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A EME RS SMO—BE LT N-ZFNT =) v OFEEFMT S 725, SDFE (Crj:CD(SD))
Sy MZEWHED 0 (EIENHR., fEESI2E) . 1 (K6IE) . 5 (H6IE) | 25 (HB6IE) KRUFI25 (&
1208) mg/kg/ QIR Z28AMICHIc - TROWE Uic, SRR 125 mg/kgB D HEHERBITIT DT .
148D OERABREST 5 /CHDEIEBITE T,

1 mg/kgBfiICH TR N-2F N7 REORREBBH oNE o720 5ng/kglf TIIFHRMIKE
DY MBERBRUENC 7Y v MEORD B ITHRICHIT ANEVT Y VIERTFRFEK
FESLENEOMAUEIC . 70 bo LY U EEOERIICED S, 25ng/kgBETIX . 5og/kglR T
EHo B HICBDSNIIh, A PNES o E Y RUBRAIREOMM .. RN/ N1 Y
INKIEL . RIS H1T 5 D - I PRIREH Y L KB L BHIC K1 B RFERARE MITEL RIS . Mk
AV LBRUOBBERONMMPMIC . FRICEGEANEDT Y B0 MSHIZRED Sz, 125ng
/RgBETIE . RMBRIKBERL DAYy MEOBABERIBREL/.HOO . ZDMOEARB LIS
LD, Sy MIBHOBRERTFT /—EE2E0. FRBREKBEA. 25EF0. ROBEA. FiK. §
. BROANEDTY L URBICLSREA. BMOIEKR . FFMICKIT 2 FRFERAMAEMBEOHM ., iE
BEYVIVE VRUA Y T LBOMAEREIC . /M. ME7 o7 Y VRUF MY T LEORY . TV
7 BOHM. AEHMMEENECICEEEORDNEICRED ohi,

D& SH75125 ng/kgBETRD SNIEALI . LEMOBEEHBICL Y . T bEE S 5 W IZESS
BAZRL. THPREEATHSI LR,

ULEDOEREMNS . N2 F)b7 2 VOELEFRIT ., K. FISFNRKISHTIERTHD . A MAE
Sob UvMEFFICENICHEIBMEBRNMNRRT LI ENA N EL -, T BEEE (NOEL) i
DWTIE. 1mg/kg/ A TH B EHEEEI NI,
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N—-xF /)7 =Y > (CAS No. 103-69-5) (2. A FEI12]. 18D HME~BHHBEAT . FHE R
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TH5B, /ERTHR, RKEELTHRBICAOWAEN - F VT =Y V2T L.

BEPMPRETH -1 EEMERLI (BB2) o
HEPE X N—FoUT72Y VEREEBICRART Z70O0BRBE LTERULALRT I ERE
RS JEFSAIBIEA VT,

2. Ry

4 BB DSDFR[Crj:CD(SDIISPFS v b2 BERF +— /LR » Y-k R hE)INBERATT HiRTI5FH
) »roBA (HEHERS2PE) U, 12-13HMHBRBRICHL S, T OMICREZT V. RENIERHFAT—
FAL RN R D BT /S i & 4200 % | Sl THIRICHE U7c . REMKFEOFAKE (KESEM 3. i
171€160-181) g, HE146(139-156) g TH »7%,

3. fH%M (HHI-5

HyomER. B, #E5ESLIUCEEMNEE S BE2223°C, BES£10% (RE - BEOREHE R
DEFS) | BMEEMEL LB (AT Ly a7 —AR) | BUI2IEM (FRT60F ST . 146
BEIHAT) IKBRE LN T =V RFLAWMET 27 LAREES — 2 (276¥x 426D %2000 (mm) ) <
1EFORBFLTIT -7, it (BFBELIERARIHY ., BRANS AMRA My s, oy M ES 93.
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XEic, BOEEREINZ. v IRV — ONDEHAMF ET U FEIZL DT,
. HYOMENREZB LT, MBREEDOEHEICHVELXRIZUCERLNIBEEROZ/LIZEYD
SN - T,

4. RREBOMBRRURSEORE (RHE)

WERE . MEMRERSIC L2 ABRERROER (BHE) 1I2E50T. 8EMOREREICL D
Wi & VS BB ORIATE S i 1250g/ke/ A AR EHAE . BUELBORBIED S NILT &S
PN Lug/kg/ BABAEE L. Sho0MBOMIZ25KUSNg/ke/ B OB R RERIT 720

RRBOMRE . (DEMESS GIF. EE)  ON—2FA7=) > | ng/ke/ BRER (1 og
/kgBt) . (DR 5 ng/kg/ BIRSEE (5 ng/kelt) (R 25 ng/kg/HIXSEE (25 ng/kglt) . (5)F 125
ng/kg/ A58 (125 ng/kglt) OSTE Uiz,

BEHOMEIL .. BT N TN BRO125 ng/kglfiZ 1205, 1. 525 mg/kgBfid6liE L. ZDH B
SHRR X125 mg/Kelho itk %605 1% B SWIME T 14 B OB MR E1T 5 1O EBBEC 4T hz o BB
~DTMID B D113 . {5 E OREICES CBALIEIER I AR O TH -7,

5. WRMHEORNRURE K AR

NoxFAToY g, ToMABREE U, KE L kg h ORSHBH 30l T, HEORSHBICH
L9781 ng/kel¥ : 0.033w/v% . 5 mg/keB¥ : 0. 17w/v% . 25 mg/kgB¥ : 0.83w/v% . 125 mg/kgl¥ :
4.29/v%) OEIE LTHM L. REHEINE TATHEL (4C) FIRIBE Ui, 5. B 0 F4%%L
TS EART . TBLE CGEHH) o 8BRS > THREIICR OIS Ul o SEAOISHRET .
REBWONEREICESOTER Lx,

1k BEHFON—TFILT =) V3T L. ERRTHELT (4°C) THHL &S T I
RRTHDENBESNTOEDOT, REEOEAMMIAUNE L, SEIChic-THY L, &
oo 1EE &5 EHICHS USRI OO TIRBERAT L. FIEOREICRARIN TS L3R
Ui CBH ) o REBOMITE . MEKA RRBEZRSZSUFM L ¥ — (HFILASEIEEITE
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4) MEFIRE
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6) REFEMIRE

(1) MRS ERNE

FMmZICHIMERL . BIRET -7, £/, BT LIMKFE (£ M5 —#L% . AT200) ZHUT. s, I
B BB, BIRF . WERXGIELHE GEHER) U, BRAOKELEICHEEL ENER) 281
L7z,

(2) MBFORE

ROMIREFRI U 10960k VBB RV~ Y YBICTEEREFELR,

Bé. Flfk, IRER. N—%— I, PRBM(EB/MEESE) . BHIE . IO . S8, MEEZEEE).
Gl B Rl BB TR, R RO, BUR. MR, BERE. REL L MEE LUK WTSZRR . RESR. ORE.
FE. B KBRS . FRGCAR K. BRAH) . EEhE, & BiRE. KB, ) v/ 4
(BRERY /3 BB Y V@) o BARSCTR =50 « B (BER) o FURR I 560 K OF A IR A% % S 4r

HMEFOIBREE . ROBBIKODOTHEICED AT 74 VOYREERLU. AT MY v e 2F DY

(H-B) et i U TR Urc, MEERDMERIZ | B e HMBFEMARCERSERTRR-TH
984— 1 NCEFE L TEM LU,

FiE LSRR T %ERTY EIEPRR T ZERDY
Xt e B¥ BEHE - O - R - B MEHE © WFIE - BF B - DR
PRl - BI¥E - B Bl
HME KB
1, 5K Tr25 mg/kel¥ HEAE < BFNE - REBE - DR
Bl
125 mg/kgh¥ HEME OB - TR - MR e o R - R AR - PR
BN - BURF - BAd & fifi
kB




7. HEHAR

BONIFHEDZOBBEITOOT, HBBLOMOFEE (BRES BLUT) ZROFETHRZEL
oo THbB, SHULOBE . ERHUHRII OO TI3BartlettO HEAREZ T D —KZFHER
—LHCE D A EIT 2720 AP —B TR VIHE . AMKEFRBR R Ri3Kruskal -¥allisD Az
BEZTo/o TNODREREBELZRDIIGEA . DumettiEic & O SHEBHICHT 2 HEHO LB EE 1T
ofze o, HIRRHBMMENFTRIZOVTR Y ' REEA VI, —F . 2HOBE . EREMAMRII
DNTRFREZITV . TOH RSB — RSB StudentD R EE . — B TV FH A3 Aspin-Velchd
HREZIT o7, o, AMREARRURF R DO TidMann-FhitneyD UK E % . #IR RO HEMBRF
HIF RISV TidFisherDEEMEREE A,

RS R
1. —R%IRf8(Tables 1,2, Appendices 1, 2)RU'FET _

SHRARIECNIT, 1L SRU2S mg/kglf CTRAFRBD SN -7, BHEBDI25 mg/kghfE T | HERED
2H L bBAORERWISAI VRN, OBRFT/—€. RERKEBEELED, F7/ —CRBEOKRS
BCEHER LU TORRRROBBRBOTMIBREL TR, o, RERKBIREHI HIREHOBE TS
GEA. #5334 ATRFWULIREKBRZ > TH I, ShODEAD S B IRERDIBEITIVEIARIR
T#20., 28FHBFLALEOHTAL—5 BICRIBKR LI, ESIT, B B BRIARAZ &ISHBE TR
INZDOMMPIRES 240105, #EMHPICHOTRED2TIC, EERHIEPICBSOTREDRICED S .
FhoHD 1 LB REOANBDH LN,

2. 4{kE(Figures 1,2, Tables 3,4, Appendices 3,4)

BREMEICH T, 125 ng/keBEDKEII | S DMIR OB NL S, HTRIRET. 2 TR
U2 8 HORKRENMBEHCHANFEEZIZD Shic, BEMBICHEOTE . MIEEE & IITFT LU THE
BULAEBODOMBR ELENFEZERRDSNICAD | TRURBOKEIESEANED S h,

3. faffE(Tables 5,6, Appendices 5,6)

BERITH O T 125 ng/kgBEDHED FATR IS RB I TRRDRERICH b | 5 1#HIch
IHEBSHBBELEUXTHEENBD SN, UL, BERMEBICSOTIIHRBEZERLL.GLAD
S LB B S - o |



4. JRPrR.(Tables 7-10, Appendices 7-10)

T BRENMARTHOREICE O T, 125mg/kel¥D EEIC . IRAMERALT ZMANRD S hiz, BEIIHK
THOKRETER .. REZIIDOoNLIh -T2,

5. IM#&FNFT R (Tables 11-14, Appendices 11-14)

HENMRTRERDMICENT. WThHEHFNCH RS RMEKMDOBD 25 ng/kgll LD O HE
BT, MEFREOHD N2 ng/kgll LOFDHEELS mg/kgbl LOBEDHEIIZ . A< b7 Y v MEDEA 5125
ng/kgBE D HE & Sng/kgbl EDBEDKHIZED S i, Lo, MRFNFHRU A PAES O U EHFROH
25 mg/kgll LOBEDMEMEIC L A Y IMERF R MK D S MAY125 mg/keB D HEHEIZEBD SN,
THIC, MHFZFNFEZER AN UL -0 MBRERIANC MY v MAD KA BB A5 ng/keh¥
DREIT . /™A Y MERF RIMERD BB 25 ng/keBF D HEREIC D S, 125 mg/keg#d Dtk 0 7 i Bk
3. BEEXROBETHSMNIREKEE LD ( FHRMKSH RS FHRMRNERBIIEMEE . Fhk
MmEkm &R REREBEER LU, 2THh oD ng/kell OB DHERIT 31 2 AREKFEN DA MERNRR
KMAT, WFhLHFELT o o BV BEROEHEDS ng/kgll EOMOHEE25 ng/kgld LOBDIHIZ .
M/MRED A 53125 ng/kgBt DEICREBDH S,

EEMEETRBERUWO125 ng/kglfilH TR M & SR U7oRiln RS S BB I8 S0
T, BHEWEELZRADSABAD  MBRBROANT 7Yy MESHICTHEZICHM Uz, Ui
5T\ FERMREHR A RMBKERBEREET Lic, £/, A MESOEVEFEROHTER
HHM»BH SN SDODEAAITERL . & DYoo IBIEMEEZR Uic, SoI1C, RENHRT %
BRUHTRDSNIZTOMMOEALEBE L T, BH. M/MIEBMOFET LRI . BEWRRTEE
R TRIHOLITED S hicht . BEMBRT ZERDY CREBHICRD ohi,

6. Im#4A ¥R R(Tables 15-18, Appendices 15-18)

BREPHETRZBBRIVICEO T, WTFRLRIFICHRIREYVE VB EA Y T LABDEMNH
125mg/kgB¥ DHEREICEBD Shic, A Y T LBOF BT ng/keBfOHETHRD o 2iZHh . LWTh
LEELF LYV LBROBAESTIVT I BOEMBUA/CLLD EF125 ng/keBtDHETRD Shic,
CODAGHD LRI S VRIENSHBT. TUT I VEDHEMIIMATS o7 ) VEOBAE2TT D
DTHoteo Ele REENFEBEZRZRDSNAD LT IVT L O8N EA/CLLD EFH™ (2 125mg/
keB¥DlgiIc bRD SN,

HENEERTRERIPDI25 ng/kglfil B0 TR . RENMRTRERIW TAD SH BTV
nbBHOSNIIMh o7z, 122U THODEALERINT. BIVRAT OV EANY T LBOFELRY
Biic@EHoNc, L L. WTFhBELE/LTH -T2,
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7. HEERMFRR
1) #I#%PrR(Tables 19-22, Appendices 19-22)

REMBR T HERDMICH T 250g/kell EOBFD MM THRMOIER . BB SN, 125ng/
kgD UEME T3\ IR O HR b Bk WO TRBE LD ( FIC120mg/keBHil BT 5O BBART
REREHERLEATH 7,

ESEAEA T HERIDYWD125 ng/kelf Tid . FROGHEARZRD SNT . BRECREO BHE(L
PHEBOERS . RRBOBIEHPELOBEOEEMAMSRED SN,

1. ARETEER OS5 NAVERE LT RSN T RER0Y & DEENETRERUNO
F1EOMicRamlBH SN,

2) Ig2sFE B (Tables 23-26, Appendices 23-30)

BREPHETRZERIVICHEOT BEORNRUHENERITIGE UcHF EAHMDH25 ng/kgld LOB
DREE125 mg/kegBEDIICRED ST,

EEMRRTRERDYDO1250g/kgBEiC BT HEBHICRRO e RO ERICHGE U cFEaH
myrEH oot ZAAOBREIBRENBETRERDWIIL~T/NE S, BEMARSED SN,

3) #M#F 0P R (Tables 27-30, Photos 1-16, Appendices 19-22)
(1) RENMETRERDY

SHRBER LS mg/kglHic D0 Tid OB IFIE, B, M. IR ThinFto R
EOEZONICOTEMICOOTHRE U, 61T, 125 ng/keBf D ERERIRKIHFNEEZRIEADLS
NP> TS DDMBDBITHNXTHOTNTREHEEIZH D  BREDICHIEIIHBELRE L, TOHE.
N—xF)IN7 =Y 5 LS 5. T, B, RRERCBHICED SO T, Tho DS
KDWTIE L 1L S5RU2S mg/kgBHIC DT HHRE L7, BONTEBREB. RDELHTH S,

a. JFhg: 7 v/i—HRNDOEBEROULFEL ., 25 ng/kgll LOBOHE & 125 ng/kgBEDHEIZED S h i,
COBBERIET. NNV UTN-REBT T ANEUTFY VEREINK, Fio. FICHKRFERFROBIE
MEH125mg/ ket D HEHEICRED Sz,

b. B : EALRME LEICH U 8B ERILEN, 1 250g/kgBoiticBHonic, J0BBEEKIT.
KEBAPWSNY T N—RBBYE —8HE—VRIEBET, ELANEVTFTY VRU—ERB Y RT7 XF
ERZEEN T,

c. JREE : REEICH T, WThLERNCRD SN HARMIE~ DB BBRLE &GS . 4
ICRFEK TRl MU KRR D 3 1N A5mg/kgll EDTEDHE & 25 mg/kgld LOBOMITED St BRERIZAIL
YOTN—=RBEUT ANEIT) VEREINT, X512 25 mg/kgll LOBOMEHE T3 L Wi
) URERBBA U FMEICIE D s ABH ST,

10



d. B8l : FREFERFZGMAMIED HMA, 25 mg/kell LOBDHEREICR D S,
e. LB - BIRF - 54 (M)  N—xFLT72Y) U BRELOMERIEZ SN BEARBDSHhEI -1,
(2) EEPBRT %BERDY
BENMRTRERDY TEAORD SN, ¥k, MRRUBHZRE Ui,
a. R : 7 v/ N —MIBBDNE DT Y VLB A125 ng/kgBEDMEREICRRD SN /cdt, WTHSBELEAT.
BREMIKRTRBRIMICHB I ZEMEEXTHSDIIBRE L T, o, @LEMEIRDSHT .
BE#HE LT,
b. BFHE SEGLRANE LR OB BERLEE125 ng/keB ORISR & Nt REMIKT R BRIY
IHRTEAOBERIREL LD TH -1,
c. BB : NFRMIEA~NDANE DT Y ILBEOHMERTY o BREFD ) VNRBAERED SO
D BHEMERTRERWICHNTRETIMMICH D F729 > PN ENFEOHMTIED Shis
Mot,
d B FERIRBDOoNT, BEL T,
e UEDFRRUSMI S BEMMARTRERDYECOENHART ZERIMICELIRBD Shk
M. BN TEAMMICHBRKFRRIRDONT ., WTh BRI INIEMATH >,

ERRUKR

N-TFAT=Y vORBRSEEE, 5y hAD 0. 1. 5. 25K 125ng/ke/ B E . 28 B R&EN
RSk DBRE LR B SN ZREICIE . B RIRCH T 3BT -7,

5y i, BHOREHRICF T/ — €42 L. MEFORECHEED A PAES O E VISR,
NoZFLTZUvR7oY D BREFED IEA MAES D VIEAERT B - &SRS N, &,
Sy FORBBEER LAY, JHZRBED A MAES/DE VICk 3BHERLEL SN,

FUEKFITIE A 2 Y MBS S L MR O RIGBIZIC 51 5 REN ) bbb s & & bic | il
HM . MEREROAT L2 Yy MEGERL, 5y MIFALU UL . BEORMT AR Shic,

SRR O BRI REFY TH -7ty AT b7 ) v MEDZAL I A& D 125ng/kgdt
T LABRKL . FRRMRER G & OTHRN RN BRRISHEE . TRRORKNERELEEHEER
L. REBAMORAE 2 Ui,

Wbk IS & CHRADANE DT Y VILEOMME IR E YL E v XU U 7 ARDHMIE
FMROWHTTHEE TR T SFREME SNiz, Lic, B MRS L CIFRICH 3 RFRFOBMT
T R O SRR I R 0 SRR IR D S . AIICH T B REBORISEE A Sh. ShdEbdh
bREAET/ DU VEAICE BRILCHET 3R E NSNS 510, MIERORMEREmICHE >
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FIBED > - M PPIHEMBORMIZ L B bDEE X Sh . 125ng/kgBEDKED AR 5 N7 /MK D
b b BRI & B IR B AETCE D WA IS BN b D SR I NG

CHLOFRMEKITHT R BE LV ENEOMERSEL SNATRE. 72U Vo= boRvE LR
EOBMALMEREICL DRDSNBEL O EHHULISD T N=2F AT Vid. T2 V&R
RICTOREMIMETRDALEMKT 5 BTTHO 2 fligh1 A &ML LTI MgkAA L E L, 2 PAE
FoEvERRSE., BROBRNEEERT Y bDOLERSN G,

Fo oL E VEMOERE. METLVT I VROBME 70T Y VRO X BA/GCHD EROMRE
ORIEE Y L BEDIE . BRNN —ZFLT o) VEBMTE3 -4 P URVEF I VDT v b
DOFEIZHBOTHEDPONTNEO M, A MESoEVNEPANERIM ORI &0 BEHIZ OV TIE
FHTH 5.

UEDZEALE . 3ng/ked B VR TN LOARTRIL . 1 ng/kglt THRBICEMLRRD S ML -1,
Fio. BB UAZAZEENNICE D EES 3O EEMER AR L. TN TH S I EXEEIN,
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Table 1 Incidence of clinical signs and death — Summarized data in male rats

Treatment period

Recovery period

Clinical signs Dose (mg/kg) 0 1 5 25 125 0 125

No. of animals examined 12 6 6 6 12 b 6
Cyanosis 0 0 0 0 12 0 0
Brown in color of eyes 0 0 0 0 12 0 6
Pallor 0 0 0 0 12 0 6
Scab followed by hair loss 0 0 0 0 0 0 2
Death 0 0 0 0 0 0 0




Table 2 Incidence of clinical signs and death — Summarized data in female rats

Treatment period Recovery period

Clinical signs Dose (mg/kg) 0 1 5 25 125 0 125

No. of animals examined 12 6 6 6 12 6 6
Cyanosis 0 0 0 0 12 0 0
Brown in color of eyes 0 0 0 0 12 0 5
Pallor 0 0 0 0 12 0 6
Scab followed by hair loss or hair loss region 0 0 0 0 2 0 1
Death 0 0 0 0 0 0 0

£60-€6 'ON 4ApmiS



£50-€6 ON Apmig

Table 3

Body weights — Group mean values

in male rats

Cg
Dose Day of treatment
(mg/kg) 1 2 3 4 S [ 7 8 g 10 11 12 13 14 15 16
0 171 176 186 183 202 210 220 226 235 245 252 261 269 278 284 291
* 6 * 868 6 * 6 * 7 8 £ 8 x£x 8 £ 9 £10 *x12 *11 *12 *14 *14 =*15
12y a2 a2 a2 a2 (12 a2 a2 a2y a2 12> az2> a2z (12> (12 a2
1 172 178 189 186 205 212 221 228 238 247 255 264 271 280 287 295
* 5 *x 8 * 6 * 6 *x 7 *x 3 %+ g +£11 *13 #*13 £14 =*16 £18 *13 £21 =£21
C 6 « 6) (e (6 (6 (8B (8 (B (B (8 6 (6 (86 « 8 (B8 (&
5 171 177 188 195 204 213 222 229 238 249 257 266 275 284 2380 293
+7 £ 7 x 7 7 *x 7 *£6 x*x6 x£x 7 x££ 8 £ 6 x£x 7 *x 7T £ 7 xx 7 £ 7 % 8
C6 8 (6 (8 (B (86 (86 « 8) « 8 (6 (6 (B (B ((8B) (8 8
25 172 177 187 184 203 211 220 228 236 246 253 261 270 279 286 293
+ 5 + 6 * 7 6 £ 7T £ 8 £ 6 *x 9 £ 8 10 #*x10 *x 8 *11 %10 *12 =12
« 6 « 8 ¢ 8 « 8 « 6) « B « 8 C B8) « 8 ¢ 8 C 8) « 8 ¢ 8) « B8 ( & ¢ B
125 171 172 180 186 184 201 208% 215 223 231 239 246 253 261 267 274
* 6 £ 6 £ 7 £ 7 £ 8 x*x 9 * 9 #*10 #*10 *11 £11 =*12 =*12 +12 =*14 =+ 14
(12 (12 a2 a2 a2 a2 a2 a2 12) (12> (12 a2 az» (12> a2y a2
Dose Day of treatment ( Day of recovery )
(mg/kg) 17 18 19 20 21 22 23 24 25 26 27 28 28(0) 35(M 42014
4] 300 308 314 321 328 334 340 348 353 358 365 371 376 411 438
+16 +18 +£18 *20 20 +22 22 +*23 *24 =*£25 =26 *26 *x25 =*=27 33
azy a2 (12) a2 a2 a2 a2 a2 12> (12> a2 a2 s « & C 6
1 304 311 317 325 331 337 344 350 356 361 369 375
+22 +£24 25 *27 28 *27 x28 28 +32 *32 x33 x34
< 6) B (68 (6 8) (8 (8 (& ¢ 8) (6 (B (8
5 307 316 324 331 338 347 353 361 368 374 379 387
£ 8 11 %11 =10 x12 =*12 #12 +12 #£12 +*14 +13 =*15
C 8 (QY] « 6) (6 (6 (8 (B « 8) « 8 (B (6
25 302 309 316 324 331 334 342 349 354 360 366 371
+14 x£15 +16 16 *18 %18 x19 *£20 x£24 *£24 x27 =*27
« 6 (8 & (6> (6 B (B (6 « 8 (6 & ¢ 8
125 282 288 293 300 305 310 316 322 325 327 331%x 336% 337x% 377 409
+*15 +14 +15 *15 *16 =*16 *17 £17 17 +£18 +£20 *£19 £23 27 =*2§
(12> 12 az2) (12> a2y a2 az2 a2 a1z (12 a2 a1z s ¢ B6) ¢ 8)

Each value
(n): No.

is expressed as mean*SD.
of animals
% : Significantly different from control at 5% level of probability
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Table 4 Body weights — Group mean values in female rats
Cg
Dose Day of treatment
(mg/kg) 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16
o} 146 150 150 154 156 159 161 164 168 170 172 175 178 181 184 186
+*+ 5 6 £ 8 + 8 £ 8 £ 8§ £10 10 10 *+10 x£12 £11 =12 +13 14 =14
a2 12> 12) a2 a2 12y 12> a2y a2 (12> a2 12> (12> a2 (12> a2
1 146 148 151 154 156 161 163 164 168 173 175 177 180 184 185 188
* 6 * 6 x 8 ++ 8 £ 8 *x10 + 8 * 9 £ 8 + 9 #*10 x£10 * 8 *11 %11 =10
« 6 C 6) ¢ 8) « 8 « 8 [Q-)) « 8 C 6) 8 « 8 6 B « 6) ¢ 8 ( & « 8
5 146 150 153 156 158 161 163 165 168 171 175 177 180 180 184 187
* 3 £ 5 *#5 7 + 6 *x 7T £ 7T xx 8 £ 7 £ 7 £ 8 10 xx 8 x 7 +£11 .+12
« 6) C 8 « 8 « 6 « 8 « B C 86 (G « 8 ¢ 8) « &) C 6 « 6 [G°9) ( &  6)
25 146 151 152 154 157 162 164 166 169 172 175 177 180 184 189 188
+* 4 + 4 £ 4 * 6 £ 6 *x 4 * 5 *x 7 £ 8 £ 5 £ 7 *x 9 + g8 £ 6 *x 7T £ 9
« & « 8 C 8 « 6) « 8 « B « B « 8 C 8 « 6 C 6) ¢ 8 C 8 C B) « 8 ( 8
125 146 147 148 151 152 155 158 161 162 166 170 173 174 176 180 183
+ 5§ *+ 6 * 6 *x 868 6 £ 6 £ 6 7 7 £ 7 £ 7 £ 8 8 x 8 + 8 * 8
12> a2 a2 a2 12 (12> a2 12> a2 12> a2 12> (12> (12> (12> a2
Dose Day of treatment ( Day of recovery )
(mg/kg) 17 18 19 20 21 22 23 24 25 26 27 28 280> 35(7) 4214
0 188 192 196 199 199 203 203 208 209 213 215 217 219 231 239
+14 *£15 #*16 =*16 *x15 £ 14 =*+18 17 £18 £ 18 =*=18 =+18 =*=17 *22 + 21
(12) a2 a2 (12 12> (12> 12> 12> a2 a2 2 az C 6) ¢ 6 C 6)
1 191 194 197 200 201 205 205 209 211 213 216 217
+*+ 9 #*11 *12 12 *£10 =x11 %12 * 11 #*£10 *£10 =11 =11
B8 C 8) <« 8 « 68 « 8 « 8 C B « 8 « 8 « 8 ¢ B) « B8
5 191 193 194 197 200 204 204 207 208 211 213 214
*+11 *10 #£11 =13 *13 *x12 *x12 *14 =*=£13 x£13 =*15 =15
« &) (G} «8) (G )] « B8) [GR*)) « B8) ¢ 8) ¢ 8 « & « & 8
25 182 196 201 201 202 206 209 211 213 217 220 220
+ 8 *x 5 # 6 x*x 9 +*+ 8 *x 4 £+ 6 *x 8 *x 8 £ 4 * & = 7
« 8 « 6 « 8 « 8 « e [QN°)) « 68 « B8 C & « 8 C 6 [G*))
125 184 187 190 192 183 196 188 201 202 204 207 208 208 225 237
* 8 *+* 8 *+ 9 *x10 +* 8 + 8 *+*10 * 8 *x ¢ + g9 *£10 =10 =X 13 =£18 +£18
(12> a2y (12) 2> a2 a2 12> a2 a2 a2 az) (12) C 8 C 6 « &

Each value
(nd): No. of animals

is expressed as meanxSD.
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Table & Food consumption — Group mean values in male rats
( g/rat/day )
Dose No. of Week of treatment ( Week of recovery )
(mg/kg) cages 1 2 3 4 4 (O S 6 (2D
0 12 29 33 34 34 34 34 36
*+ 3 += 3 + 4 + 4 + 3 + 4 + 4
(12) (12> a2 (12> ¢ 6 « &8 ¢ B
1 6 29 33 34 34
+ 1 + 4 + 5 + 6
( 6 ¢ 68 ¢ 6) ( B8
5 6 29 31 35 35
+= 1 + 2 + 2 + 2
¢ 8) ¢ 6) ¢ 8 ( &
25 6 29 30 34 34
+ 1 + 1 + 2 + 4
¢ 6) ( B ¢ B ¢ B8
125 12 26% 30 32 31 31 38 38
*+ 2 + 2 + 4 + 5 + 6 + 4 + 2
a2 a2 {1i2) (12> « 6 « B8 ¢ 8

Each value is expressed as mean®SD.

(n): No. of animals

% : Significantly different from control at 5% level of probability
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Table 6 Food consumption — Group mean values in female rats
C g/rat/day )
Dose No. of VWeek of treatment ( Week of recovery )
(mg/kg) cages 1 2 3 4 4 (O S b (2)
0] 12 20 20 20 21 23 25 23
+ 2 + 2 + 2 + 3 + 2 + 3 + 5
a2 a2 a2 a2 « 8 6) ¢ &
1 6 20 20 21 22
+ 2 + 2 + 2 += 2
« 8 ¢ 6 C 8 8
5 6 22 21 20 22
+ 2 + 2 += 2 + 2
C 6) ¢ B8 ( 6) 6
25 6 22 22 23 22
+ 1 + 2 + 3 + 4
« 6) « 8 ¢ 6 ( B)
125 12 18 21 20 21 22 27 24
+ 2 + 2 + 2 + 2 + 1 + 3 += 4
a2 a2 (12> (12 ( & 6) ( &

Each value
(n): No.

is expressed as meanxSD.

of animals
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Table 7 Urinary findings - Summarized data in male rats

< After treatment period >

Protein
(§Z§§g) zgim:§s ¢ Py Coior PB B ?}OUd¥F 6.0 6.5 7.OPH7.5 8.0 8.5 - R s R S = e = S
0 12 12 12 3 5 4 10 2
1 6 6 6 1 2 3 6
o 6 6 6 4 2 §
25 8 6 6 2 3 1 1 5
125 12 2 6 dxx 12 7 3 2 6 6
Dose No. of Glucose Ketone body Occult blood Urobilinogen Bilirubin
(ng/kg) animals — + + ++ — 4+ 4+ — & 4+ o+ o+ 0101 2 4 — 4
0 12 12 12 7 4 1 12 12
1 6 6 6 5 1 6 6
5 6 6 B 5 1 6 6
25 6 8 _ 6 6 6 6
125 12 12 12 12 12 12

Color : C(colorless), PY{pale yellow), Y(yellow), PB(pale brown), B(brown)

Cloudy : —(negligible), + (cloudy)

Pigtgzn : —f(ngglggibll), ﬁ§(15fv§0mg/dl), +(30mg/d1l), ++(100mg/dl), +++(300mg/d1l), ++++(1000mg/d1)
Glucose : —{( negligible), *(0.1g/dl), +(0.25¢/d1), ++(0.5¢/d1)

Ketone body : —(negligible), = (5mg/dl), +(15mg/d1), ++(40mg/d1), +++(80mg/d1)

Occult blood : —(negligible), #(trace), +(slight), ++(moderate), +++(narked)

Urobilinogen . Ehrlich unit/dl

Bilirubin I —(negligible), +(<light), ++(moderate), +++(marked)

#% [ Significantly different f . control at 1% level of probability



£60-¢6 'ON Apni1g

Table & Urinary fir-ings - Summarized data in female rats

< After treatment period >

Dose No. of Color Cloudy pH ' Protein
(ng/kg) animals C PY Y PB B -+ 6.0 6.5 7.0 7.5 8.0 8.5 - 4t
o 12 11 12 2 6 3 1 1 3 7 1
1 § 6 8 2 7 2 1 5
5 6 6 ) 2 3 1 6
25 6 8 6 3 3 6
125 12 1 8§ Jxx 12 9 3 1 1
Dose No. of Glucose Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg) animals — =+ + ++ — £ 4+ttt - + 4+ + +++ 0.1 1 2 1 — 4+
0 12 12 12 11 1 12 12
1 6 4 8 6 6 6
5 6 6 8 8 6 6
25 6 8 6 6 8 6
125 12 12 12 12 12 12

Color : C(colorless), PY(pale yellow), Y(yellow), PB(pale brown), B(brown)

Cloudy : ~(negligible), + (cloudy)

Protein ! — (negligible), +(15~30mg/dl), + (30mg/dl), ++(100mg/dl), +++(300mg/dl), ++++(1000mg/d1)
Glucose : —( negligible), #(0.1g/dl), +(0.25g/d1), ++(0.5g/d1)

Ketone body : —(negligible), =+ (5mg/dl), + (15mg/dl), ++(40mg/dl), +++(80mg/dl)

Occult blood : —(negligible), =*(trace), +(slight), ++(moderate), +++(marked)

Urobilinogen : Ehrlich unit/dl

Bilirubin : —(negligible), + (slight), ++(moderate), +++(marked)

%% { Significantly different from control at 1% level of probability
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Table 9

< After recovery period >

Urinary findings - Summarized data in male rats

Dose No. of Color Cloudy pH Protein
(mg/kg) animals C PY Y PB B -+ 6.0 6.5 7.0 7.5 8.0 8.5 e T S S
0 ] 3] 8 2 3 1 5 1
125 8 B 8 3 1 2 3 3
Dose No. of Glucose Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg) animals — + + ++ — 4+ i — £ 4+t 0.1 1 2 4 — 4+t
0 4] 6 5 1 2 4 4] 6
125 4] 8 4 2 3 2 1 4] 8

Color : C(colorless}, PY(pale yellow), Y(yellow), PB(pale brown), B(brown)

Cloudy : —{(negligible), + (cloudy)

Protein : —(negligible), +(15~30mg/dl), + (30mg/d1l), ++(100mg/d1}, +++(300mg/d1), ++++(1000mg/dl)
Glucose ¢ —( negligible), *(0.1g/d1), +(0.25g/d1), ++(0.5g/dl)

Ketone body : —(negligible), =* (Smgsdl), +(15mg/d1), ++(40mg/d1),+++(80mg/dl)

Occult blood : —(negligible), *(trace), +(slight), ++(moderate), +++(marked)

Urobilinogen : Ehrlich unit/dl

Bilirubin : —(negligible), + (slight), ++(moderate), +++{marked)
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Table 10 Urinary findings - Summarized data in female rats

< After recovery period >

Dose No. of Color Cloudy pH Protein
(mg/kg) animals C PY Y PB B -+ 6.0 6.5 7.0 7.5 8.0 8.5 — 4+t 4t
0 6 4] 6 2 3 1 3 3
125 6 ] 8 1 2 1 2 4 2
Dose No. of Glucose Ketone body Occult blood Urobilinogen Bilirubin
(ng/kg) animals — £ + ++ — = + + +++  — = + +H +++ 0.1 1 2 4 e
0 6 6 8 5 1 , 6 B
125 8 6 8 8 ] ]

Color & C(colorless), PY(pale yellow), Y(yellow), PB(pale brown), B(brown)

Cloudy : —(negligible), + (cloudy) _
Protein : —(negligible), *(15~30mg/dl), + (30mg/d1l), ++(100mg/dl), +++(300mg/d1), ++++(1000mg/dl)
Glucose : —( negligible), *(0.1gsdl), +(0.25¢/d1), ++(0.5g/dl)

Ketone body : —(negligible), +(Smg/dl), +(15mg/dl), ++(40mg/dl), +++(80mg/dl)

Occult blood : —(negligible), = (trace), +(slight), ++(moderate), +++(marked)

Urobilinogen : Ehrlich unit/dl

Bilirubin ! —(negligible), + (slight), ++(moderate), +++{marked)



Table 11 Hematological findings — Group mean values in male rats
< After treatment period >
Dose No. of RBC Hb Ht MCV MCH MCHC Ret. Me t-Hb He in-B
(mg/kg) animals 104/ ¢ 1) (g/d 1> N¢9) (f1D (pgd 69 (%) 629 (%)
0 6 775 15. 5 44. 0 57 20.0 35.2 39 0.5 0
+ 31 + 0.6 + 1.8 = 1 = 0.4 = 0.6 + 11 += 0.3 * 0
1 6 748 15.1 42. 8 57 20. 2 35. 2 45 0.7 0
* 30 + 0.7 + 1.3 = 1 + 0.5 + 0.6 = 14 = 0.1 + ¢]
5 6 T24% 14. 7 42. 0 58 20. 4 35.1 45 0.7 0
+ 37 + 0.4 + 1.1 = 2 = 1.1 + 0.8 + 12 += 0.3 + 0
25 6 67 0xx 13. 8%x 40. Oxx 60 20. 7 34.5 96%x 1. 6% 17
] + 27 * 0.5 = 1.0 = 1 + 0.6 = 0.7 + 3 + 0.4 + 12
T 125 6 467%% 12. 3% 41. 8 gOxx 26. 4%x% 29. Sxx 45 1xx 4. TxK 23 Tk
+ 40 + 1.0 = 2.1 += 7 + 1.0 + 1.6 =110 = 1.0 + 36
Dose No. of Plat. PT APTT WBC Differential leukocyte counts (%)
animals Neutro.
(mg/kg) 10¢/21)  (sec) (sec) (10%/#1) Baso. Eosin. Stab. Seg. Lymph. Mono. Other
0 6 142 12. 7 17.7 77 0 1 0 10 88 1 0
+ 14 +0.2 +£1.4 =+ 11 += 0 = 1 = 0 = 3 += 4 += 1 += 0
1 6 151 12. 5 18. 8 84 0] 1 0 14 83 2 0]
A + 18 £0.3 +1.1 =+ 44 = 0 = 1 = 0 + 6 = 7 = 1 = 0
=
o
: 5 6 156 11.3%x 17.6 72 0 1 0 13 86 1 0
o + 8 +0.2 £0.9 17 += 0 = 1 = 0 = 4 += 4 + 1 = 0
[{=)
: 25 6 157 11.5%% 18.5 72 0 1 0 14 84 1 0
o + 16 +0.1 £1.2 =+ 17 + 0 = 1 += 0 = 4 + 4 = 1 = 0
125 6 110%%x 11, 0%% 18.3 66 0 0 1 18 80 1 0
+ 7 +0.2 1.4 =*15 += 0 = 0 + 1 + 9 += 8 += 1 = 0

Each value

#¥¥ : Significantly different

is expressed as mean*SD.
% : Significantly different from control at 5%

om control at 1%

level of probability
level of probal

ity
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Table 12 Hematological findings — Group mean values in female rats
< After tre_c¢ment period >
Dose No. of RBC Hb Ht MCV MCH MCHC Ret Me t—Hb Hein-B
(mg/kgd animals 104/ 1) (g/7d1) %) (f 1) (pg) (%) (%a) 629] (%)
0 6 772 15. 3 43. 2 56 19. 8 35. 5 28 0.6 0
+ 46 = 0.9 = 2.6 = 2 = 0.7 = 0.3 = 8 += 0.2 = 0
1 6 756 14. 8 41.6 58 18. 7 35.7 27 0.5 4]
+ 36 + 0.7 += 1.8 = 1 = 0.4 = 0.4 = 4 = 0.3 = 0
5 6 7 14% 13. 9xx 39. 2xx 55 19. 4 35. 4 48 0.6 0
+ 36 = 0.4 = 0.9 = 2 = 0.5 = 0.3 = 13 * 0.3 + 0
25 6 65 oM 13. Sxx 39. Oxx 60 20. 7 34. 6 79% 1. 2% 2
+ 32 += 0.4 = 1.1 = 2 = 0.5 = 0.3 += 14 = 0.2 = 2
125 6 4 94%% 12. 7xx 38. 9x 81 25. 8%x 31. 8x%x 422%x 3. S¥x 340%x
+ 31 = 0.6 += 1.7 = 5 = 0.9 = 1.1 = 75 0.5 = 41
Dose No. of Plat. PT APTT WBC Differential leukocyte counts (%)
animals Neutro.
(mg/kgd 104/ 1) (sec) (sec) (10%/21) Baso. Eosin. Stab. Seg. Lvmph. Mono. Other
0 () 137 13. 3 16. 8 38 0 2 0 14 84 1 0
+ 7 0.4 =£1.1 =15 += 0 + 1 = 0 = 5 = 7 = 1 = 0
1 6 128 13. 0 16. 4 39 0 2 0 15 83 1 0
+ 6 0.7 +=£1.0 =14 += 0 += 1 = 0 += 5 = 5 = 1 + 0
5 6 130 13. 2 16. 4 36 0 1 0 16 82 1 0
+ 13 0.4 0.8 %15 += 0 += 2 = 0 = 6 = 7 += 1 = 0
25 6 134 12. 1%k 16.0 48 0 0 0 18 81 1 0
+ 33 +0.3 0.7 =17 = 0 + 0 = 0 = 10 =11 + 1 = 0
125 6 129 12. 3%x 16.7 40 0 1 0 17 81 1 0
+ 12 0.3 *1.1 £ g = 0 = 1 = 0 = 6 = 6 = 1 = 0

Each value is expressed as mean=*SD.
% : Significantly different from control at 5%
#% : Significantly different from control at 1%

level of probability
level of probability
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Table 13 Hematological findings — Group mean_values in male rats
< After recovery period >
Dose No. of RBC Hb Ht MCV MCH MCHC Ret. Me t—Hb Hein—-B
(mg/kg) animals 104/ 1) (g/d1) 69 (f1D (pg) %) (%o) 3 (%0)
0 6 7396 15. 4 43. 1 54 19. 4 35.7 29 0.3 0
+ 46 + 0.9 += 2.7 + 2 = 0.8 += 0.8 *= 8 += 0.2 = 0
125 6 747 16. 4% 46. 3% 6 3xx 22, Oxx 35. 4 31 0.6 0
* 37 = 0.4 += 0.9 = 3 = 0.8 = 0.5 + 7 += 0.3 = 0
Dose No. of Plat. PT APTT wWBC Differential leukocvte counts (%)
‘animals Neutro.
(mg/kg) 0%/ #1)  (sec) (sec) (10%/ul) Baso. FEosin. Stab. Seg. Lymph. Mono. Other
§] 6 152 13. 5 18. 3 84 0 0 0] 91 1 0
+ 13 +0.3 +£0.9 =35 + 0 += 0 = 0 *= + 4 + 1 *x 0
125 6 116%x% 13.3 18.1 92 0 1 0 92 1 0
+ 9 +0.3 1.0 =+ 17 + 0 += 1 + 0 + + 2 += 1 += 0

Each value
% : Significantly different from control at 5%
Significantly different from control at 1%

MK

is expressed a

s mean+SD.

level of probability
level of probability
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Table 14 Hematological findings — Group mean values in female rats
< After recovery period >
Dose No. of RBC Hb Ht MCV MCH MCHC Ret Me t—Hb Hein—-B
(mg/kg) animals 104/} (g/d 1) %) (fD (pg) ) %) 69 (%)
0 6 777 14. 9 41.17 54 18. 2 35. 8 21 0.3 0
+ 35 + 0.6 += 1.4 += 1 + 0.4 += 0.4 + 5 = 0.4 = 0
125 6 742 16. Gxx 43, 9¥x% 6 2% 22. 4% 36. 2 24 0. 8% 0
+ 32 = 0.7 = 1.4 += 2 = 0.8 += 0.5 += 6 + 0.2 + 0
Dose No. of Plat. PT APTT WBC Differential leukocvte counts (%)
animals Neutro.
(mg/kg) 10*/21) (sec) (sec) (0% u1) Baso. Eosin. Stab. Seg. Lymph. Mono. Other
0] 6 133 13.5 15. 2 41 0 1 0 7 g1 1 0]
+ 4 +0.2 0.6 =+ 13 += 0 + 1 = 0 += 3 = 5 = 1 + 0
125 6 112%% 13,7 16. 0 58 0 1 0 7 a1 1 0
+ 9 0.1 +£0.8 =21 += 0 + 2 += 0 = 2 == 2 + 1 = 0

Each value is expressed as meantSD.
% : Significantly different from control at 5%
% : Significantly different from control at 1%

level of probability
Ievel of probability
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Table 15 Biochemical findings — Group mean values in male rats

< After treatment period >

Dose No. of GOT GPT ALP 7 -GTP T.P. Alb. A/G T-Cho. T.G.
(mg/kg) animals (IU/1) (IU/1) (1U/1) (IU/1) (g/d1) (g/dl) (mg/dl)  (mg/d1)

0 6 60 31 436 0.52 6. 10 3. 00 0. 97 84 63

+ 5 + 4 + 89 +0.339 +=0.26 =0.07 +0.08 = 19 + 23

1 6 61 28 393 0. 41 6. 14 3. 08 1.01 87 77

+ 7 + 5 + 105 +0.43 +0.17 +0.09 +0.08 + 15 + 39

5 6 57 28 364 0. 49 6. 07 3. 05 1. 01 87 89

+ 5 + 5 + 83 +0.36 = 0.21 +£0.10 +0.03 =+ 16 + 37

25 6 58 27 380 0. 33 6. 22 3.12 1. 01 87 70

+ 6 + 2 + 37 +0.27 +0.08 +0.03 +=0.09 + 15 + 18

125 6 68 36 384 0. 66 5. 99 3. 33%% 1. 25%x 83 59

+ 7 + 18 + 69 +0.69 *=0.14 +0.20 *=0.12 =+ 15 + 6

Dose No. of Glu. T-Bil. BUN Crea. Ca P Na K Cl
(mg/kg) animals (mg/dl) (mg/dl) (mg/dl) (mgr/dl) (mg/dl) (mg/dl) ((mEq/1) (mEq/1)> <(mEq/1)

0 6 148 0. 34 16. 1 0.47 9.9 7.6 140 4. 36 103

+ 4 +0.03 + 2.0 *=0.06 =+ 0.3 *0.6 = 1 +0.17 + 1

1 6 142 0. 34 14. 7 0. 48 9.9 7.2 140 4.59 103

+ g +0.06 + 0.3 =+0.03 =+ 0.3 =+0.5 + 1 +0.37 = 1

5 6 150 0. 36 15. 6 0.51 10. 1 7.8 140 4.61 102

+ 6 +0.04 + 2.2 +0.05 == 0.2 +0.6 + 1 +0.32 =+ 1

25 6 147 0. 38 16.5 0.52 10.0 7.6 140 5. 17% 103

+ 13 +0.04 + 1.6 +£0.05 = 0.2 +£0.5 = 1 +0.33 + 1

125 6 135 0.72%%x  16.6 0. 48 9.8 7.6 1 39%x 7. 15%% 104

+ g +£0.13 =+ 3.2 +0.04 + 0.3 +0.4 + 1 + 0.91 + 1

Each value is expressed as mean+SD.
* : Significantly different from control at 5% level of probability
*% : Significantly different from control at 1% level of probability
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Table 16 Biochemical findings — Group mean values in fe ale rats

< After treatment period >

Dose No. of GOT GPT ALP r-GTP T. P. Alb. A/G T~Cho. T.G.
(mg/kg)  animals (IU/D) CIU/ CIu/ D Iy 1) Cg/d1) (g/d1) (mgs/d1l)  (mg/dl)

0 6 64 25 290 0. 35 6. 39 3. 39 1.13 85 30

+ 5 + 3 + 69 +£0.32 +0.21 +0.17 +0.11 = 8 +12

1 6 63 26 254 0.48 6. 34 3. 36 1. 14 85 31

+ 7 + 5 + 43 +£0.46 +=0.30 =0.22 +0.17 = 14 £ 10

5 6 65 25 260 0. 33 6. 29 3. 30 1.11 85 31

+ 7 + 6 = 62 £0.24 +=0.19 £0.22 =0.11 =+ 27 + 24

25 6 71 27 258 0. 43 6. 32 3. 31 1. 10 91 30

+ 11 + 3 + 37 +£0.33 +0.23 +£0.19 +0.05 = 18 + 20

125 6 69 25 257 0. 65 6. 28 3. 45 1. 22 83 29

+ 6 + 5 + 67 +0.35 +0.13 =0.12 +0.08 =+ 15 + g

Dose No. of Glu. T-Bil. BUN Crea. Ca P Na K  cC1
(mg/kg>  animals (mg/dl) (mg/dld (mg/dl) (mg/dl) (mgs/dld (mgs/dl) (mEq/l) (mEq/1) (mEq/L)

0 6 120 0.26 18. 1 0. 54 10.0 6.0 140 4. 05 105

+ 13 £0.04 + 1.8 +0.06 = 0.3 0.8 + 1 +£0.17 = 1

1 6 124 0.27 17.1 0.53 9.9 5.9 140 4. 23 104

+ 20 £0.02 =+ 2.1 +0.07 = 0.4 =20.6 + 1 +£0.25 <+ 2

5 6 123 0.28 18.5 0.51 10. 0 6.5 139 4. 31 104

+ 11 £0.03 = 2.3 +£0.05 = 0.2 =0.4 = 1 +0.49 + 1

25 6 136 0. 31 17.0 0.52 3.9 6.1 138 4. 54 104

+ 13 £0.03 + 1.5 +£0.04 = 0.2 +0.7 £ 1 +£0.16 =+ 1

125 6 127 0.56%x  21.5 0.51 9.7 6.2 138 5. 74%% 104

+ 8 +0.06 + 6.9 +£0.05 = 0.2 +0.4 + 2 +0.70 += 1

Each value is expressed as mean+SD.
#*% : Significantly different from control at 1% level of probability
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Table 17 Biochemical findings — Group mean values in male rats

< After recovery period >

Dose No. of GOT GPT ALP ¥ —GTP T.P. Alb. A/G T-Cho. T. G.
(mg/kg) animals (IU/1) I/ GIVap) (Iu/7 (g/d1> (g/d1> (mg/d1D (mg/d1)

0 6 59 33 316 0. 48 6. 28 3.03 0.94 92 78

* 6 + 9 + 70 + 0. 29 + 0. 06 + 0.15 + 0.09 + 14 * 20

125 6 61 31 349 0. 38 6. 22 3. 09 0. 99 T7T%x 61

+ 7 + 4 = 78 + 0. 48 +0.12 = 0.186 = 0.09 = 8 + 19

Dose No. of Glu. T-Bil. BUN Crea. Ca P Na K Cl
(mg/kg) animals (mg/d1) (mg/d1) (mg/d 1D (mg/d 1> (mg/d 1) (mg/d1> (mEq/ 1> (mEq/ 1D (mEq/1)

0 6 158 0. 36 18. 7 0. 55 10. 2 7.3 141 4. 39 103

+* 16 += 0.03 = 2.7 = 0.04 = 0.2 = 0.4 = 1 = 0.22 = 1

125 6 147 0. 37 18.9 0. 56 9. 9x 7.4 141 4. 33 103

* 6 + 0. 05 += 2.2 + 0.03 + 0.2 + 0.5 + 1 + 0.17 = 2

Each value is expressed as mean+SD.

X

Significantly different from control at 5% level of probability
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Table 18 Biochemical findings — Group mean values in female rats

< After recovery period >

Dose No. of GOT GPT ALP 7=GTP T. P. Alb. A/G T-Cho. T. G.
(mg/kgd animals U/ Iusn CIU/7 D CIu/s7 (gr/d1> (g/d1> (mg/dl) (mg/d 1)

0 6 66 26 195 0.490 6. 28 3. 26 1. 08 a1 34

+ 7 + 5 + 55 + 0.22 = 0.25 + 0.28 =0.13 + 15 = 13

125 6 64 30 226 0. 45 6. 28 3. 27 1.09 90 34

+ 3 + 7 + 38 + 0.18 = 0. 25 + 0. 20 = 0.07 += 18 = 13

Dose No. of Glu. T-Bil. BUN Crea. Ca P Na K Cl
(mg/kg) animals (mg/d1l) (mg/d 1) (mg/d1> (mg/d 1> (mg/d1> (mg/d1) (mEq/ 1) (mEq/ 1> (mEq/1)

0 6 135 0. 31 19. 0 0.61 10.0 5.8 140 4. 44 104

+ 15 + 0.04 + 0.7 + 0. 05 + 0.2 = 0.6 + 1 + 0. 31 + 1

125 6 126 0.27 19. 2 0. 59 3.8 5.5 138 4. 60 103

+ 16 + 0. 03 + 2.3 + 0. 03 = 0.3 += 0.9 st 1 + 0. 34 *+ 1

Each value is expressed as meanxSD.
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Summarized data in male rats

Table 19 Incidence of necropsy findings
¢ After treatment period >

Dose (mg/kg) 0 1 5 25 125
Organ : Findings No. of animals 6 6 6 6 6
Liver : Dark + 0 0 0 0 6**
Kidney : Dark + 0 0 0 0 6**
Spleen : Enlargement + 0 0 0 5 0
++4 0 0 0 0 6
Total 0 0 0 5** 6"
Dark + 0 0 0 2 0
+4 0 0 0 4 1
++4 0 0 0 0 5
Total 0 0 0 6** 6"

+ : Slight; ++ : Moderate; +++ . Severe
%% : Significantly different from control at 1% level of probability
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Table 20 Incidence of necropsy findings -— Summarized data in female rats
< After treatment period >

Dose (mg/kg) 0 1 b] 25 125
Organ : Findings =~ No& of animals 6 6 6 6 6
Lung : Red spots + 0 1 0 0 0
Liver : Dark + 0 0 0 0 6**
Kidney : Dark + 0 0 0 0 6**
Spleen : Enlargement + 0 0 0 3 0
++ 0 0 0 0 4
+++ 0 0 0 0 2
Total 0 0 0 3* 6**
Dark + 0 0 0 5 0
+4 0 0 0 1 0
$+t 0 0 0 0 6
Total 0 0 0 6** 6**

+ : Slight; ++ : Moderate; +++ : Severe
¥ . Significantly different from control at 5% level of probability
%% : Significantly different from control at 1% level of probability
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Table 21 Incidence of necropsy findings — Summarized data in male rats
< After recovery period >

Dose (mg/kg) 0 125
Organ : Findings No. of animals 6 6
Lung : Red spots + 1 0
Kidney : Dark t 0 4*
Spleen : Enlargement + 0 6**
Dark + 0 6

+ : Slight
¥ : Significantly different from control at 5% level of probability
¥k : Significantly different from control at 1% level of probability



—_f2 -

€60-£6 ON Apmg

Table 22 Incidence of necropsy findings — Summarized data in female rats
< After recovery period >

Dose (mg/kg) 0 125
Organ : Findings No. of animals 6 6
Kidney : Dark + 0 9**
Spleen : Enlargement 4 0 3
Dark t 0 6**

+ : Slight
X% : Significantly different from control at 1% level of probability
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Table 23 Absolute and relative organ weights — Summarized data in male rats
< After treatment period >
Dose No. of B. W. Brain Liver Kidney Spleen Adrenal Testis
(mg/kg) animals (g) (g (g (g) (g) (mg) (g
Absolute 0 6 333 1. 88 10. 42 2.62 0. 65 57.0 3. 06
+ 25 0. 03 + 0. 85 .12 +0.12 + 9.5 +0. 21
1 6 343 1. 95 10. 70 2. 65 0. 71 48. 0 3. 02
= 33 0. 09 + 1.40 +0. 14 +0. 08 +11.8 - #0. 30
5 6 356 1. 86 11. 54 2.70 0. 74 53. 8 3.01
+ 13 +0. 06 + 0.61 +0.18 +0. 09 + 7.1 +0. 29
25 6 338 1.97 10. 98 2. 63 1.11%%  56.4 3. 08
£ 25 0. 06 + 1.13 +0. 20 0. 15 + 8.2 . 22
125 6 304 1. 98 9. 66 2.59 2. 98xex 43. 1 3.16
+ 16 +0. 08 = 0.42 +0.19 +0. 27 + 7.9 +0. 23
Relative®@ 0 6 333 0. 60 3.13 0.79 0. 20 17. 26 0. 92
‘ + 25 0. 06 0. 14 0. 04 =0. 03 + 3.58 +0.13
1 6 343 0. 57 3. 11 0.78 0. 21 13. 82 0. 89
+* 33 0. 06 0. 20 0. 05 0. 03 + 2. 36 =0. 09
5 6 356 0. 55 3. 24 0.76 0. 21 15. 14 0. 85
= 13 +0. 02 +0. 09 0. 07 =0. 02 + 2. 25 +0. 09
25 .6 338 0. 58 3. 25 D.78 0. 33xx 16. 70 0.92
= 25 0. 03 +0. 14 0. 03 +0. 03 = 1.98 +0. 09
125 6 304 0. 66 3.18 0. 85 0. 98xx 14. 15 1. 04
+ 16 +0. 04 40. 09 =0. 05 0. 06 + 2.18 0. 09
Each value is expressed as mean*SD.
@ : Relative organ weight per 100g body weight
%k : Significantly different from control at 1% level of probability
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Table 24 Absolute and re” tive organ weights — Summariz: data in female rats

< After treatment period >

Dose No. of B. W. Brain Liver Kidney Spleen Adrenal Ovary
(mg/kg) animals (g) (g) (gd (gd (gl (mg) (mg>
Absolute 0] 6 200 1.82 6.21 1. 56 0. 44 64. 1 80. 2
+ 18 +0. 09 = 0.99 =0.13 0. 05 =11.7 +13.1

1 6 200 1. 83 6.19 1. 61 0.42 55.5 74. 9

+ 9 +0. 03 + 0.49 0. 07 0. 04 + 5.5 + 8.6

5 6 199 1.81 6.01 1.67 0. 45 66. 0 81.3

+= 10 0. 05 += 0.72 .12 0. 08 = 5.1 + 8.8

25 6 202 1.87 6.21 1. 68 0.73 71.3 84.2

=+ 7 +0. 07 +=.0. 39 +0. 05 .12 = 7.8 + 4.6

125 6 189 1. 87 6. 38 1. 67 1. 7lxx 63. 8 90. 6

+ 5 0. 05 + 0. 39 =0. 16 =0. 23 = 7.9 =~ 9.6

Relative® 0 6 200 0.32 3. 08 0.78 0. 22 31. 88 40.0
+= 19 0. 07 0. 21 0. 06 =0. 03 = 2.87 = 8.1

1 6 200 0. 92 3.10 0. 81 0.21 27. 81 37.5

=+ 9 +0. 04 .19 0. 03 =0. 03 = 2.73 + 4.2

S 6 198 0. 91 3. 01 0. 84 0. 23 33. 25 41.0

+ 10 +0. 05 +0. 24 0. 08 0. 04 = 3.90 = 6.0

25 6 202 0.383 3.08 0. 84 0. 36 35. 32 41.8

+ 7 0. 03 .17 =0. 03 0. 05 + 3. 33 + 2.7

125 6 189 0. 99 3. 38 0. 88 0. 81xx 33. 82 48. 0

+ 5 +=0. 04 0. 24 +0. 08 0. 14 + 4.63 + 4.7

Each value is expressed as mean=SD.
@ : Relative organ weight per 100g body weight
% : Significantly different from control at 1% level of probability
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Table 25 Absolute and relative organ weights — Summarized data in male rats

< After recovery period >

Dose No. of B. W. Brain Liver Kidney Spleen Adrenal Testis

(mg/kg) animals (g (g) (g) (g) (g) (mg) (gd

Absolute 0 6 402 2.01 11. 96 2.72 0.75 53. 4 3.18
+ 33 +0. 03 + 0.97 0. 24 +0. 08 + 7.7 +0. 27

125 6 - 375 2. 00 11. 35 2.73 1. 13%x 56. 2 . 3.14

+ 25 0. 07 + 0.97 0. 22 0. 08 += 7.1 0. 34

Relative®@ 0 6 402 0. 50 2.98 0.68 0.18 13. 39 0. 80
+ 383 =0. 04 +0. 13 +J. 05 0. 02 + 2. 48 +0. 08

125 6 375 0. 53 3. 03 0.73 0. 30%x 15. 04 0. 84

+ 25 +0. 05 +0.18 +0. 04 =0. 02 + 2. 21 .10

Each value is expressed as mean*SD.
@ : Relative organ weight per 100g body weight
%% : Significantly different from control at 1% level of probability
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Table 26 Absolute and relative organ weights — Summarized data in female rats

< After recovery period >

Dose No. of B. W. Brain Liver Kidney Spleen Adrenal  Ovary

(mg/kg) animals (g) (g (gd (g) (g) (mg) (mg)>

Absolute 0 ) 216 1. 85 6. 08 1.61 0. 46 61.7 81.3
+ 18 +0. 05 + 0.41 .13 =0. 07 * 8.2 = 8.0

125 6 218 1. 83 6.43 1. 71 0. 71%x 58.1 80. 0

+ 14 0. 05 + 0. 41 .13 +0. 13 +10.0 = 7.6

Relative®@ 0 ) 216 0. 86 2.82 0.75 0.21 28. 57 37.8
+ 18 +0. 08 +0. 20 0. 05 =0. 03 + 3. 55 = 4.9

125 3] 218 0. 84 2. 96 0.78 0. 33xx 26. 73 36. 8

+= 14 +0. 07 +0.17 =0. 04 =0. 05 + 4.42 + 3.1

Each value is expressed as meantSD.
@ : Relative organ weight per 100g body weight
%% ; Significantly different from control at 1% level of probability
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Table 27- 1 Incidence of histological findings — Summarized data in male rats
< After treatment period >

Dose (mg/kg) 0 1 5 25 125
Organ : Findings No. of animals 6 6 6 6 6
Liver : Hemosiderosis in Kupffer cell + 0 0 0 0 1
+4 0 0 0 0 5
Total 0 0 0 0 6**
Extramedullary erythropoiesis + 0 0 0 0 5
++ 0 0 0 0 1
Total 0 0 0 0 6**
Hepatocellular fatty change + 0 1 0 0 0
Kidney : Brown pigmentation in cortical tubular epithelium t+ 0 0 0 0 6**
Eosinophilic bodies in proximal tubule } 0 1 0 0 0
+4 1 0 0 0 0
Total 1 1 0 0 0
Focal tubular basophilic change 1 3 2 2 4 1
Focal tubular dilatation with hyaline casts + 1 0 0 0 0
Cysts + 0 1 0 0 0

+ : Slight; ++ : Moderate
x%x : Significantly different from control at 1% level of probability
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Table 27- 2 Incidence of histological findings — Sunmmarized data in male rats
< After treatment period >

Dose (mg/kg) 0 1 5 25 125
Organ : Findings No. of animals 6 6 6 6 6
Testis : Focal hypospermatogenesis ' 4 1 — — -— 1
Spleen : Congestion + 0 0 0 6 ]
+4 0 0 0 0 5
Total 0 0 0 6** 6**
Hemosiderosis + 0 0 0 6 0
+4 0 0 0 0 6
Total 0 0 0 6*" 6**
Increased extramedullary erythropoiesis + 0 0 0 5 0
+4 0 0 0 0 6
Total 0 0 0 5** 6*°
Decreased lymphocytes in marginal zone of t 0 0 0 6 0
lymph follicle +4 0 0 0 0 6
Total 0 0 0 6** 6**
Bone marrovw : Increased erythropoiesis 4 0 0 0 5 0
+4 0 0 0 0 6
Total 0 0 0 5** 6**
+ : Slight; ++ : Moderate; — : Not examined

% : Significantly different from control at 1% level of probability

Organs of the heart, liver, kidney, testis, spleen, adrenal and bone marrow were examined from animals

of control and at a dose of 125 mg/kg. Organs of the liver, kidney, spleen and bone marrow were examined
from animals at doses of 1,5 and 25 mg/kg.



Table 28- 1 Incidence of histological findings — Summarized data in female rats
< After treatment period >

—|E€—

Dose (mg/kg) 0 1 5 25 125
Organ : Findings No. of animals 6 6 ) 6 6
Liver : Hemosiderosis in Kupffer cell + 0 0 O 2 3
T4 0 0 0 0 3

Total 0 0 0 2 g**

Extramedullary erythropoiesis + 0 0 0 0 5**
Hepatocellular fatty change + 0 0 1 0 0
Kidney : Brown pigmentation imn cortical tubular epithelium + 0 0 0 0 3
+4 0 0 0 0 3

Total 0 0 0 0 6**
Focal tubular basophilic change + 1 0 1 3 2

Focal tubular dilatation with or without

hyaline casts + l 2 0 1 0
Focal tubular mineralization + l l 1 0 1

£60-£6 'ON Apml§

: Slight:; ++ : Moderate
xx : Significantly different from control at 1% level of probability
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Table 28- 2 Incidence of histological findings — Summarized data in female rats

< After treatment period >

Dose (mg/kg) 0 1 5 25 125
Organ : Findings No. of animals 6 6 6 6 6
Spleen : Congestion 1 0 0 0 5 0
t+ 0 0 0 0 6
Total 0 0 0 5 6**
Hemosiderosis + 0 0 3 B 0
+4 0 0 0 0 6
Total 0 0 3* 6** 6**
Increased extramedullary erythropoiesis + 0 0 1 5 0
+4 0 0 0 0 §
Total 0 0 1 5** 6**
Decreased lymphocytes in marginal zone of + 0 0 0 2 0
lyoph follicle +4 0 0 0 0 6
Total 0 0 0 2 6**
Bone marrow : Increased erythropoiesis + 0 0 0 3 0
+t 0 0 0 0 6
Total 0 0 0 3 6**

+ : Slight; ++ : Moderate
¥ : Significantly different from control at 5% level of probability
¥% : Significantly different from control at 1% level of probability

Organs of the heart, liver, kidney, spleen, adrenal and bone marrow were examined from animals of control
and at a dose of 125 mg/kg. Organs of the liver, kidney, spleen and bone marrow were examined from

animals at doses of 1,5 and 25 mg/kg.



£60-£6 "ON Apm§

Table 29 Incidence of histological findings -— Summarized data in male rats
< After recovery period >

Dose (mg/kg) 0 125
Organ : Findings No. of animals 6 6
Liver : Hemosiderosis in Kupffer cell + 0 4*
Focal necrosis + 1 0
Hepatocellular fatty change + 1 0

Kidney : Brown pigmentation in cortical tubular epithelium + 0 6**
Focal tubular basophilic change + 3 3
Focal tubular dilatation with hyaline casts 1 1 0
Spleen : Hemosiderosis +i 8 %

Total 0 6er
Decreased lymphocytes in marginal zone of + 0 6**

lymph follicle

+ : Slight; ++ : Moderate
% : Significantly different from control at 5% level of probability
%% : Significantly different from control at 1% level of probability

Organs of the liver, kidney, spleen and bone marrow were examined from animals of control
and at a dose of 125 mg/kg.
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Table 30 Incidence of histological findings — Summarized data in female rats
< After recovery period >

Dose (mg/kg) 0 125
Organ : Findings No. of animals 6 6
Liver : Hemosiderosis in Kupffer cell + 0 5“
Kidney : Brown pigmentation in cortical tubular epithelium + 0 6*
Focal tubular basophilic change + 1 0
Focal tubular mineralization + 1 0
Focal tubular dilatation with hyaline casts 1 1 0
Spleen : Hemosiderosis +i 6 %
Total 1 6°r
Decreased lymphocytes in marginal zone of 1 0 5**

lymph follicle

+ : Slight; ++ : Moderate
% : Significantly different from control at 1% level of probability
Organs of the liver, kidney, spleen and bone marrow were examined from animals of control

and at a dose of 125 mg/kg.
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