3.428 2.647 0.768 0.582 0.167 1.172 0.340 2.040 0.593 10.53 3.063
S.D. 415 2314 0.276 0.343 0.049 0.126 0.029 0.161 0.029 0.121 0.073 1.25 0.391
Phenylurea 400 mg/kg 6  Mean 281.7** §.687++ 3.085 2.337 0.830 0453 0.160 0.977++ 0345 2.015 0.717++ 10.43 3.697
S.D. 18.0 0.521 0.052 0212 0.070 0.034 0.017 0.055 0.014 0.096 0.015 1.82 0.540
Number
of Thymus Thyroid Adrenal Testis Epididymis Prostate Seminal vesicle
Group animals mg 10°% mg 10°% mg 10°% g % g % mg 10°% g %
Control 6 Mean 5260 153.685 18.17 5.300 56.7 16.590 2.927 0.857 0.718 0212 417.8 122.900 1.203 0.352
S.D. 80.3 21.193 2.73 0.620 54 1.749 0.183 0.091 0.077 0.025 43.1 19.790 0.182 0.054
Phenylurca 100 mg/kg 6 Mean 6388 188.687 18.25 5.347 55.8 16.200 2.950 0.863 0.760 0.222 450.0 129.208 1.193 0.348
S.D. 113.8 44.405 1.89 0.772 9.9 2.280 0.151 0.080 0.080 0.033 135.2 29.899 0.173 0.037
Phenylurea 200 mg/kg 6 Mean 5352 154.300 16.95 4923 46.7 13.582* 2.907 0.848 0.740 0217 422.7 122.877 1.167 0.342
S.D. 103.6 21.556 3.31 0.922 4.7 1.499 0222 0.104 0.063 0.035 54.0 14.991 0.051 0.045
Phenylurea 400 mg/kg 6  Mean 356.5*%* 126.485 14.97 5.340 48.3 17.135 2.827 1.003* 0.702 0.250 3523 125.540 0.908** 0323
S.D. 76.3 24.517 2.52 1.039 72 2.079 0.147 0.046 0.037 0.017 48.1 18.481 0.131 0.058

* : Significantly different from the control group at p=0.05 (Dunnett's prosedure).
** : Significantly different from the control group at p=0.01 (Dunnett's prosedure).

++ : Significantly different from the control group at p=0.01 (Mann-Whitney's U-test).
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Table 32 Absolute and relative organ weights of female rats in 28-day repeated dose oral toxicity test of Phenylurea (SR06110)

Number Body
of weight Kidney Spleen Heart Brain Pituitary gland
Group animals g g % g % g % g % g % mg 107,
Control 6 Mean 2042 6.533 3.193 1.592 0.782 0.407 0.198 0.762 0.372 1.877 0.927 11.60 5.682
S.D. 222 0.983 0.233 0.135 0.036 0.076 0.025 0.110 0.020 0.058 0.087 1.62 0.422
Phenylurea 100 mg/kg 6 Mean 196.3 6.183 3.155 1.483 0.755 0.402 0.205 0.730 0.372 1.882 0.958 11.62 5917
S.D. 11.1 0.290 0.120 0.171 0.072 0.041 0.024 0.052 0.023 0.063 0.043 1.43 0.658
Phenylurea 200 mg/kg 6 Mean 206.2 7.000 3.393 1.657 0.800 0.430 0.208 0.775 0.375 1.903 0.927 11.43 5.557
S.D. 11.9 0.621 0.179 0.140 0.030 0.057 0.025 0.050 0.018 0.044 0.063 1.30 0.646
Phenylurea 400 mg/kg 6 Mean 190.3 6.450 3.387 1.593 0.837 0.348 0.185 0.713 0.377 1.850 0.978 11.18 5.868
S.D. 14.5 0.706 0.187 0.209 0.106 0.059 0.030 0.055 0.031 0.081 0.105 1.43 0.498
Number
of Thymus Thyroid Adrenal Ovary Uterus
Group animals mg 107% mg 107% mg 107% mg 107% g %
Control 6 Mean 419.5  204.643 13.35 6.442 63.8 31.452 89.5 43.838 0.567 0.282
S.D. 80.1 27.029 3.92 1.258 10.1 5.222 12.8 4238 0.199 0.113
Phenylurca 100 mg/kg 6 Mean 4230 214.788 12.57 6.385 572 29.045 83.7 42.453 0.383 0.198
S.D. 99.9 47.020 1.39 0.368 7.1 2.224 13.5 4.936 0.211 0.108
Phenylurca 200 mg/kg 6 Mean 523.0 253.592 12.80 6.253 61.5 29.903 93.5 45.652 0.385 0.187+
S.D. 122.6 57.762 1.93 1.170 58 3.142 18.1 9.908 0.065 0.028
Phenylurca 400 mg/kg 6 Mean 337.7  175.563 13.05 6.797 60.7 31.920 82.5 43.550 0.460 0.238
S.D. 106.8 48.195 3.69 1.540 6.3 2.953 10.4 6.433 0.252 0.113

+ : Significantly different from the control group at p=0.05 (Mann-Whitney's U-test).
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Table 33

Absolute and relative organ weights of male rats in 14-day recovery test following 28-day repeated oral dose of Phenylurea (SR06110)

Number Body
of weight Liver Kidney Spleen Heart Brain Pituitary gland
Group animals g g % g % g % g % g % mg 107,
Control 6  Mean 391.0 12.160 3.102 2.970 0.760 0.708 0.183 1.347 0.345 2.085 0.537 12.35 3.137
S.D. 35.0 1.716 0.243 0.445 0.074 0.109 0.034 0.125 0.025 0.088 0.039 2.93 0.565
Phenylurea 400 mg/kg 6  Mean 367.8 10.428* 2.837* 2.683 0.727 0.688 0.185 1.323 0.360 2.087 0.568 11.65 3.167
S.D. 15.7 0.734 0.150 0.252 0.049 0.162 0.034 0.156 0.046 0.089 0.025 1.16 0.275
Number
of Thymus Thyroid Adrenal Testis Epididymis Prostate Seminal vesicle
Group animals mg 107°% mg 10°% mg 107% g % g % mg 107% g %
Control 6 Mean 4865 124.628 19.37 4.998 58.0 14.863 3.173 0.817 1.040 0.268 560.7 143.928 1.458 0.372
S.D. 99.7 23.734 4.04 1.199 1.5 2.667 0.234 0.086 0.091 0.031 53.4 13.577 0.187 0.047
Phenylurea 400 mg/kg 6 Mean 6052  163.987* 16.00 4355 542 14.760 3.108 0.847 1.025 0.280 506.0 137.468 1.317 0.358
S.D. 132.9 32.177 2.00 0.551 4.4 1.492 0.245 0.064 0.072 0.019 76.0 19.131 0.164 0.051

* : Significantly different from the control group at p=0.05 (Dunnett's prosedure).
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Table 34  Absolute and relative organ weights of female rats in 14-day recovery test following 28-day repeated oral dose of Phenylurea (SR06110)

Number Body
of weight Liver Kidney Spleen Heart Brain Pituitary gland
Group animals g g % g % g % g % g % mg 107,
Control 6 Mean 239.5 6.683 2.788 1.875 0.782 0.468 0.197 0.835 0.347 1.957 0.822 15.48 6.460
S.D. 229 0.837 0.171 0.294 0.060 0.040 0.015 0.088 0.018 0.076 0.067 1.79 0.354
Phenylurea 400 mg/kg 6 Mean 228.3 6.447 2.827 1.735 0.763 0423 0.185 0.835 0.368 2.028 0.890 13.58 5.947%
S.D. 13.9 0.349 0.122 0.062 0.054 0.039 0.021 0.049 0.030 0.073 0.052 1.10 0.303
Number
of Thymus Thyroid Adrenal Ovary Uterus
Group animals mg 107% mg 10°% mg 107% mg 107% g %
Control 6 Mean 507.8 212.838 13.88 5.757 72.3 30.212 87.8 37.105 0.610 0.250
S.D. 102.3 42212 3.82 1.299 9.8 2.840 6.4 5.847 0.237 0.078
Phenylurea 400 mg/kg 6 Mean 427.8 186.745 15.62 6.833 63.2 27.675 98.0 43.098 0.488 0.217
S.D. 88.8 34.119 2.96 1.178 54 1.840 10.7 5.841 0.134 0.056

*: Significantly different from the control group at p=0.05 (Dunnett's prosedure).



_9L_

Table 35 Histopathological findings of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Phenylurea (SR06110)

End of administration End of recovery
Phenylurca (mg/kg) Phenylurca (mg/kg)
Control 100 200 400 Control 400

Number of animals examined 6 0 0 6 6 6
Organ: Findings Grade

Lung: Accurmulation, foamy cell + 1 - - 2 0 0

Liver: Fatty change, periportal + 0 - - 0 1 0

Microgranuloma + 3 - - 0 4 1

++ 0 - - l 0 0

Kidney: Hyaline droplet, proximal tubular epithelium + 0 - - 0 1 1

Eosinophilic body, proximal tubular epithelium + 0 - - 0 1 1

Regeneration, tubular epithelium + 1 - - 0 1 1

Cyst + 0 - - 1 0 0

Epididymis: Granuloma, spermatic + 0 - - 0 0 2

Prostate: Cellular infiltration, inflammatory cell + 0 - - 0 2 1

Pituitary gland: Cyst, pars intermedia + 0 - - 0 1 0

Values are number of animals with findings.
-: Blank value.

Grade; +: slight change, ++: moderate change.



Table 36 Histopathological findings of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Phenylurea (SR06110)

End of administration End of recovery
Phenylurca (mg/kg) Phenylurca (mg/kg)
Control 100 200 400 Control 400

Number of animals examined 6 0 0 6 6 6
Organ: Findings Grade

Lung: Accurmulation, foamy cell + 1 - - 0 1 0

Mineralization, artery + 2 - - | 2 0

Liver: Fatty change, periportal + | - - 3 0 0

Microgranuloma + 3 - - 2 4 3

Kidney: Regeneration, tubular epithelium + 1 - - 0 0 0

Cellular infiltration, inflammatory cell + 0 - - 0 0 1

Mineralization, cortico-medullary junction + 1 - - 0 0 0

Cyst + 1 - - 0 0 0

_LL_

Values are number of animals with findings.
-: Blank value.

Grade; +: slight change.
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