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B3) OBMAWOMIT 20, D F Cri:BED) 5o bz, ARRUWED ( (3RS
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oW Ti, RERTE |4 BROEENHERY, £lbowFERc>»ThRi L,
Boh@ @RI, ROLBHTHE,

1) 30, 100 R2* 300 mg/ke BT, —BRBORE, FERVBEEONE, RRALC
CRER, MEAENERUREENRRECSNT, MNDS REORBEEA onbETL
BED LD,

2) 1,000 mg/kg Bz T, BBOBESIRNMHECED OGN, UL, I0E
BORE, WEERFHEL TREZEOo - EROZEL, mRECHT 3@ hn
B2 EBARMOENC X 2T, 0N, FHFNEEIILALRV IO LELL
hi,

3) WM THRESHWO 1,000 ng/ke BT, REPHRTERERIM CRY OLIE
Mo fefET VT I VEOBIRTZRCHES A6 RoETHEe, ERY vE0REDHNT
EWohl, ChORVLTHLBE, Ao, HBCEETAEMRAD LhZ0I L0, B
RS SR Y 20 RERSFRTH - 1,

4) o, HHEBMKTRERBYO 1,000 mg/ke HOMizH T, ROMEMEEREMN

LHIBOHPERFILIRD Onld, ThiEdRUEERCEEL ¢ -EoE{biEnE
FRTHOTIIEL, RESHBREPCPTH o L) Ribd EoZbs Ml s nk,

5) DLLORRNS, AINDS @5 » ¢ 28 HERERORE U 5BREERL, 1000
mg/kg/ B TH B LRI N,
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(1) ¥
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(2) BREEEAE

2flcovT, BFERRE (2 by —#8, AT 200) 2RV TROBELBE
B) L, BREOKELD MBI GENER) £8HLL

., PR, B, BR, BEIRmE

Bk, BB, B, MERUHEL, A% -RBLIEELR.
(3) WITHESFNBRE

P oD TROEREERL, 10% PRy vBEG R Y VIRICTBERE L 2.

WL FEE OIRK -2 -0R BERE (ERAMEESD), uRER R ORE WS
XEE&D), OB, E, Al §, 1B R, BE BE, 8% WE OBk BE BELE
WISIRR, MEEE, BREL, TE, 0B KEIR G, B CERAN. ERAN. BEnE, ¥
-BR (g, KRE), Voo o GEIRY o086, BRIRY »ovED, BRH (TRETEB .
BE EWm, ROSE GEE

WIERARRE G, HRERC 1,000 ng/keBE OO0, FE, B, BE, SIBRUCES
COWTEIRIZED NS 7 4 VR EEEL, ~e bR LYy nd Y s 0D BEERLT
Bl Lo, WEMREAOERR, ST lBEEan CGERREEThERI TR - 1
W) wEELTERLLS,

T. At

BohaPhHEd 20 BHEEC ST, WRRLZOBEOFEE (BRFELHUT) 2RONE
TREL 7,

1) 3B EDES
EEBRI DD TR Bartlett OFEMELTTY, AHA-RDBE 3 —TEE O 5T
T e FEAS-HRTHVIGS, BBESERCRMRE Kraskal-Wallis OMERREET
s, TNOOREEELTD A, Dumett Fit & O RBEICET 2B oLERIEL T
ot B, HRRUWHEAERFIHMRE VTR RELEV
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Fitos:)
EERRRC 2O TRFRELTY, 20BENEI—BLIEAT Student @ t BEE, —
BT BEW Aspin-telch @ t BEEIT- %, Tk, BOKGHBRUFHREC SV TE
Hann-bhitney® U BOEE, JMECREMBSNRRIZI OV TIE, Fisher OBIERTEL B
7o
Ak, BEECOVTE, F—YILoBARIET A0 CRBE R I AMEROBMNLIEL,
HEEWERERL D - 22,

o>

T

e R

L. ~JKEE (Tables 1,2, Appendices 1,2 BROUFET

BRI 30, 100, 300 BT 1,000 mg/ke BOME L b, HEPBARE L T BIREOZE
LT ERD ONEM o K,

2. (k& (Figures 1,2, Tables 3,4, Appendices 3,4)

BERUEEDNEE T, ERDEBREEHOKER, HRBE LI THIRNCEEZER
BY LN T,

sk, MoMEREETRERSYICSVT, 1,000 me/ke BOKBERREEA T OB E
ROFE - T, HEEHTREROKEDGEETLTHEBL, EBER» ONEH -1,

3. {HE (Tables 5,6, Appendices 5,6)
REERUCHENEAELC, dRPEESRBOBHEEIIHBR LENTEIEY ONE) o,

4, FRARE (Tables T~10, Appendices 7~10, &¥l8)
REREECEERERTHOVThoREC BN T, BREBERCHBYREREOREN
bh2 L3 RELITD NS -k, REPEETHOL,000 ng/ks HOMDpHE, PPBk
< BRAGEY Sl d, FITERCERRELRTRIE»» .,

2k, REEERTHOREC VT, EYAE VYRS oY ) =5 ViRERRER 100 ng/ke
DEoREROBERFCEL, AROSARNERELIAH (BUAE Y F¥ER, vory



=5y BER) CRGEL, HEIRETE -, JoRBRERBEANECHLTLRET S
CEHHRI R EHS),

5. MEHFRAER (Tables 11~14, Appendices 11~14, &¥l 9,10)
BRERURERMG TRESTEMLELC T, SRYERSEBoME L, SREFERCHRSE
EEATHE R EERRERIBD SN h o,

6. mEEAFRIHA (Tables 15~18, Appendices 15~18, &kl 8~10)

REDHRTRERBMIC LT, MEEED 1,000 ng/ke BORE Y AL VEOIHNEL &
AEEERL, HEMENEEZNRD Ok, VI AVY VRBHBRECERYEREREREL
R, SRUEREICREL TEENRIE T 5 RSN (B8,

HEHMER TRERBY R, BEYERTRERDY TR ozt vt v OoR{LERD &
hiote, ULAHAL, ShERBI, 1,000 mg/ke B BT, WINIBRELZ T ALY I VEOR
DR ZITES A/GCILOE T, Bl v EORDAMIIERD o,

BE, MRFEHRCMEELENRECSY 2ER -7 (EFH & EHIRTINRL &,

7. WHEFPMA
1) Z&AFR (Tables 19~22, Appendices 19~22)

BB TRERBYIC ST, 30, 100 2TF 300 me/ks HTH, BEBPERSOREN
ROhBRBEIRDONEh ok, 1,000 mg/ke BHTH, SHOBELIENIS GIRDPIED 2
Ll 4PLiciBH o,

HEPERTREREMC ST, ERRIED ORI R,

2) BBEE (Tables 23~30, Appendices 23~30)
BEPRRTRERDUC SV, HRYRESSHONELABBEOER, WXHEUHE
HWEEOVTHIISVTOHFIFRCEESELIRD oniih -1,

HEDEE TEERHYIC LT, Mo 1,000 ng/ke BOKELSFREHEL PP TH
Sk, FRBGHAEROSORD, RIBNEROHOMMERLLY, BHRUHNER



RHEE LT -EOEMENERTEE @D OB h o .

3) WIS (Tables 31,32, Appendices 19~22, Photos 1~8)

XBEET 1,000 mg/ke BEOMU 0T, OB, FE, BB SBERCEBAREL.,
T, HRTEBOEENSEDONLOTEBR SV THRELE, 20RE, BRLAZES
W, BBRYERSORENARONIEMEBD bk ot BRI HELTORER, ¥
BOmEORRES ONAPRPREIED NI,

BE, ARy P LELERRL, BRREMELELONZELE LT, WA
ME, WECREE RO TRED 50 T8k (cosinophilic body) O, WBMRMENE
ik, MEMRERELEOEUIBRMRD bntk,

%%&Uﬁ%

SHNDS @ % » PEROLEEDREC XS 28 HREoRERSHHABRE, 0CHR), 30, 100,
300 BT 1,000 mg/ke WO SBTIT -, Fh, HBERT 1,000 mg/ke B0 TW, BEH
Hi# TR 4 BRloEERRERY, Blloddic> LTl k.,

TEIMR TREREMC ST, 30, 100 BT 300 mg/ke BT, M S HBRBRYERS50D
EMEELEL ONBELTEDONEDH ok, 1,000 me/ke BB LT Y, WHEMRBNELE
HHRZ OB EFROWERNAMEIZD on0s 7T, 20MBELIED LN,

W & 2 OREHBFNELE LBV EBOR D, RHENMEPESFLEWO T » t o ¥
F¥REDEBORSBHYE~ORSRILILERD L, BRAEEOH X232 LEL
HNTW S, ANDS IREI X ZEBIERORBBEC OV TRFRRTH 20, VT LTHER
Z2EBHBY OB L 2RESELTHY, TREOC-BIREOERLPREICHT HEIAD
HNTVRHI EAD, SUFRNCLERFHCLBCEEL AL BEl TV & HH S

Nnb,
| Bk RBhryarryReyery s -5 voERRECEVT, 100 mg/kg D EOHEBHEO
MHoR G LRI SVERORBRISHEN, ESEETH -, T, (AT
BECEOT, HET2EAEDBRVEY AL VEOHOBEN 1,000 ng/ke BoOMEICED

otz

10



EY i rob T, RECMERREREL VY VY RELHLTED, AN B+ 7 0~
VERETHEL I LD0, LOVTVRELBBURRT 2 LREBEA OIS, £, Bhrlich
FinemALULREOY oy 2 -5 v OFEIKREIC VTS, Bhelich ERIHLI o7
EOEMAF L VvORBREL LTHOONTHEY, F7F47 I vk TH2 MNDS Xl
THRIBT B LR H0FHENh3, chooo &, AINDS RBEICHL T, chioEENE
Blic k@R ank,

Lt o7, REBRICBTA e yoonl )y -4 vikERF L 28820 T AW
vOEER, Rybs0Mmpbo AINDS RUZ2ofREMLAELoORERBRC LI 0 2EA
b, AHNDS DEMREL BT IEL TR LI,

-7, HEHERTRERBY TR, REHERTRERBY TR o TEORREED 5
he, mELTH,

chnE i, HEBRER TREREYMO 1,000 me/ke BRiZEWVT, W¥hb@mEYL71 v
BOWLRTZES A/CILOBE T, By vEORDIHIRD o nied, I hbE
B, o, AEYHEENTOZE T, ri@d 2E8LbBo o Lo, ERMERE
Bt 20 EETH - . I 6, 1,000 mg/ke BOM &0 2RO EZEM L EIF O
WEEBDICOVTE, BEECHEHERICEE L T EOR{LERNERT O TR, KREN
MBEHLEPCDPTH o C LS REV EoZ b L Hlicn z,

COLIW, MNDS W5y boo 28 BREIRERSCHWT, 1,000 mg/ke BRCBWTHECH
FEL AL BEREREBEDONEDI o, Lo T, HMESSE(NOIL) T 1,000 ng/ke/ T

HD &%gx:%ﬁ L‘%\:o
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Body weight (g)

< Treatment period

. | , | 7 F- l?{eooveryl period —1

1 7 14 21 280) 3B 42(14)
Day of treatment (Day of recovery)
Fig. 2 Body weight change in female rats

—— : QO mg/kg : W mgkg ———- : 100 mg/kg  -——- : 300 mg/kg - : 1000 mg




Table 1 Clinical signs and death — Summarized data in male rats

Dose (mg/kg) 0 30 100 300 1000

Clinical signs
Animals examined 12 3} 6 6 12
Abnormalities 0 0 0 0 0

Death 0 0 0 0 0




Table 2 Clinical signs and death — Summarized data in female rats

Dose (mg/ke) 0 30 100 300 1000

Clinical signs
Animals examined 12 6 6 6 12
Abnormalities 0 0 0 0 0

Death 0 0 0 0 0




Table 3 Body weight — Group mean values in male rats
C g >
Dose Day of treatment ( Day of recovery )
(mg/kg) 1 7 14 21 28 28 (0O 357> 42(14)
0 178 226 287 337 376 375 405 431
5 g 13 17 22 22 26 28
(12 12> (12> (12> 12> ( 8 ¢ 6) C 6
30 179 226 282 327 366
5 6 10 15 19
| « &8 « 8 ( & « 8 C 6
tn 100 179 225 284 333 369
% 6 g 13 19 26
« 8 « & « 8 ¢ 6 ( 8
300 178 223 276 319 354
6 11 15 18 21
C & ¢ 8 ( & « B8 ¢ &
1000 178 227 285 333 373 375 407 434
5 7 13 18 22 16 21 23
12> (12> 12 (12> (12> « 8 ¢ 6) « 6

Each value
(n) : No.

is expressed as mean & SD.
of animals



Table 4 Body weight — Group mean values in female rats

C g )
Dose Day of treatment ( Day of recovery )
(mg/kg) 1 7 14 21 28 28 (0D 35C7) 4214
0 143 160 182 201 218 223 233 245
B g 12 13 16 17 20 20
(12> a2 (12D (12D (12> « 6 ( B8) ( 6)
30 143 160 182 203 225
7 g 14 19 23
i ¢ 6 ( 6 ( B2 ( &) ¢ 6
IR 100 144 163 185 206 224
| 5 6 g 13 14
‘ ( 6 C B C 8) C 6 C &)
300 143 160 184 206 221
5 7 9 i1 15
¢ 6) 8 C 6) « 6 C 6
1000 144 161 183 201 214 210 220 229
5 6 8 8 g 9 9 15

(12> 12 (125 (12> (12> « 6 « 8 ¢ 6

Each value is expressed as mean & SD.
(n) : No. of animals



Table 5 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 5D 6 (2>
0 4 27 32 35 35 35 35 35
(12> a2 a2 a2y ( 8 « 68 C B8

30 2 27 31 34 33

« 8 « 8 C 8 « 8

100 2 24 30 33 36

¢ 6 « ® « & « 8

300 2 25 30 31 33

« 8 C 6 « 8 « 8
1000 4 27 33 34 35 35 35 36
(12> a2 a2 12> « 6 C B8 « 8

Fach value is expressed as mean
(n) : No. of animals



S

Table 6 Food consumption — Group mean values in female rats

( g/rat/day )

Dose No. of Week of treatment ( Week of recovery )
(mg/kg) cages 1 2 3 4 4 (0D 5D 6 (2)
0 4 17 22 22 22 24 22 23
12> a2 a2 (12> « & C 6 C 6

30 2 19 20 22 23

« 8 ( 8 « 8 C 8

100 2 18 22 21 22

C & « 8 ¢ 8 « &

300 2 18 21 22 21

« 8 ( & ¢ 6) « 6
1000 4 19 20 20 21 20 22 21
(12 12> 12 (12> «C 8 ( 6) ( 6

Each value is expressed as mean
(n) : No. of animals
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Table 7 -—1 Urinary finding - Summarized data in male rats
< After treatment period >
Dose No. of Color Cloudy pH Protein
(mg/kg) animals c PY Y — + 5.0 6.0 6.5 7.0 7.5 8.0 8.5 + O+ HE
0 12 12 12 3 1 2 1
30 6 6 6 3 1 2 5
100 6 6 6 3 2 1 4 1
300 6 1 5 6 1 4 1 )
1000 12 12 12 2 8 2 7 2
Color : C(colorless), PY(pale yellow), Y(yellow)
Cloudy : — (negligible), + (cloudy)
Protein : — (negligible), * (15~30mg/dl), + (30mg/d1), ++(100mg/dl), +++(300mg/d1), ++++ (1000mg/d1)



Table T7-—-2 Urinary finding - Summarized data in male rats

< After treatment period >

Dose No. of Glucose Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg)  animals — 4+ 4 4 — 4+ 4 — £ 4+ 1 444 0.1 1 2 4 8 — ¥ i+ t+¢
0 12 12 2 10 8 2 1 12 12
30 6 6 6 4 2 6 6
100 6 6 2 4 3 3 a) 2
300 6 6 6 : 4 1 1 2 2
1000 12 12 1 11 11 1 » a

Glucose : —(negligible), *(0.1g/dl), +(0.25g/d1), ++(0.5g/d1}, +++(1lg/dl)
Ketone body : — (negligible), * (5mg/dl), + (15mg/dl), ++(40mg/d1), +++(80mg/dl)

Occult blood : — (negligible), * (irace), + (slight), ++(moderate), +++(marked)
Urobilinogen : Ehrlich unit/dl
Bilirubin : —(negligible), + (slight), ++(moderate), +++(marked)

a) :Judgement could not be made because abnormal color reactions appeared.



Table 8—1 Urinary finding - Summarized data in female rats

< After treatment period >

(ggjﬁg) ggimgfs c Coégr Y —(-:IOUd{L 5.0 6.0 6.5 I7JI.{0 7.5 8.0 8.5 - * P:Otiin HE
0 12 12 12 , 3 4 2 2 1 3 7 2
30 6 6 6 2 2 2 5 1
100 6 6 6 1 4 1 6
300 6 1 5 6 1 4 1 1 4 1
1000 12 12 12 g 2 1 10 2

Color : C{colorless), PY(pale yellow), Y(yellow)
Cloudy : — (negligible), + (cloudy)
Protein : — (negligible), * (15~30mg/d1), + (30mg/d1), ++(100mg/d1), +++(800mg/dl), ++++(1000mg/d1)



Table 8 —2 Urinary finding - Summarized data in female rats

< After treatment period >

Dose No. of Glucose Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg)  animals — X 4+ 4 4 R R - £ 4+ 4 0.1 1 2 48 ~ + 44
0 12 12 12 7 5 12 12
30 6 6 6 5 1 6 6
i 100 6 6 6 6 a) 2
| 300 6 6 6 6 a) )
1000 12 12 12 9 3 2 )

Glucose : — (negligible), *(0.1g/dl), +(0.25g/d1), ++(0.5g/d1), +++(1g/dl)
Ketone body : — (negligible), * (5mg/dl), + (15mg/dl), ++(40mg/dl), +++(80mg/dl)
Occult blood : — (negligible), * (trace), + (slight), ++(moderate), +++(marked)
Urobilinogen : Ehrlich unit/dl :

Bilirubin : — (negligible), 4+ (slight), ++(moderate), +++(marked)

a) :Judgement could not be made because abnormal color reactions appeared.



Table 9—1 Urinary finding - Summarized data in male rats

< After recovery period >

Dose No. of Color Cloudy pH Protein

(mg/kg) animals C PY Y - + 5.0 6.0 6.5 7.0 7.5 8.0 8.5 ~ 4+t
0 6 6 6 1 1 3 1 6

1000 6 6 6 1 3 2 1 5

J- Color : C(colorless), PY(pale yellow), Y(yellow)
! Cloudy : — (negligible), + (cloudy)
Protein : — (negligible), * (15~30mg/d1), -+ (30mg/dl1), ++(100mg/d1), +++(300mg/dl), ++++(1000mg/d1)



Table 9—2 Urinary finding - Summarized data in male rats

< After recovery period >

Dose No. of Glucose Ketone body Occult blood Urobilinogen Bilirubin

(mg/kg)  animals — £+ — X+ 4 — o+ 4 0.1 1 2 4 8 —
0 6 6 2 ¢ 4 2 6 6

1000 6 6 6 5 1 6 6

Glucose : —(negligible), *£(0.1g/dl), +(0.25g/d1), ++(0.5g/dl), +++(1g/dl)
Ketone body : — (negligible), * (5mg/dl), + (15mg/dl), ++(40mg/d1), +++(80mg/dl)
Occult blood : — (negligible), *(trace), + (slight), ++(moderate), +++(marked)
Urobilinogen : Ehrlich unit/dl

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



Table 10— 1 Urinary finding - Summarized data in female rats

< After recovery period >

Dose No. of Color Cloudy pH Protein

(mg/kg) animals C PY Y - + 5.0 6.0 6.5 7.0 7.5 8.0 8.5 — X 4+ o+
0 6 6 6 2 4 2 2 2

1000 6 6 6 1 3 2 2 2 2

Color : C(colorless), PY(pale yellow), Y(yellow)
Cloudy : — (negligible), + (cloudy)

Protein : — (negligible), * (15~30mg/d1), + (30mg/dl), ++(100mg/d1), +++(300mg/d1), ++++(1000mg/dl)



Table 10— 2 Urinary finding - Summarized data in female rats

< After recovery period >

9 —

Dose No. of Glucose Ketone body Occult blood Urobilinogen Bilirubin

(mg/kg)  animals - T 4+ o H - T 4 = o+ o+ 0.1 1 2 48 — + o+
0 6 6 6 4 2 ) 6

1000 6 6 5 1 6 6 )

Glucose : — (negligible), *(0.1g/d1), +(0.25g/d1), ++(0.5g/d1), +++{1g/dl)
Ketone body : — (negligible), * (Omg/dl1), + (15mg/dl1), ++(40mg/dl1), +++(80mg/dl)
Occult blood : — (negligible), * (trace), + (slight), ++(moderate), +++(marked)
Urobilinogen : Ehrlich unit/dl

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



Table 11 - 1 Hematological finding ~ Group mean values in male rats

< After treatment period >

Dose No. of RBC Hb Ht MCV MCH MCHC Re t. PT APTT

(mg/kg) animals (Q10%u1) (gr/dDd 6/9) ¢3 D) (rgd %) (%) (sec) (sec)

0 6 782 15. 2 44. 2 57 18. 4 34. 4 60 14. 2 20. 3

27 0.3 0.8 2 0.7 0.6 5 0.4 1.8

30 6 762 14.9 43.1 57 18.6 34.6 64 14. 8 21.0

35 0.6 1.5 1 0.5 0.4 8 1.8 3.5

l 100 6 784 15.1 43. 8 56 18. 2 34.3 67 14.3 20.1
- .27 0.5 1.4 1 0.5 0.4 8 1.4 4.6
‘ 300 6 748 14.5 42.5 57 18. 4 34.0 72 14. 5 18. 8
23 0.6 1.4 1 0.5 0.5 12 0.9 1.8

1000 6 755 14. 8 43.2 57 19. 7 34.3 64 14. 1 19. 2

36 0.4 1.3 2 0.6 0.5 11 0.4 1.0

Each value is expressed as mean & SD.



Table 11 - 2

Hematological finding — Group mean values in male rats

< After treatment period >

Dose No. of WBC Differential leukocyte counts (%) Plat.
animals 2

(mg/kg) ao7uld Baso. Stab. Sesg. Lymph. Mono. Other (ldyul)
0 6 85 0 0 7 91 1 0 157
15 0 0 3 4 1 0 16
30 6 66 0 0 12 88 0 0 157
12 0 0 4 5 1 0 11
i 100 6 65 0 0 10 88 1 O 167
%~ 8 0 o 3 4 1 0 18
300 6 63 0 0 21 78 1 0 172
18 0 0 12 12 1 0 S
1000 6 85 0 0 13 86 1 0 155
16 0 0 10 11 1 0 11

Each value is expressed as mean & SD.



Table 12 - 1

< After treatment period >

Hematological finding — Group mean values

in female rats

Dose No. RBC Hb Ht MCV MCH MCHC Ret. PT APTT

(mg/kg) animals C10¥Yul1d (g/dD) %> (f1 (pg) (%) (%) (sec) (sec)

0 6 7717 15. 1 42.7 55 18. 4 35.3 33 12. 8 17. 8

29 0.6 1.5 1 0.4 0.5 7 0.4 0.6

30 6 770 14. 7 42. 2 55 19.1 34.8 44 13.6 18. 2

45 0.4 1.2 2 0.8 0.6 6 0.3 1.1

100 6 779 14.9 42.6 55 19.1 34.8 41 13.3 17.5

! 35 0.6 1.3 1 0.3 0.7 10 0.5 1.3
O

I 300 6 752 14. 5 41. 8 55 19. 4 34. 8 38 13. 2 18.5

43 0.5 1.5 1 0.5 0.4 6 0.4 0.8

1000 6 785 14. 8 42.7 54 18.8 34.8 33 12.8 18.8

48 0.6 1.8 2 0.7 0.3 11 0.5 1.8

Each value

is expressed as mean & SD.



Table 12 - 2

< After treatment period >

Hematological finding — Group mean values

in female rats

Dose No. of WBC Differential leukocyte counts (%) Plat.
animals
(mg/kg) (107w 1> Baso. Eosin. Stab. Seg. Lymph. Mono. Other 10%u1)
0 6 .48 0 0 8 89 1 0 156
19 0 0 4 5 1 0 14
30 6 53 0 0 VQ S0 0 0 141
8 0 0 5 5 1 0 32
100 6 47 0 0 11 87 1 0 151
RS 12 0 0 4 5 1 0 11
O
! 300 6 46 0 0 13 87 1 0] 144
' 11 0 0 5 5 1 0 12
1000 6 42 0 0 8 g1 0 0 163
15 0 0 3 3 1 0 23

Each value is expressed as mean & SD.



Table 13 - 1 Hematological finding — Group mean values in male rats

< After recovery period >

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT APTT
(mg/kg) animals 10%uld (g/dD) &9 (£1 (pgd (%) (%e) (sec) (sec)
0 6 818 14. 8 44.0 54 18. 3 33. 8 57 14.5 21.6

56 0.5 2.1 1 0.7 0.6 4 0.8 2.5

1000 6 797 14.6 43.1 54 18. 3 33.8 57 14. 7 21.3
37 0.6 1.6 2 0.5 0.3 6 1.5 2.5

. Each value is expressed as mean & SD.



Table 13 - 2

< After recovery period >

Hematological finding — Group mean values in male rats

Dose No. of WBC Differential leukocyte counts (%) Plat.
animals 2
(mg/kg) (107 1D Baso. Eosin. Stab. Seg. Lymph. Mono. Other (ld&ul)
0 6 82 0 0 0 13 86 1 0 157
18 0 1 0 5 4 1 0 24
1000 6 83 0 1 0 13 86 1 0 156
30 0 1 0 4 3 1 0 7

Each value is expressed as mean & SD.



Table 14 - 1 Hematological finding — Group

< After recovery period >

mean values

in female rats

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT APTT
(mg/kg) animals (10¥u1d (gr/dDd %) (f1> (rgd %) (%o) (sec) (sec)
0 6 813 15. 2 44. 4 55 18.8 34. 3 43 13.9 18.0

21 0.4 0.7 1 0.5 0.5 7 0.8 1.0

1000 6 814 15. 2 44. 0 54 18. 7 34. 6 49 14. 0 18.1
35 0.5 1.6 1 0.4 0.3 g 0.5 0.5

Each value is expressed as mean & SD.
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Table 14 — 2

Hematological finding — Group mean values

< After recovery period >

in female rats

Dose No. of ¥BC Differential leukocyte counts (%) Plat.
animals Neutro.
(mg/kg) (ldaul) Baso. Eosin. Stab. Seg. Lymph. Mono. Other (10@#1)
0 6 51, 0 1 0 9 90 1 0 145
25 0 1 o 4 3 0 0 12
1000 6 47 0 2 0 9 89 0 0 147
11 0 2 0 6 7 1 0 14

Each value is expressed as mean & SD.



Table 15 - 1 Biochemical finding — Group mean values in male 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/1) I/ (IU/1) (IU/7D) (g/d1> (g/7d1Dd (mg/d1) (mg/d1)

0 ) 62 34 378 0. 25 6. 09 2.84 0. 88 85 107

5 6 50 0.18 0. 23 0.16 0. 07 10 33

30 ) ' 66 34 441 0. 33 5.97 2. 81 0. 88 88 112

6 6 80 0.18 0. 24 0.18 0. 05 10 31

100 6 64 36 471 0.42 5. 96 2. 83 0. 90 92 g1

| 6 5 135 0. 36 0. 20 0.11 0. 05 16 27
O

Q? : 300 6 68 36 372 0. 32 6. 00 2.84 0. 91 94 87

| 5 6 117 0. 27 0. 293 0.12 0.10 12 20

1000 6 65 35 389 0. 36 6. 14 2. 88 0. 89 84 108

5 5 g8 0. 45 0.17 0. 08 0. 05 19 26

Each value

is expressed as mean & SD.



Table 15 - 2

Biochemical finding — Group mean values

< After treatment period >

in male rats

Dose No. of Glu. " T-Bil. BUN Crea. Ca P Na K C1
(mg/kg) animals (mg/dl) (mg/dl) (mg/dl> (mg/dl) (mg/dl) <(mg/dl) (mEq/1) (mEq/1) (mEq/1)

0 6 141 0.41 15.9 0. 45 10. 2 .3 141 4. 23 100

14 0. 05 1.6 0. 05 0.2 .3 1 0. 22 1

30 6 136 0.42 15.7 0. 48 10. 2 .5 141 4,50 101

6 0. 05 1.8 0. 05 0.3 .6 1 0. 22 1

100 6 128 0. 40 14. 6 0. 44 10. 3 .4 141 4. 35 100

| 8 0. 02 1.5 0. 04 0.3 .3 1 0.12 2
[N

ﬁ‘ 300 6 132 0. 41 16. 0 0. 46 10. 2 .1 141 4. 41 101

15 0. 05 1.1 0. 04 0.4 .5 1 0. 22 1

1000 6 133 0.56%x  16.8 0. 48 10. 4 .2 141 4.34 100

15 0. 07 1.9 0. 05 0.3 .5 1 0. 31 1

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

is expressed as mean & SD.

level of probability
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Table 16 - 1 Biochemical finding — Group mean values in female 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) (10715 (IU/D> (Iu/1> (g/7d1d (g/dD (mg/d1) (mg/dld

o 6 73 23 226 0. 66 6. 29 3. 28" 1. 10 g1 51

6 6 51 0. 45 0. 35 0. 21 0.10 12 36

30 6 70 27 241 0.68 6.40 3. 27 1. 04 85 66

10 4 41 0. 43 0. 30 0. 26 0. 09 7 42

100 6 66 27 2380 0. 36 6. 56 3. 36 1. 05 85 74

11 3 63 0.17 0.15 0.18 0. 11 17 48

300 6 62 27 236 0. 54 6. 35 3.21 1. 03 83 83

6 7 48 0. 28 6. 33 0. 22 0. 05 23 15

1000 6 66 26 237 0.42 6.43 3.22 1. 01 89 83

5 5 72 0. 21 0. 14 0.17 0. 08 17 53

Each value is expressed as mean & SD.



Table 16 — 2 Biochemical finding — Group mean values in female rats

< After treatment period >

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

0 6 114 0. 35 18. 9 0. 51 10. 1 6.4 140 4. 31 102

8 0. 08 3.0 0. 04 0.4 0.7 1 0. 33 1

30 6 125 0. 38 17.7 0. 54 10. 4 6.4 140 4.15 102

10 - 0.07 1.5 0. 04 0.2 0.8 1 0.11 1

100 6 118 0.41 20.1 0. 56 10. 4 6.4 141 4. 21 101

13 0. 08 2.5 0. 04 0.3 0.6 1 0. 15 2

300 ) 120 0.41 19. 4 0. 52 10. 5 6.5 140 4. 03 102

11 0. 06 2.6 0. 04 0.2 0.5 0 0. 27 1

1000 6 123 0. 56%% 18. 7 0.52 10. 3 6.2 140 4.12 102

16 0. 06 2.1 0. 04 0.4 0.8 1 0. 22 1

Each value is expressed as mean & SD.
%% : Significantly different from control at 1% level of probability



0

Table 17 - 1

< After recovery period >

Biochemical finding — Group mean values

male rats

Dose No. of GOT GPT ALP v —-GTP T. P. Alb. A/G T-Cho. T. G.
(mg/kg) animals (IU/1) (101> (10715 (I0/71> (g/dD) (g/dD) (mg/d1> (mg/d1D

o 6 66 40 316 0. 26 6. 31 2.84 0. 88 84 129

S ] 4 64 0.16 0. 32 0.10 0. 08 8 44

1000 6 61 32 348 0. 15 6. 26 2. 74% 0. 78% 88 113

4 8 64 0. 11 0. 24 0.13 0. 05 16 55

Each value

is expressed as mean & SD.

X : Significantly different from control at 5% level of probability



Table 17 - 2

< After recovery period >

Biochemical finding — Group mean values

in male rats

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

0 6 164 0.43 16. 4 0. 54 10. 3 7.3 . 140 4. 28 100

24 0. 06 1.1 0. 05 0.4 0.5 1 0. 24 2

1000 6 146 0. 48 17. 2 0. 52 10. 2 7.3 140 4. 52 100

16 0. 04 0.8 0. 04 0.3 0.3 1 0.18 0

Each value is expressed as mean & SD.



Table 18 — 1 Biochemical finding — 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/kg> animals (IU/D) (IU/1> (Iu/7D (I1U/1> (g/d1> (g/dD (mg/d1> (mg/dDD

0 6 70 28 220 0. 37 6. 48 3. 31 1. 05 85 77

11 3 55 0. 36 0. 43 0.21 .11 18 25

1000 6 62 28 186 0. 51 6. 61 3. 46 1. 10 106 121

8 5 47 0. 23 0. 40 0. 23 0. 05 24 58

Each value is expressed as mean & SD.



Table 18 — 2 Biochemical finding — Group mean values in female rats

< After recovery period >

Dose No. of Glu. T-Bil. BUN Crea. Ca P Na K Cl
(mg/kg) animals (mg/dl) (mg/4d1) (mg/d1) (mgr/d1)> (mgr/d1) (mg/d1l) (mEq/1) (mEq/1) (mEq/1)

¢} 6 136 0. 46 18. 9 0. 64 ’ 10. 4 6.5 140 4.15 101

21 0. 06 2.7 0. 05 0.3 0.8 2 0.12 1

1000 6 130 0. 48 18.1 0.61 10. 3 5. 7% 140 4.36 101

12 0. 05 2.2 0. 05 0.2 0.3 1 0. 22 1

Each value is expressed as mean & SD.
¥ : Significantly different from control at 5% level of probability
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Table 19

Incidence of necropsy findings in male rats

< After treatment period >

Organ : Findings

Cecum : Dilatation

Dose (mg/kg) 0 100 1000
No. of animals 6 6 6
+ 0 0 2

+ ¢ Slight



Table 20 Incidence of necropsy findings in female rats

< After treatment period >

Dose (mg/kg) 0 30 100 300 1000
Organ : Findings No. of animals 6 6 6 6 6
4#

Cecum : Dilatation _ + 0 0 0 0

+ ¢ Slight
% : Significantly different from control at 5% level of probability



Table 21

Incidence of necropsy findings in male rats

< After recovery period >

Dose (mg/kg) 0 1000
Organ : Findings No. of animals 6 6
No abnormalities detected 6 6




Table 22

Incidence of necropsy findings in female rats

< After recovery period >

Dose (mg/kg) 0 1000
Organ : Findings No. of animals 6 6
No abnormalities detected 6 6




o
L

Table 23 Absolute organ weight — Group mean values in male rats

< After treatment period >

Dose No. of B. W. Brain Liver Kidney Adrenal Testis
(mg/kg) animals (g (g> (g (g) (mg) (g

0 6 345 1.99 10. 26 2.59 57.5 2.982

24 0. 05 1.13 0. 33 8.4 0.18

30 6 335 1.99 g. 68 2. 46 57.2 3.19
18 0. 08 0.74 0. 07 9.9 0.10

100 6 342 1.99 g.70 2.54 51.5 3. 08
24 0. 05 1. 35 0. 24 4.2 0. 15

300 6 322 1. 99 g. 42 2.41 55. 2 2. 90
20 0.12 0. 74 0. 28 6.8 0.21

1000 6 340 2. 01 10. 07 2.59 61. 3 3. 11
24 0. 09 1.19 0. 30 10. 6 0. 30

Each value is expressed as mean & SD.



Table 24 Absolute organ weight — Group mean values in female rats
< After treatment period >
Dose No. of B. W. Brain Liver Kidney Adrenal Ovary
(mg/kg) animals . (g) (g (gd g) (mg) (mg)
0 6 194 1. 86 5. 30 1. 55 59. 3 76. 8
14 0. 05 0. 59 0. 08 6.9 13.3
30 6 202 1. 83 5.93 1. 58 60. 2 84. 4
19 0. 06 0.62 0.13 7.6 5.2
100 6 204 1. 84 5.79 1. 54 57.8 76. 8
13 0. 03 0. 64 0. 09 4.0 16. 4
300 6 202 1.78 6. 01 1. 55 55.6 76. 2
15 0. 06 0. 66 0. 23 6.3 9.2
1000 6 200 1.81 5.70 1.61 57.0 81.8
7 0. 06 0. 69 0.12 g.8 7.2

Each value

is expressed as mean & SD.



Table 25

Absolute organ weight — Group mean values

< After recovery period >

in male rats

Dose No. of B. W. Brain Liver Kidney Adrenal Testis
(mg/kg) animals (g) (g (gd (g) (mg> (gd
0 6 400 2. 05 11. 70 2.68 57.1 3.21
27 0. 05 1. 17 0. 26 7.8 0. 35
1000 6 403 2. 06 11. 41 2. 85 52.7 3.16
19 0. 07 0. 96 0.16 5.9 0. 14

Each value

is expressed as mean & SD.
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Table 26 Absolute organ weight — Group mean values in female rats
< After recovery period >

Dose No. of B. W. Brain Liver Kidney Adrenal Ovary
(mg/kg) animals (g) () (g (g) (mg) (mg)
0 6 222 1.83 6.11 1.53 67.6 88. 9
17 0. 03 0.75 0. 14 8.8 11.3
1000. 6 209 1. 85 5.71 1.49 57. 6% 76. 7
10 0. 04 0.47 0. 09 6.0 9.4

Each value is expressed as mean & SD.
% : Significantly different from control at 5%

level of probability



Table 27 Relative organ weight - Group mean values in male rats

< After treatment period >

Dose No. of B. V. Brain Liver Kidney Adrenal Testis
(mg/kg) animals g %) ¢9) %) (mg%) %>

0 6 345 0. 58 2. 87 0.75 16. 67 0. 85

24 0. 04 0.17 0. 08 2. 05 0. 06

30 6 335 0. 60 2. 89 0. 74 17.19 0. 96
18 0. 03 0. 08 0. 05 3. 32 0. 07

100 6 342 0. 58 2. 83 0. 74 15.13 0. 91
24 0. 03 0.21 0. 03 1. 80 0. 06

300 6 322 0.62 2. 383 0. 75 17.15 0. 91
20 0. 02 0.16 0. 06 1.78 0. 09

1000 6 340 0. 59 2. 96 0.76 17. 96 0. 92
24 0. 03 0.17 0. 05 2.58 0. 07

Each value is expressed as mean & SD.



Table 28 Relative organ weight — Group mean values in female rats

< After treatment period >

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

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

0 6 ' 184 0. 96 2.73 0. 80 30. 71 39.4

14 0. 04 0.17 0. 04 4. 33 5.3

30 6 202 0. 91 2.84 0.78 29. 83 42. 0

1 19 0. 08 0.12 0. 05 2.46 3.2
l

~ 100 6 204 0. 91 2. 85 0.76 28. 48 37. 9

ﬁJ . 13 0. 06 0. 21 0. 05 2.12 8.3
!

300 6 202 0. 88 2.987 0.76 27. 59 37. 7

15 0. 07 0.17 0. 08 3. 71 4.3

1000 6 200 0. 91 2. 85 0. 80 28. 49 41. 0

' 7 0. 05 0. 28 0. 05 4,53 4.4

Each value is expressed as mean & SD.



Table 29

Relative organ weight — Group mean values in male rats
< After recovery period >
Dose No. of B. w. Brain Liver Kidney Adrenal Testis
(mg/kgd animals (g) (%) (%> %> (mg%%) (%>

0 6 400 0. 52 2.82 0. 67 14. 26 0. 80
27 0. 04 0.13 0. 04 1. 55 0. 06
’ 1000 6 403 0.51 2. 83 0.71 13.12 0.78
£ 19 0. 02 0.17 0. 06 1.74 0. 03

ol

I Each value

is expressed as mean & SD.



Table 30 Relative organ weight — Group mean values in female rats

< After recovery period >

Dose No. of B. W. Brain Liver Kidney Adrenal Ovary
(mg/kg) animals (g %) %> %) (mg%) (mg%)
0 6 - 222 0. 83 2. 75 0. 69 30. 56 40. 1

17 0. 04 0. 22 0. 04 4.28 3.8

1000 6 209 0. 89% 2. 73 0. 71 27.67 36. 7
10 0. 04 0.11 0. 04 3.76 3.4

Each value is expressed as mean & SD.
¥ : Significantly different from control at 5% level of probability



Table 31

Incidence of histological findings in male rats

< After treatment period >

Organ

Liver

Kidney

Dose (mg/ke) 0 100 1000
: Findings No. of animals 6 6 )
: Microgranuloma 0 — 1
: Focal tubular dilatation with fibrosis 0 — 1
Eosinophilic bodies in proximal tubule 0 — 2
Hyaline droplets in proximal tubular epithelium 1 — 0

— : Not examined, + : Slight



Table 32 Incidence of histological findings in female rats

< After treatment period >

Dose (mg/kg) 0 30 100 300 1000
Organ : Findings No. of animals 6 6 6 6 6
Liver : Microgranuloma + 2 — — — 2
Kidney : Focal tubular dilatation with hyaline casts + 2 — — — 0
Interstitial cell infiltration + 0 — — — 1

— : Not examined, + : Slight
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