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Table 1 Urinary findings of dogs(i.v.) (T : trace)
Dose No. of Pretreatment
Sex . Cetol Occult | gips..r: | Urobi-
(mg/kg) dog pH Protein ’ Glucose thog;'e ’ bﬁggd ‘)Ellliu-b—lll linl;)gen
4 7.0 - - ‘ - + - +
Control 5 7.0 - - | - + - +
6 7.0 T - | - - - +
16 7.0 T - | - - ~ £
Male 25 17 6.0 - - | - - - S
18 8.0 - - - - ' - *
28 7.0 - - - - - +
250 29 8.0 + - - - - +
30 7.0 + - - - - +
10 6.0 T — - - — +
Control 11 6.0 - — — + — +
12 8.0 - - - - | - +
22 8.0 T - — - — +
Female 25 23 8.0 - - — - - +
24 6.0 — — —_ — 1 — +
34 7.0 — — - — - +
250 35 7.0 — — — — — +
36 8.0 — — — — — *
s Dose No. of 5 weeks
ex . aqs - '-
(mg/kg) dog pH Protein ‘ Glucose thgg;e %clgg‘lit Bilirubin lIiJnr::;n
5 8.0 s - | - _ _ +
Control 6 8.0 HH . _ _ B +
17 6.0 + - - - | = +
Male 25 18 8.0 4 _ _ _ ! B N
29 6.0 H+ - - - + +
250 30 6.5 + —~ -~ - | - +
11 7.0 + — | — — — +
Control 12 7.0 T _ } _ _ _ N
Femal 25 23 7.0 + — — - + +
emale 24 6.0 + — - — - +
0 35 7.0 - 1 - | = - - +
25 36 8.0 + ; - - - — +
Dose No. of 4 weeks recovery
Sex . | Ketone Occult e Urobi-
(mg/kg) dog pH i Protein ’ Glucose 1 body 1 blood )Blllrubln linogen
Control 4 7.0 + ' — | - { — \ - +
Male 25 16 8.0 + - -1 -] - *
|
250 28 7.0 + - - - - +
Control 10 7.0 +- - “ — } - ‘ - +
Female 25 22 7.0 + - - { - | - +
250 34 7.0 T — — ‘ - I - +
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Table 2-1 Hematological findings of dogs(i.v.)
Period ‘ Pretreatment
| Dose No. of RBC ' WBC ] Hb Ht ‘ Differential blood count (%)
Sex m . ) . ! i R e
x (kgg)/ dog (104/mm');(102/mm”)i (g/dD) | (%) | Eosino  N-st | N-seg iLymph‘ Mono
4 778 159 17.9 mo\ 8 0 59 | 33 0
5 658 196 15.6 | 47.0 | 0 0 79 16 5
Control 6 | 575 157 14.1 | 43.0 1 0 73 E 25 | 1
Mean | 670.3 170.7 | 15.9 | 47.7 3.0 0.0  70.3 | 24.7 !zn
+S.E. | 589 127 | 11| 29 25 | 00 59 49 15
16 16& 141 m&‘ 5.0 1 0 | 62 36 1
. 17 634 181 159 | 51.0 0 3 | 63 3 4
;g 25 18 | 565 132 14.5 | 44.0 0 0 8 8 | 6
Mean 620.3 151.3 | 15.3 | 46.7 0.3 1.0 | 70.3  24.7 %34
+S.E. 28.8 15.1 0.4 2.2 0.3 1.0 | 7.8 85 1.5
[ L . RS AR S B
28 650 us | 15.4 | 48.0 4 0 65 25 6
29 636 208 5.5 46.0 | 5 0 70 24 1
250 0 | 72 158 17.9 | 53.0 4 2 68 26 0
; Mean 666.0 1n31 16.3 | 49.0 4.3 0.7 ' 67.7 25.0 2.3
1 +S.E. | 23.4 186 | 08 21 03| 07 15 06 19
| 10 633 200 161 | 48.0 3 1 71 25 0
| 11 783 109 | 18.6 | 58.0 0 0 48 52 .0
Control 12 668 168 6.7 | — 1 0 60 39 0
Mean | 694.7 162.0 | 17.1 | (53.0) | 1.3 0.3  59.7 38.7 0.0
' +S.E. | 453 200 08 | (500 09 | 03| 63 7.8 0.0
22 649 142 % 16.1 | 48.0 1 3 57 36 3
© 23 611 137 15,1 | 44.5 3 1 63 33 0
g 25 ‘ 24 700 140 | 181 | 55.0 2 0 28 70 0
= | Mean 653.3 139.6 | 16.4  49.2 2.0 1.3 | 49.3  46.3 | 1.0
+S.E. 258 | 15 09 31 06 09 108 119 | 1.0
34 750 | 144 i 18.0 | 56.0 1 0 43 53 { 3
35 729 | 133 | 16.8 | 50.0 2 0 66 29 | 3
250 } 36 598 145 14.6 | 440 0 2 55 | 42 1
' Mean 692.3 1m1‘ 16.5 | mn‘ 1.0 0.7 54.7 | 41.3 2.3
+S.E. 47.6 | 3.8 LO‘ 35 06 07 | 66 egl 1.7
3) mEEE : RmERK, mtFEE, mMEREHE Am EBTL 72,
By O BMEKE 7. 8) ETHMEHRE  EHOMBER 1 GO Lo
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Table 2-2 Hematological findings of dogs(i.v.)

Period 5 weeks
Sox ?;sge/ No. of RBC WBC Hb Ht Differential blood count (%)
kg) dog (10*/mm?) (10?/mm?)  (g/dl) (%) Eosino } N-st ’ N-seg | Lymph | Mono
5 580 151 14.9 45.0 0 5.0 61.0 34.0 0
6 489 138 12.2 37.0 1.0 4.0 71.0 24.0 0
Control
Mean 534.5 144.5 13.6 41.0 0.5 4.5 66.0 29.0 0.0
+S.E. 45.5 6.5 1.3 4.0 0.5 0.5 5.0 5.0 0.0
17 564 148 13.6 42.0 0 1.0 75.0 23.0 2.0
% 25 18 554 110 13.1 41.0 0 0 74.0 24.0 1.0
= Mean 559.0 129.0 13.4 41.5 0.0 0.5 74.5 23.5 1.5
+S.E. 5.0 19.0 0.2 0.5 0.0 0.5 0.5 0.5 0.5
29 619 160 14.9 47.0 0 1.0 73.0 25.0 1.0
250 30 714 146 15.0 50.0 0 3.0 76.0 20.0 1.0
Mean 666.5 153.0 15.0 48.5 0.0 2.0 74.5 22.5 1.0
+S.E. 47.5 7.0 0.1 1.5 0.0 1.0 1.5 2.5 0.0
11 634 106 15.8 49.0 0 0 74.0 26.0 0
12 551 176 12.9 40.5 1.0 0 57.0 42.0 0
Control
Mean 592.5 141.0 14.4 44.8 0.5 0.0 65.5 34.0 0.0
+S.E. 41.5 35.0 1.4 4.2 0.5 0.0 8.5 8.0 0.0
o 23 526 73 12.8 38.5 0 9.0 62.0 29.0 0
I 25 24 566 104 13.9 46.0 2.0 3.0 63.0 29.0 3.0
E Mean 546.0 88.5 13.4 42.3 1.0 6.0 62.5 29.0 1.5
+S.E. 20.0 15.5 0.5 3.7 1.0 3.0 0.5 0.0 1.5
35 565 117 12.9 —_— 0 1.0 74.0 21.0 4.0
250 36 514 83 12.5 40.0 0 1.0 39.0 58.0 2.0
Mean 539.5 100.0 12.7 —_— 0.0 1.0 56.5 39.5 3.0
+S.E. 25.5 17.0 0.2 —_— 0.0 0.0 17.5 18.5 1.0
Period 4 weeks recovery
Sox l()rzsge/ No. of RBC ! WBC Hb | Ht | Differential blood count (%)
kg) dog \(10*/mm?) ‘(102/mm3) (g/d) | (%) ‘ Eosino ' N-st ’ N-seg | Lymph | Mono
Control 4 | 604 | 114 159 | 495 | 0 | 7.5 | 625 | 285 | 15
%
;‘; 25 16 768 127 13.7 37.0 ; 0 8.0 53.0 39.0 0
250 28 547 115 12.7 41.0 " 0 5.5 51.5 41.5 1.5
Control 10 552 I 129 13.3 ’ 42.6 ‘ 0 12.5 ‘ 56.5 30.0 1.0
2]
g 25 22 468 96 14.3 | 44.0 | 0 120 | 49.5 | 37.0 | 15
[}
. 250 34 656 133 14.9 46.0 ‘ 0 10.5 51.0 37.0 1.5
1. —#fER, $ER I UL (Fig 1) o CXM BHIX B L KEDILVWEH TR LI W
BT XEERSTECTH D feh -7 ThoBETLBEFEHOBED 5 Y FHARLRI,
FitkEiL, 250mg/kg FHOBETHM PO 2~3 2. RWR
BECEEORA R RIc, BAHmEREZRL . a. FfARKkE (Table 1)

25 mg/kg B TIXXBI X D ARV EMER R L 1) pH:XBBEORT 7.0, #EL 6.0~7.0, 25mg/
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Table 3-1 Biochemical findings of dogs(i.v.)

Period Pretreatment
Dose | No. f‘fﬂ??ﬁf AL-P| Gluc | BUN | Bilir | CHL [-Prol Atb CRT| Na* | K* | CI-
Sex|(mg/ | of |- I en. |(K-A (mg/ ((mg/ |(mg/ (m¢§ * A/G |(mg/ ((mEq/(mEq/((mEq/
kg)| dog | T My unit)| - dl) | dD) | D) | d) ((g/d1) ((g/dD) d) | D | DD
4 |36.5|40.0|16.4 | 78 |20.45/0.48 | 137 |6.44 |5.01 |3.50 | 1.0 | 145 | 5.0 | 114
5 |32.0(40.0| 85| 95 |10.80 0.58 112 |6.35|5.27 | 4.88| 1.0 | 145 | 4.8 | 116
ﬁf{‘" 6 |34.0|485| 59| 69 | 9.000.27 102 |6.69 |4.84 |2.62| 0.9 155 | 5.2 |111
Mean | 34.2 | 42.8 | 10.3 | 80.7| 13.42[ 0.44 | 117.0/ 6.49 | 5.04 [ 3.67 | 1.0 | 148.3 5.0 | 113.6
+S.E| 1.3| 2.8| 32| 7.6 3.560.09| 10.4/0.10 | 0.13/0.66| 0.0 | 3.3 0.1| 15
16 |45.0 | 48.0| 9.8| 68 |27.60/1.02|137 |6.72 500|291 | 1.0|145 | 54109
o 17 |34.0|46.0 |12.2| 55 |21.60/ 0.28 | 123 [6.14 | 501 |4.43| 0.8 /165 | 4.6 117
;« 25 | 18 |32.0|41.0| 7.9| 92 |22.00/0.20 136 |5.97 | 4.66 3.56| 1.0 |155 | 52119
Mean | 37.0 | 45.0 | 10.0 | 71.7 23.73 0.50 | 132.0 6.28 | 4.89 | 3.63 | 0.9 | 155.0/ 5.1 |115.0
+SE| 40| 21| 12| 10.8 1.940.26| 45023 0.12{044| 01| 58 02| 31
28 |41.5|685| 7.4 | 73 |10.20/0.78 130 |6.11 [4.85 |3.85| 0.9 | 145 | 4.2 |113
29 |34.5|43.0| 7.2| 79 |13.050.69 | 148 |5.97 [4.71 |3.74| 1.1|145 | 5.0 |110
250 | 30 |32.0|40.5| 89[100 | 810/ 0.41|115 |6.59|5.10 |3.42| 1.0|165 | 5.0 | 107
‘ Mean| 36.0 | 50.7 | 7.8 | 84.0/10.45 0.63 | 131.0 6.22 | 4.89 3.67 | 1.0 151.7i 4.7110.0
+S.E| 2.8| 9.0| 0.5| 82 1.430.11| 9.50.19 o.u!o.ls 0.1| 67 03| 17
10 |25.5|52.0| 88| 68 |21.700.63|131 |6.12 500 4.46| 0.7 |155 | 4.8 107
c 11 |47.0|54.0| 9.0|112 | 9.80/0.73 | 118 |6.69 |5.25 |3.65| 0.9 |135 | 4.8 109
Pl 12 |43.0 480 | 88| 92 |17.300.25 | 147 |6.39 |4.71|2.80 | 0.8 | 145 | 4.8 113
Mean | 38.5 | 51.3 | 8.9 | 90.7 16.27 0.54 | 132.0/ 6.40 | 4.99 | 3.64 | 0.8 |145.0, 4.8 109.6
+SE| 66| 1.8| 0.1| 127 3.470.15| 84 0.17 0.16 0.48| 0.1| 58 00| 1.8
22 44.0(33.5| 9.7| 77 [19.10/0.92 | 162 |6.30 | 4.55 2.60 | 0.9 | 155 | 5.8 113
C 23 |34.5|43.0| 6.5| 84 | 7.750.44 | 137 |5.97 | 4.69 3.66| 0.9 145 | 4.0 109
E| 25 | 24 [320|37.0| 81| 98 1840 0.66|169 |6.69 508 3.16 0.8 145 | 4.2 113
= Mean| 36.8 | 37.8% 8.1 | 86.3| 15.08 0.67 | 156.0 6.32 4.77}3.14 0.9 | 148.3 4.7 | 111.6
+SE| 37| 28| 09| 6.2/ 3.670.14| 9.70.21 0.16|0.31| 0.0 3.35 0.6 1.3
34 |34.5|680| 84101 | 1.350.20| 147 |5.97 |4.78 | 4.02| 0.8 145 | 5.0 114
35 |32.5|49.0| 9.9| 97 [13.70/0.42 | 150 [6.89 | 4.79 | 2.28 | 0.8 |145 | 5.0 | 110
250 | 36 |67.5(33.5| 9.0|115 |14.35/0.43 | 175 |6.05|4.84 4.00| 1.0 145 | 5.0 | 110

|

Mean| 44.8 [ 50.2 | 9.1 |104.3) 9.80 0.35 | 157.3/ 6.30 | 4.80 | 3.43 | 0.9 | 145.0, 5.0 | 111.3
+S.E.[11.4 [10.0 | 0.4 | 5.5 4.23 0.08| 8.9 0.29 0.02‘0.58‘ 0.1/ 00 00| 13

* Significant (p<0.05)

kg BEDHEL 6.0~8.0, #fik 6.0~8.0, 250mg/kg B
DHEL 7.0~8.0, #HiX7.0~8.0 THh-too

2) EA: MBEOMER L 25 mg/kg BE O HRET RS
M1 G, 250mg/kg BOBIC (+)4 2 FlAbhifh

‘1(_)1'5') 2o

3) #im : MBEOME (4)2 1 FTo, #Hiz(H)
N1FHRSRIMIE(—)TH -1
4) veve )/ —r v FXTOEGKT () TH -

<o

5) Fofh B rruk, CVAYVIISEGED
(=)THhoto

b. #HA%KKE (Table 1)

1) pH: xEBEOHET 8.0, Mt 7.0, 25mg/kg 3
DHEX 6.0 & 8.0, #:36.0 £ 7.0, 250 mg/kg BEDH
11602 6.5 HL7.0L80THhoto

2) EB:XNBREOBIU), #h () LEW 25
mg/kg BOREI(+), HEE(+)E(4+), 250 mg/kg B
OREE(H) &), HEX(=) E(H)THh ot
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Table 3-2 Biochemical findings of dogs(i.v.)

Period 5 weeks
|
Dose | No. fHEOTEEPT ALP | Gluc | BUN | Bilir | CHL [T-Pro Alb CRT| Na+ | K+ | cI-
Sex|(mg/ | of Lo Imen- |(K-A (m8§ (mlg (mg/ |(mg/ ! A/G ((mg/ |(mEq/(mEq/(mEq/
kg)| dog |™eh [ unit)| dl) | dl) [ dl) | di) |(g/dD)(a/dl) dy [ o D
unit)| unit) ‘
5 59.0|34.0| 5.1| 97 |56.150.53 | 154 11.06} 3.50 | 0.46 | 1.0|155 | 4.4 |102
Cont-| 6 |87.5|37.5 2.9\ 66 |33.60 0.48 | 142 | 0.852.79 | 0.40 | 0.0|155 | 4.4 | 105
rol |Mean| 73.3 | 35.8 | 4.0 | 81.5 44.88 0.51 | 148.0 10.46 3.15 | 0.43 | 1.0 | 155.0 4.4 | 103.5
+S.E | 14.3| 1.8| 1.1| 15.511.28 0.03| 6.0 0.61/0.36|0.03| 0.1| 0.0 0.0| 1.5
17 | 62.0|36.5| 6.0 57 |50.10 0.19 | 137 | 6.72/3.19 | 0.90 | 1.1|155 | 3.8 | 100
S|, | 18 910|305 52| 62 |47.20 0.46 150 | 10.04 2.94|0.41| 10| 145 | 4.1 108
p- Mean 76.5 | 33.5 | 5.6 | 59.548.65 0.33 | 143.5 8.38 3.07 | 0.66 | 1.1|150.0( 4.0 104.0
+SE|14.5| 3.0 0.4| 25 145014, 65 1.660.13 0.25| 0.1| 50 0.2 4.0
20 1128.5(35.0 | 4.9 | 53 |68.45 0.75 | 343 | 9.26; 315|052 | 1.1|145 | 4.2102
pso | 2 |435(32.0] 811 70 |50.10 0.24 | 130 ' 6.993.35| 0.92| 10| 140 | 40| 97
Mean 8.0 33.5 | 65| 615 59.28 0.50 2365 8133.250.72 | 1.1/ 125 41| 9.5
+S.E[425| 1.5 1.6 85 9.180.26 1065 1.140.100.20| 0.1| 2.5 01| 25
11 385|410 81| 88 |61.70 1.63 | 234 | 7.7si 339 0.77| 0.9[135 | 4.4 103
Cont-| 12 |73.5|34.5) 6.1 S1 |58.201.28| 173 | 7.373.22 | 0.78| 14 135 | 4.5 104
rol |Mean|56.0 |37.8 | 7.1| 89.559.95 1.46 203.5 7.58 3.31|0.78 | 1.2 |135.0 4.5 103.5
+S.E[17.5| 33| 10| 15 175 o.1si 30.5 O.ZIJ 0.090.01| 0.3| 0.0 0.1, 0.5
23 |23.0(34.0| 6.0[108 |66.30 1.71|179 | 7.29 3.58 | 0.96 | 0.9 | 145 | 4.2 110
Q |
T | g | 24 (195250 6.0 77 |70.30 1.06 (174 | 6.89 347 101 0.8|126 | 4.4 105
E Mean| 21.3 | 29.5 | 6.0 | 90.0 68.30 1.39 | 176.5 7.09i 3.53 | 0.99% 0.9 |135.5 4.3 |107.5
+S.E| 18| 45| 0.0| 13.0 200033 | 25 0.200.060.03| 0.1| 95 01| 25
35 |40.0(355| 9.5/114 |71.80 1.09 | 227 | 7.35 308 0.72| 1.1|126 | 4.2 104
pso | 36 305|260 81 & |53.700.56 139 597321 116| 0.9| 73 | 2.4 109
Mean 35.3 |30.8 | 8.8 98.0 62.75 0.83 | 183.0 6.66 3.15 | 0.94 | 1.0 | 99.5 3.3  106.5
+SE| 48| 48| 0.7] 16.0 9.050.27| 440 0.690.07|0.22| 0.1| 265 0.9 2.5
Period 4 weeks recovery
Dose | No. ?Igng?IgI:—T ALl-P | Gluc | BUN | Bilir | CHL 'T-Pro| Al CRT| Na* | K* ‘cx-
Sex|(mg/ | of - Imen- [(K-A |(mg/ |(mg/ |(mg/ |(mg/ A/G |(mg/ |(mEq/(mEq/(mEq/
kg)| dog “:;’;t) ity unit)] d) dl) | di) | di) ‘(g/dl)‘(g/dl) d) | 1) 1) 1
Sont| 4 |62.5|23.0(10.5]197 |11.10{0.28 |218 |6.12 | 312|1.04| 10155 | 4.4 | 108
[
Z| 2| 16 |6s0 52.0 | 80160 |11.20/0.21 240 |5.81|3.02|1.08| 1.3]116 | 4.2 100
250 | 28 |42.5]40.0 8.8{177 10.45 0.30 | 216 | 5.55 | 2.73 | 0.97 0.8‘174 4.4 108
. f:l“t' 10 |51.5[39.0| 88156 |15.80 0.21 180 }5.9012.88 0.95| 0.9 |174 ‘ 51105
g 25 | 22 |580/|260| 89214 | 9.80 0.38 | 188 }5.71‘2.79 0.96 | 1.1|165 | 4.8 | 107
(3]
“|250 | 34 [69.5|63.0| 70| 184 |12.750.15 365 |6.28(3.23|1.06| 1.0|160 | 4.4 107

* Significant (p<0.05)

3) vevy)—Fv BRI EL ()T 4) By rey  HREIMREE $12(—), 26mg/
b, 25 mg/kg BEOMEREL (1), 250 mg/kg BF b HERE kg BEOHETII(—) &(2), #TIX(—), 250mg/kg B
b () Thoto DHETE(=) & (+), EETIX(=)TH -7
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Table 4 Wet organ

; Kidney
. Dose | . Heart Lung | Liver Spleen -
Peri- | Sex (mg/ No. of | | | Right | Left
od | kgy| dog L — g I -
i | | = il
; wt a/wwt\%!wt.%‘wt'%l‘wti?,, ,Xf__',%
L 5 [84.6 0.90 21088278 5’ 2.06 | 3210 0.34 | 26.40 0.28 28.00 0.30
Cont-| 6 |70.5 0.75 97.5|1.03|330.5 3.48 | 25.81 0.27 26.50 | 0.28 26.91 0.28
vol ' Mean |78.10.83 90.0 | 0.96 304.5 3.22|20.12 0.31 ' 26.45 0.28 27.46 0.29
£S.E.| 6.5|0.07 7.5 0.07' 26.0 0.26, 3.28 0.03 | 0.05 0.00 0.540.01
17 |79.5|0.72 | 875 0.80 ’ 201.5 2.65 | 28.77 0.26 24.38 0.22 25.75 0.23
% |, 18 |85 082|720 066 2800257 1661 0.15 2434 '0.22 23.68 0.2
= | ™ |Mean | 815 077 79.8 0.73 285.8 2.61 22.69 0.21 24.36* 0.22 24.72 0.28*
| #S.E.| 5.0|0.05| 7.7 0.07| 57004 608005 002 000 103001
20 | 896|088 78.4|0.77 3i7.03.40 26.54 0.26 22.60 0.22 23.76 0.23
pso | 30 1925|097/ 8250.87 3340 352 ; 20.91 0.30 ' 26.39 | 0.28 26.41 0.28
| ' Mean |91.1/0.93 80.5 0.82|340.5 3.46 27.73 0.28 24.50 ' 0.25 25.09 0.26
5 £S.E | 1.4]0.04 20]005| 65006 1.18002' 189 003 1.320.02
S o ‘
weeks | | 11 [940|085/97.0 0.88 452.0/4.1137.00 0.34 | 28.46 0.26 27.76 0.25
cont-l 12 |66.3[0.71 72.5/0.78 I 2415, 2.60 2226 0.24 2573 | 0.28 26.63 0.29
rol | Mean |80.20.78 8.8 0.83,346.8 3.3 20.63 0.29 | 27.10  0.27 27.20 0.27
| +S.E.[13.80.07 13.2 0.05 1052 0.75| 7.37 0.05 136 0.01 0.36 0.02
23 |79.810.8¢" 75 9 | 0.80 | 367. oi 3.86  26.23 0.28 | 24.68 0.26 25.71 0.27
[
CF |,y 24 885 096 725 0.79 3635 3.9530.31 0.33 23.31 | 0.25 22.52 0.24
i Mean |84.2(0.90 74.2 08013653391:28.27 0.31 24.00 [0.26 24.12 0.26
! +S.E.| 4.3 006 17 001 1 7‘ .04, 2.040.02 0.68 0.0l 1.59 0.01
35 [80.5'0.89 79.20.88|336.4/3.74 21.50 0.24 25.31 0.28 ' 26.32 0.29
by 36 |700 082 743 0.7 250.5 2.95 2251 0.26 19.95 | 0.23 21.03 0.25
Mean 75.3 |0.86 | 76.8 '0.88 | 203. 53.35 2201 0.25 22.63 0.26 27.680.27
| £S.E.|15.2 [0.03 | 2.4 .01 a2 9,0.39 | 0.50 0.01 0.68 '0.02 2.640.02
- I
| Cortl 4 lo12]096 824 0.8 314.4321|28560.29 2305 |0.24 2292 0.23
I ! | -
" E |25 | 16 [o26[081 044 0823450300 27.13 0.24 2301 021 2425 0.21
4 i ] | | | ! |
weeks|  |250 28 980 |0.95/90.2|0.88|365.0 3.50 | 27.22 0.26 ' 20.59 | 0.29  29.33 0.28
. - | | T T
reery | @ Cont-| 10 [84.0|0.85 8.1 ‘ 0.81 | 360.0 3. 64 } 30.39 0.31 | 24.41 |0.25 23.41 0.24
| E 25| 22 [o20{00s/838 /0860332433 224002 205 [025 231202
= ‘ ] { ) i }
! 250 @ 34 718 l 0.73 ' 76.2 | 0.78 | 402. o\ 4.10 /31.76/ 0.32 | 23.78 | 0.24 | 25.49 0.26

* Significant (p<0.05), ** Significant (p<0.01)

5) Zoff: 8, rbvERIUBMmMTILEE L D a. BAMBE
(=)Thoteo 1) s-GPT: 25mg/kg PO ETEME N 2 b h

3. Mm¥&ATR (Table 2) o

a. BRMKRE: TXTOREER L, 2EEED 2) (0thokE : MBEC LIt o o
RERD T b. HHKKRE

b. BAKKRE : TXTOBREFEBSWT, CXM 1) A/G it :25mg/kg BoMx, HEDO LEERL
BHLMBELOBCEEEITRI 10 7o

4. MiE4E{2FE (Table 3) 2) ZOMOBERER : CXM HIxBELocE
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weight of dogs (i.v.)
Adrenal gland® Testis/Ovarium

Thyroid® | Pituitary® Brain Prostate
Right Left Right Left
we | 9% | Wel| 9% | we | % | wt %Wc’%‘Wt%w:\%‘Wt%
0.74 [ 0.79]0.72 [ 0.77 | 7.44 | 0.079 | 7.58 | 0.081 1.27§1.3s§27.8 0.30 | 76.0 | 0.81 | 6.50 | 0.069
0.62 [ 0.65| 0.64 [ 0.67 | 6.15 | 0.065 | 6.10 | 0.064 | 0.83 0.87 | 42.9 | 0.45 | 58.5 | 0.62 | 3.80 | 0.040
0.68 (0.72|0.68 | 0.72|6.80 |0.072|6.84 |0.073|1.05|1.11|35.4 | 0.38|67.3|0.72 | 5.15 | 0.055
0.06 | 0.07 | 0.04 | 0.05 | 0.64 | 0.007|0.74 |0.008 |0.22|0.24| 7.5|0.07| 87|0.09|1.35|0.014
0.72|0.65|0.72 | 0.65|7.63 | 0.069 | 7.70 | 0.070 | 0.92 | 0.84 | 66.5 | 0.60 | 90.5 | 0.82 | 4.98 | 0.045
0.610.56|0.530.49 861 |0.079 (816 |0.075|0.91|0.8361.1|0.56|98.5]|0.90 | 4.57 | 0.042
0.67 |0.61  0.63|0.57 [ 8.12 | 0.074|7.93 |0.073 |0.92 | 0.84 | 63.8|0.58 | 94.5 | 0.86 | 4.78 | 0.044
0.05 [ 0.04 | 0.09 | 0.08 | 0.49 | 0.005|0.23 |0.002 |0.01|0.01| 2.7|0.02| 4.0 0.04|0.20 | 0.001
0.65[0.64 | 0.68 | 0.67 | 5.79 | 0.057 | 5.57 | 0.055 | 1.22 | 1.20 | 55.8 | 0.55 | 93.5 | 0.92 | 4.12 | 0.040
0.61|0.64|0.52|0.55|754 [0.079 745 |0.078 [ 0.95|1.00|49.9 | 0.53 | 78.3 | 0.82 | 6.63 | 0.070
0.63 | 0.64 | 0.60 | 0.61|6.67 | 0.068|6.51 |0.067 | 1.09 | 1.10 | 52.9 | 0.54 | 85.9 | 0.87 | 5.38 | 0.055
0.02/0.00|0.080.06{0.87 |0.011|0.94 |0.045(0.13 |0.10| 2.9|0.01 | 7.6 | 0.05 | 1.25 | 0.015
0.78 | 0.71 | 0.76 | 0.69 | 0.37 | 0.34% | 0.89% | 0.81% | 1.02 | 0.93 | 63.3 | 0.58 | 82.4 | 0.75
0.64 | 0.69|0.63|0.68|0.58 |0.62 [0.56 [0.60 |1.10|1.18 | 54.3 | 0.58 | 78.5 | 0.84
0.71]0.70 | 0.70 | 0.69 [ 0.48 |0.48 |0.73 |0.71 |1.06 | 1.06 | 58.8 | 0.58 | 80.5 | 0.80
0.07 | 0.01 | 0.06 |0.01 0.10 [0.14 [0.16 |0.10 [0.04 |0.12| 4.5|0.00 | 1.9 | 0.04
0.65/0.68 0.640.67 | 1.19 |1.25 |0.84 |0.88 |1.07 | 1.13 |71.3|0.75 | 84.3|0.89
0.64 | 0.70 1 0.60 | 0.65'(0.63 | 0.68 |0.52 |0.57 |[1.01|1.10|70.7|0.77 | 74.3 | 0.81
0.65|0.6910.62 [0.66 | 0.91 |0.97 |0.68 |0.73 |1.04|1.12 | 71.0|0.76 | 79.3 | 0.85
0.010.010.02/0.01/0.28 |0.28 |0.16 |0.15 | 0.03|0.01| 0.3[0.01| 5.00.04
0.63 | 0.70 | 0.59 | 0.66 | 0.66 | 0.73 |0.91 |1.01 |0.89|0.99 | 72.5|0.81|73.5|0.82
0.62|0.73|0.63{0.74 | 0.58 |0.68 |0.74 |0.87 |0.57|0.67 |59.9|0.70 | 87.0 | 1.02
0.63/0.72/0.61 0.70 | 0.62 |[0.71 |0.83 |0.94 |0.73|0.83|66.2|0.76 | 80.3 | 0.92
0.01 0.01{0.02|0.04 [ 0.04 [0.02 |0.08 |[0.07 |0.16]|0.16| 6.3 [0.05| 6.7 ]0.10
0.620.63|0.71|0.72|9.86 |0.101 |9.81 |0.100 | 1.08 | 1.10 | 57.8 | 0.59 | 91.8 | 0.94 | 4.44 | 0.045
0.58 | 0.50 | 0.56 | 0.49 | 13.20 | 0.115 | 12.21 | 0.110 [ 0.92 | 0.80 | 66.8 | 0.58 | 88.0 | 0.77 | 7.84 | 0.069
0.55|0.53|0.56|0.54|7.20 |0.070 [ 9.20 | 0.089 | 0.97 0.94]62.3 0.60 | 94.6 | 0.92 | 4.33 | 0.042
0.61/0.62|0.70 | 0.71 | 0.59 |0.60 |0.66 |0.67 |1.29|1.30|76.6|0.77 | 79.9 | 0.81 |
0.4510.46 | 0.56 | 0.57 | 0.69 [0.70 0.80 |0.82 0.94'0.96 80.3|0.82 | 90.1|0.92
0.60|0.61]0.72|0.73 | 0.66 |0.67 | 0.49 |0.50 o.sg}o.gljss.s 0.55 | 84.0 | 0.86 ]

wt:g, a): x1072g%, b) : mg, mg%

BEX ot
5 LIBFR

AR E e o1

6. BEEES (Table 4)

a. ¥EE

1) HMLEBE :tlo

2) BALBE:® (F 25mg/ke Hif),
b. HGEME

1) #MMLABE:Klo

2) BLL-BE T (£, 25mg/kg BH#),

7.

FeERR

1) BF: B o —siE &A% BREOHIT 1 4, 25,
250mg/kg BED I 2 FI 30, HET 1 HIT 2R R,
SROIEL X BEE O MR 1 §13°D, 25, 250mg/kg
Bot 2 510, # 1A oAbhic, 250mg/kg
BOHE1FIZ S sk bhic,
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BRI KR DLRAFTRIL 7 » o4 —Hillla © & # 1L
(HE26), XV a—-rvyEMNGELRN), SIV7Y Y
VRIS (K160 Choto

2) XDMORE BRIt

8 RBEHR

1) | :250mg/kg BEDHE 1 BlIC D > M1ht B o b h
o

2) ®W:B{hhoto

B. EIMMAMIFOHEB

1. —RER, R XU4E (Figl)

BRTREERDTFETH DS oo teo

2. RPFiR (Table1)

1) pH: XRBBEOMEREE 7.0, 25 mg/kg B D #E T
8.0, M 7.0, 250 mg/kg BEDMERED 7.0 TH - 1o

2) ZEA :250mg/kg BOMEMEBFTH - 7efix, T
RTOBEHET(+)TH o1

3) yr¥Y) s —¥Fv NBEOHT(+)THo Al
12, TXTOMESGT(2)THo1

4) XOfh: M rr v EBORIVTEYAE VIR
2EGFEL(-)THoT0

3. Mm&PFTR (Table 2)

1) MmfRE: 250mg/kg OB TET Lico

2) HIMEREK : 25mg/kg HOHETHI L,

3) AMmMIKE L : 250mg/kg BEDOHET V v o2 ERM N
7);&51‘1‘&0

4) Xofh: HERITXERER I, o1

4. MEEREFR (Table 3)

1) s-GOT : 250mg/kg FHOMETHIMN LT,

2) s-GPT : 25mg/kg BEDOHEE 250 mg/kg BED M
HETHM LT

3) ®BEVrry:25mg/kg BOMETHEML I

4) aVAFwr-—n:250mg/kg BEOMETHEM L1,

5) Na*:25mg/kg FHORTHA L,

6) Toff:BIETXEREXALRILL T

5 HIRFTR

BRI LI AR B iieds - 726

6. HERER (Table 4)

a. XEE

1) #EMLLBE B (£, 250 mg/keg Bug), 8
A (KA, 25mg/kg B), JBE (&, 25mg/kg B¥), &7
IR (25mg/kg ),

2) WALKCHE: B (5mg/ke #if), BT (5
25mg/kg BefEE, 7, 25mg/kg BEE), BH (&, 250
mg/kg #), JP¥ (A, 250 mg/kg B¥), MMTEfk (250
mg/kg B, BRI (25, 250 mg/kg BEHE),

b. HEEME

Fig.2 Body weight gain in beagle dogs admini-
stered CXM subcutaneously for 5 weeks

1.5‘~ .
~ Male (2.2)
31,0.

.2
50.5"
®
(3
b ok
3
-0.5¢
oo Control
-1.0f o—o 50mg/kg
a—a 500 mg/kg

—I.SI-—" i riod Rcmerymwd—1

- L F‘ 1

0 12 3 6
_ (Week)
&0t
£
& 0.
§ .
S
2 T
(=3
2]

—1.0} +——=500mg/kg

-1 .5[———Mmiuiﬂmim period o~ Recorery period —
Ao 1 1 1 1

(Week)

1) #MLBE : PR (A, 25mg/keg B¥), Firk
(25mg/kg B¥),

2) B L-BE: R (25mg/keg Hif), 2T (5,
25, 250mg/kg B¥kE, %, 25mg/kg i), BA (£
250 mg/kg B¥), BT E®& (250 mg/kg FHHf), PRE
(25, 250mg/kg F¥if)o

7. XEFR

1) FF: sEEOIEO—BNE, MECKT )
AR 5 -mAAxbh, HEo—BHEIA
bhtc, 25mg/kg FTIX, MEEKO—BHNELERD
IR A LM O — B AN R b,

2) fORE : Bitlhd ot

8. BEMR

1) FF:Eixabhich ot

2) % :250mg/kg BHOMICEBDTEERI FavF
V7 ORYRELRI,

KTHA

A. AN XOCHERPRPOHE

1. —fRiER, ERSIXO4ESE (Fig. 2)

BETREERDECH DS h ot

FHEE L, B 500 mg/kg BT HMMEIERLD -
foht, 50mg/kg BETIINBRE L EN LA ol KT
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Table 5 Urinary findings of dogs (s. c.) T : trace
S Dose No. of Pretreatment
ex : Ketone | Occult .| Urobi-
(mg/kg) dog pH ’ Protein ‘ Glucose body ’ blood tBllxrubm linogen
1 8.0 T o - | = R T R
Control 2 8.0 — i — J‘ — - 1 — +
8.0 - | = i — - I = +
13 8.0 - - } - — - +
Male 50 14 7.0 + - | = - - 4
15 80  + - | - - - +
25 6.0 T - 0 = | = 1 = | &
500 26 8.0 T - - - | - +
27 7.0 - - - I +
7 7.0 - ‘ - — + : — +
Control 8 6.0 S - - } - +
9 8.0 - ] - - - | = +
19 7.0 - - - - | = +
Female 50 20 7.0 — ‘ — — - | — 1 +
21 6.0 - | - _ - -
31 6.0 - i = | = - | = i =
500 32 8.0 + - ] - - -4
33 6.0 - ! - | - - | - +
S Dose No. of 5 weeks
ex —
(mg/kg) dog pH ‘ Protein | Glucose Klf;g;‘e peeatt | Bilirubin | g;g:tm
Control 1 7.0 # - - - - ' +
2 7.5 H+ - - - -
Male 50 13 7.0 + - — — — +
14 6.0 + | - - - - +
25 7.5 + = - i +
500 26 6.0 - | - - ¥ _ +
7 6.0 + ‘ - — - - +
Control 8 8.0 m ] _ _ _ _ +
19 6.0 + | - | = - - +
Female 50 20 7.0 r - [ _ _ :
31 6.0 - | — — — — +
500 32 7.0 # - — — - +
s Dose No. of 4 weeks recovery
ex (mg/kg) dog pH ' Protein ‘ Glucose K;;g;'e boﬁ)cou;t \Bilirubin' H;gg‘e'n
Control 3 7.0 ‘ + — 1 — — ; — +
; \
Male 50 15 60 | - - | - - | - +
500 27 7.0 + | - | - - _ +
Control 9 6.0 + | - | - - - %
Female 50 21 7.0 + - ‘ B + — *
|
500 33 70 | T - - - -z
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Table 6-1 Hematological findings of dogs (s.c.)
Period Pretreatment
i i d t (4
Sex | Dose | Noof | RBC | WBC | Hb | Hi Differential blood count (%)
(mg/kg) dog |(10/mm?)(10%/mm®) (g/dl) | (%) | Eosino ; N-st | N-seg | Lymph| Mono
1 592 159 16.9 | 48.0 6 0 59 33 2
2 667 149 16.1 | 52.0 5 0 73 17 5
Control 3 711 149 16.8 | 50.0 1 0 69 29 1
Mean 656. 7 152.3 16.6 | 50.0 4.0 0.0 | 670 | 26.3 2.7
+S.E. 34.7 3.3 0.3 1.2 1.5 0.0 4.2 4.8 1.2
13 710 133 15.9 | 45.0 0 0 65 29 6
o 14 562 131 15.6 | 47.0 2 0 70 28 0
§ 50 15 732 145 17.1 | 52.0 0 0 63 34 3
Mean 668.0 136.3* | 16.2 | 48.0 0.7 0 66 30.3 3
+S.E. 53.4 4.4 0.5 2.1 0.7 0.0 2.1 1.9 1.7
25 655 130 15.1 | 47.0 0 5 63 32 0
26 725 157 11.0 | 51.5 1 1 78 16 4
500 27 646 153 15.1 | 46.0 2 0 75 19 4
Mean 675.3 146.7 13.7 | 48.2 1 2 72 22.3 2.7
+S.E. 25.0 8.4 1.4 1.7 0.6 1.5 4.6 4.9 1.3
7 622 123 15.3 | 42.0 2 (] 68 28 2
8 659 121 5.8 | — 1 0 47 49 3
Control 9 748 146 16.9 | 48.0 3 0 52 45 0
Mean 676.3 130.0 16.0 | (45.0) | 2 0 55.7 | 40.7 1.6
+S.E. 37.4 8.0 0.5 | (30| 06 0.0 6.3 6.4 0.9
19 593 128 13.6 | 42.0 | 10 0 52 38 0
o 20 659 168 5.4 | — 3 0 59 38 0
% 50 21 632 144 15.0 | 49.0 1 0 67 31 1
[ Mean 628.0 146.7 14.7 | (45.5) 4.7 0 59.3 35.7 0.3
+S.E. 19.2 11.6 0.6 | (3.5) 2.7 0.0 4.3 2.3 0.3
31 631 166 14.7 | 45.0 1 1 4 52 2
32 621 101 14.9 | 40.5 4 2 54 37 3
500 33 623 130 14.9 | 45.0 2 0 52 45 1
Mean 625.0 132.3 14.8 | 43.5 2.3 1.0 | 50.0 | 44.7 2.0
+S.E. 3.1 18.8 0.1 1.5 0.9 0.6 3.1 4.3 0.6

* Significant (p<0.05)

TR L LABBEELEN D ot WTFRORET Y B
DRZYFnRbIT,

2. RPTE (Table 5)

a. FHEMKRE

1) pH: MBEORL 8.0, #iL 6.0~8.0, 50 mg/
kg BEDOREL 7.0~8.0, HiE 6.0~7.0, ¥ 7-500mg/kg
BEOREIL 6.0~8.0, L 6.0~8.0 THoto

2) EA: ABEOHTEN 16, 50mg/kg Bo
Haz (+) 232 B, 500mg/kg BEDRETIRERA 2 fl, #Eic
(H)N 1R BRIz (=) THh ot

3) WM : HEEOHRET (H)NR1AToOXLAA
it(“)f’b«:f&o

4) vre) ) —Fv i FTRTOBEGKTC () TH »
oo

5) £0fhi:¥, rrvik YL VIETRTOHE
#T(=)Thoto

b. HRARKRZE

1) pH: NBEHEOHL 7.0 &£ 7.5, #T 6.0 & 8.0,
50mg/kgBEDHERES 6.0 & 7.0 A3 1 f3°>, 500mg/kg
HOBL 6.0 L 7.5 HIX6.0L7.0Thot,
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Table 6-2 Hematological findings of dogs (s.c.)

Period 5 weeks

Sex Dose | No. of RBC WBC Hb Ht Differential blood count (%)

(mg/kg)  dog (10!/mm?) (10?/mm?®)| (g/d1) (%) Eosino | N-st | N-seg | Lymph | Mono
1 671 110 16.4 | 50 10| 10| 70 | 250 | 30
2 543 110 14.8 | 53 0 7.0 | 56.0 | 340 3.0
Control

Mean | 607.0 | 1100 | 156 | 51.5 | 0.5 | 4.0 | 63.0 | 20.5 | 3.0
+S.E. | 64.0 0.0 08 | 15| 05| 30, 70| 45 | 0.0
13 536 118 15.0 | 50 0 1.0 | 640 | 29.0 | 6.0

© 5 14 568 118 15.1 | 45 0 0 56.0 | 44.0 | 0
K Mean | 5520 | 1180 | 151 | 47.5 | 0.0 | 0.5 | 60.0 | 36.5 | 3.0
+S.E. | 16.0 0.0 01| 25| 00| 05| 40| 75 30

25 615 112 14.1 | 46 0 40 | 8.0 | 100 | 0

500 26 721 12 61| — | 0 0 8.0 | 140 | ©
Mean | 668.0 | 1120 | 151 | — | 0.0 | 20 | 8.0 | 120 | 0.0
+S.E. | 530 0.0 10| — | 00| 20| 00| 20| 00

7 556 104 127 | 41 0 50 | 680 | 270 | 0

8 565 109 14.1 | 45 0 2.0 | 44.0 | 540 | 0

Control

Mean | 560.5 | 106.0 | 13.4 | 430 | 0.0 | 3.5 | 56.0 | 40.5 | 0.0
+S.E. 45 2.5 07 | 20| 00| 15 | 120 | 135 | 0.0
19 417 | 88 1.6 | 38 10| o 64.0 | 340 | 1.0

2]

5 5 20 663 158 15.4 | 49 0 0 83.0 | 170 | 0

E Mean | 570.0 | 123.0 | 135 | 435 | 0.5 | 0.0 | 73.5 | 265 | 0.5

+S.E. | 93.0 35.0 19| 55| 05| 00 95| 85 | 0.5
31 580 141 158 | — | o0 0| 7.0 | 230 | 10
32 517 127 mg | — | — | — | — | — | —
500 |
Mean | 548.5 | 1340 | 138 | — | — | — ’ —_ — | —
+S.E. | 315 | 7.0 20 | — | — | — | — | — | —
Period 4 weeks recovery
- ; ”

Sex Dose No. of RBC WBC Hb Ht Differential blood count (%)
(mg/kg) dog  ((10*/mm?) (10?/mm?®)| (g/dD) | (%) | Eosino | N-st f N-seg | Lymph | Mono
Control| 3 623 | 141 145 | 450 | 10 | 40 | 620 | 320 | 10

]

3 50 15 966 ‘ 118 [ 13.8 | 50.8 | 05 | 35| 510 | 430 | 20
500 27 |49 | 10 | 136 | 384 | 0 7.0 | 565 | 380 | 10
Control| o |68 |12 | 145 455 | 0 | 145 | 67.0 | 185 | o0

Q

g 50 21 687 | 111 l 161 | 503 | 0 4.5 | 60.5 ) 3.5 | 0.5

E !

“ | s00 33 | 656 ‘ 133 | 14.2 i 46.0 [ 0 i 4.5 ‘ 63.0 | 25 | o

2) EA: ABEOHIT (), #X () & (D), 50 4) verEV/)—5v:500mg/kg HOHT(+)DME
mg/kg ORI (+), HEIERFE (+), 500mg/kg B B 1AL RIMIZTXT(2)ThH o1
DR (=) & (1), HEX(D)EUHDTH -7 5) FOfMi:iEE rihvi, CIACVRAEEED
3) M : 500mg/kg BT (+) DEEN 1 FAHD (=)THots
Wit _XT(=)Th -1 3. Mm#&AFTR (Table 6)
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Table 7-1 Biochemical findings of dogs(s.c.)
Period Pretreatment
s:GOT|s-GPT| 4, ili - CRT | Na* | K* | CI-
Sex|(mg | ot |(Kar~ (Kar- |78 e | ng) (5:%7 <f?%? TP AR |46 (g |(mEa/ (mEa (mEa/
kg) | dog |\ iy | umit) | dI) | "dD) TdD) | dl (g/d1) |(g/d1) d DD Y
1 |44.0 |45.0| 9.7 |106 [16.80 | 0.95 179 [6.72 |4.78|2.46|1.0 | 165 |58 |116
2 146.0 |65.0| 7.1| 78 [14.00 [ 0.90 152 |6.96|4.99 |2.53|0.9 |145 |5.4 |112
Cont-| 3 lig.0 |50.0 (182 81 122.30|0.09 161 |6.71|4.78 248 1.1 |140 |54 |106
Mean|d44.7 |53.3 | 11.7 | 88.3(17.70 | 0.95 [164.0 | 6.80 | 4.85 | 2.49 | 1.0 | 150.0{ 5.5 |111.3
+S.E|0.7 | 6.0| 34| 89 244/0.03| 7.9[0.08|0.07|0.020.1 7.6/ 0.1 2.9
13 [30.0 |37.0|20.5| 92 [20.80 | 0.96 [145 |5.90 |4.85|4.62 0.9 | 145 | 4.0 | 110
o 14 [26.5 |54.0| 83100 |9.50 |0.16 175 |5.96|4.85|4.37|0.8 |155 [5.0 |112
§ 50 | 15 |40.0 |40.0| 9.6 | 99 [20.80 | 0.87 [154 |6.71 (5.08|3.12|0.8 155 |52 |113
Mean [32. 2% | 43.7 | 15.8 | 97.0(17.03 | 0.66 [158.0 | 6.19 | 4.93 | 4.04* 0.8 | 151.7/ 4.7 | 111.6
+S.E|54 | 52| 69| 2.5377|0.25| 89|0.26|0.08|0.46|0.0 3304 | 08
25 36.5 |45.0| 9.7 91 [16.70 | 0.75 [144 [6.42| — | — | 0.8 | 145 |50 |111
26 137.0 |43.5| 7.9| 96 [20.70 | 0.69 [174 |6.54 | 4.62|2.41|0.8 | 145 |50 |112
500 | 27 [32.0 |41.0)10.1| 94 [10.45|0.50 178 |6.41|4.23|2.78 0.7 | 155 |4.4 |110
Mean [35. 2% 43.2 | 9.2 | 93.7(15.95 | 0. 65%165.3 | 6.46* 4.43 | 2.60 | 0.8% | 148.3 4.8* | 111.0
+S.E|/1.6 | 1.2| 0.7| 1.5 2.98|0.08|10.7|0.04|0.20|0.19 | 0.0 3302 | 06
7 1381.0 |34.0|11.7| 8 [21.30|0.23 155 |6.84|5.32|3.50 1.0 |155 |50 |111
8 B1.O |44.0| 6.3|114 [18.80 | 0.78 (123 |6.29 | 509 |4.24 |11 |155 |5.0 |112
f(fl“t' 9 38.0 |54.0| 9.0| 74 [18.90 | 0.78 144 |5.99 | 4.97 | 4.87 | 0.8 |135 |4.8 |112
Mean(33.3 | 44.0 | 87| 90.319.67 | 0.60 (140.7 | 6.37 | 5.13 | 4.20 | 1.0 | 148.3/ 4.9 | 111.6
+S.E|2.3 | 58| 1.6| 12.1/0.82{0.18| 9.4 |0.25/0.10 | 0.40 | 0.1 6.7, 0.1 0.3
19 [20.0 |32.0| 81| 87 [14.40|0.36 173 |6.27 | 4.783.21 0.9 |155 |4.6 | 107
o 20 [26.5 |340| 97| 70 17.00 | 0.35 (201 |6.59 [5.02 |3.20 | 0.8 | 155 |4.4 |114
g 50 | 21 [40.0 [33.5| 7.1| 69 |14.80 | 0.55 204 |6.41 |5.07|3.78 (1.2 |165 |52 |112
= Mean(31.8 |33.2| 83| 75.315.40% 0.42 [192.7* 6.42 | 4.96 | 3.40 | 1.0 | 158.3{ 4.7 |111.0
+S.E|42 | 06| 0.8 5.80.81/0.07| 9.9/0.09|0.09|0.19 0.1 3.3 0.2 2.1
31 [25.5 |32.5| 9.5|115 [12.90 [ 0.38 (138 |5.99|4.69 |3.61|0.9 |135 |50 |107
32 [38.0 [35.0| 83|107 [10.10 | 0.33 1249 | 6.39 |4.78|2.97|0.9 |135 | 4.8 |107
500 | 33 [22.0 |26.5|10.1|102 [13.00|0.40 {185 |6.27 |4.70|2.99|0.9 |135 |4.2 |115
Mean|28.5 |31.3| 9.3 | 108.0[12.00** 0.37 [190.7 | 6.22 | 4.72% 3.19 | 0.9 | 135.0/ 4.7 | 109.6
+S.E|{4.9 | 25| 0.5| 3.80.95[0.02/322|0.12|0.03|0.21 | 0.0 0.002 | 26
* Significant (p<0.05), ** Significant (p<0.01)
a. HARE a. MANKRE
1) BMmERHK : 50 mg/kg HORIFBILTH 1) s-GOT : 50, 500mg/kg FDORIFBRIIZLL~RE
BliEh 5T BTE» o1
2) ZOMOBREEE  HBHELOMCEEEZIARD 2) Y Yy :500mg/kg ORI AREIED -
high ot o
b. BRKKRE 3) =V ARFw—:50mg/ke FoMIEECED
FTRTOKREFRB LHIMBHELOMCEEZIALN ~ 1o
fehrotco 4) #BZEA :500mg/kg FOMIIEETIE 70
4. MmEE¥EFR (Table 7) 5) T7A 7% v:500mg/kg BOMEZEEITIED - T
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Table 7-2 Biochemical findings of dogs(s.c.)
Period ‘ 5 weeks
Dose‘ No. S E0TSGPT AP, Gluc | BUN | Bilir | CHL T-Pro| Alb |cRT|Na* | K+ | CIF
Sex|(mg/ | of | o I en. (K-A (mg/ |(mg/ (mg/ |(mg/ A/G |(mg/ |(mEq/(mEq/|(mEq/
kg)‘ dog | "er unit)‘umt)‘ any ) ) |l (/e g/ cay Dy |
‘ j ‘ R E S S T
1 57.038L0| 5.2 257 45.5010‘73 146 |7.99 | 2.98|0.59| 1.0 126 |6.4 | 103
cOm-‘ 2 53.0‘{ 46.0 | 5.5 | 68 53.600.77 | 96 6.25(3.50 | 1.27 1.zi115 5.0 | 105
rol  [Mean| 55.0 38.5 54 162.5 40.550.78 |121.07.12|3.24 | 0.93 1.1 120.557 | 104.0
+SE| 2.0 7.5| 0.2| 94.5 4.050.01 | 25.0 0.87 | 0.26 | 0.34| 0.1, 5507 | 1.0
I ' i T | | e R T -
| 13| 350380 68 71 [56150.45 |128 |6.40|3.31|1.07 10|15 4.4 |106
2 ‘ 14 1755 40.0 4.8! 52 |54.300.48 | 367 |7.65 | 2.67|0.54| 1.1 165 |4.8 |100
P Mean| 105.3 39.0 | 5.8 615 55.230.47*% 247.0/7.03 | 2.99 | 0.81 | 11 1550 4.6 103.0
' £SE| 703 10 10| 9.5 0.930.02 |119.50.63|0.32 026 01/ 10002 | 30
25 | 35.034.0] 81| 64 [68.000.32 | 134 |6.76(3.25 | 0.93 1.1‘145 42 | 101
o B 580275 4.5‘ 70 | 60.200.45 267 | 6.42)3.07|0.92 0.8/ L0 [40 | 97
Mean| 46.5 30.8| 6.3 67.0 64.100.39% | 200.5 6.59 | 3.160.93 | 1.0 142.5 4.1 | 99.0
+SE 115 33 18 3.0 3.900.07 | 66.50.17|0.09|0.01| 0.2, 2501 | 20
7| 780250 4.8 70 |49.800.11 |121 |7.99|3.20|0.75| 1.0/ 145 |44 |105
Cont- 8 123.0 380 51 56 56.151.00 (207  7.78|3.15|0.68 | 11 135 4.4 |100
rol 'Mean 100.5 31.5 5.0 63.0 52.980.56 | 209.0 7.89 |3.18 | 0.72 | 1.1 | 140.0 4.4 | 1025
+S.E 225 65 02| 7.0 318045 | 880011003 0.04 } 0.1 5000 2.5
. 19 740355| 7.1 89 547.60;1.71 1217 |7.20(3.17]0.79 1.0 130 |54 |109
T w0 20 385310 101 81 5850100 |18 |7.39|342|0.85 0.9 135 4.2 |103
3 Mean 56.3 33.3 8.6 | 85.0 53.051.40 200.57.30 3.30 0.8 1.0 132 5 4.8 | 106.0
+SE 178 23 15 4.0 545031 | 165010 0.13|0.04| 0.1 2506 | 3.0
31 160 19.0 5.4 | 104 ‘59.90‘0.70 107 |6.67 323 0.94| 10 126 44 108
‘500 32 360250 7.3 87 |73.550.81 | 265 |7.22/3.02/0.72| 1.1 135 |50 | 106
% Mean| 26.0 220 64 95566730.76 '18.0 6.953.13 0.83 11 130.5 47 107.0
| +SE 100 30' 1.0 85 683006 ' 79.0 028 011|011 01, 4503 | 10
Period l 4 weeks recovery
| l —
Dose | No. ?}gg’r?g;i‘ Al-P Gluc | BUN | Bilir | CHL T-Pro Alb | | CRT|Na* | K* | CI°
Sex (mg/ | of I(Rar (1ar" (KA i(mg/ (mg/ (mg/ (mg/ | A/G (mg/ (mEq/(mEq/(mEq/
ke) | doz ") i, Ui)| ay b } i ’ dlj (g/dn|(g/ad ) D ‘ D1
Cont' '3 |47.0 25.0 10.4 208 9.75 0.25| 204 6.28 3.00 0.91 0.8 150 3.80| 105
(7] : 7 | ; | ! |
§ 50 | 15 55.0/45.0(10.7 = 241 12.70 1 0.25| 276 551 283 1.06 1.1 | 96 14.00 | 107
(500 | 27 820 515 89| 62 9.70(0.23] 132 53 281|110 09 | 184|380 | 108
Cont- g 525 40.0 84 1651640 0.36 283 6.26 315101 1.0 145 | 4.20 | 107
o lrol 9| |
o ; I | ‘ 1 '
E 50 21 [650/280! 59| 9 0960 0.3 | 188 649326101 11 165|420 108
) ! ! .
“ 's00 | 33 320 185/10.7] 126 12.20 | 0.21 | 156 1 6.43 /500350 | 0.9/ 155|450 107

6) A/G jt:50 mg/kg BORIEEES >0
7) RFEEF :50, 500mg/kg HOHEIHECEDL -

o
8)

L7 F =y :500mg/kg BRI EECED -

o

9) K*:500mg/kg BOHEIIEEIC(ED -0
10) Zoffh: MBFLOMICEREE I L) o710

b. HRKKRE
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Table 8 Wet organ

Kidney
. Dose Heart Lung Liver Spleen
P;n Sex|(mg/ No. of Right i Left
o xg) dog o !
we | % | wt | % |we | % | we | % | wt % w4
T
1 8.5 |0.75 | 84.7 | 0.74 | 463.0 4.03 | 37.05 0.32 | 30.20 0.26 31.80 0.28
Cont-| 2 85.8 |0.78 | 85.0| 0.77 | 337.0 3.06 | 30.20 0.27 | 38.42 0.35 31.36 0.29
rol | Mean 86.2 |0.77 | 84.9| 0.76 | 400.0 3.55 | 33.63 0.30 | 34.3 \o 31 31.58 0.29
+S.E.| 0.3 [0.01 | 01| 0.01| 63.00.48| 3.42 0.02| 4.1|0.04 | 0.220.01
13 928 |0.79 |103.0 0373%1Par3amo3129%%252&&&%
2| g | 14 |95 |0.87 | 80.4| 0.74 3320307 30.320.28 3520 0.33 | 34.17 0.32
= Mean | 93.2*% 0.83 | 91.7 | 0.81 3651 3.22 | 33.21 0.30 | 3255 0.29 | 30.49 0.28
+S.E.| 0.3 |0.04 | 11.3| 0.06| 33.1 0.15| 2.89 0.01 2.6530-04 : 3-6&‘0’04
25 |94.5 |0.88 | 82.0| 0.76|418.0 3.87 21.54 0.20 30.75 0.28 | 31.26 0.29
so | 26 |915 |0.87 | 80.9| 0.77|354.0 3.37 28.81 0.27 | 20.02 0.28 | 28.29 0.27
Mean | 93.0% | 0.88* | 81.5% 0.77 |386.0 3.62 | 25.18 0.24 n%on}”mom
5 +S.E.| 15 [0.01 | 05| 0.01| 3200.25| 3.630.03 0.860.00 1.480.01
weeks 7 |76.4 [0.70 | 88.9 0323%53032&m0142zwmesp&mon
Cont-| 8 |79.5 |0.83 | 68.5| 0.71|336.0 3.50 | 23.63 0.25 | 29.46 0.31 |29 37,0.31
rol | Mean |78.0 |0.77 | 78.7 | 0.77 |333.3 3.27 | 24.82 0.25 mxan!muon
+S.E.| 1.5 |0.06 | 10.2| 0.05| 2.7 0.23 | 1.18 0.00 | 0.93 0.03 ogom
19 |745 [0.78 | 93.5| 0.97  286. o;z.gs 19.58 0.20 | 24.90 0.26 ' 26. 75i° 28
] |
S| g | 20 (755 0.76 | 74.0| 0.74 | 367.0 3.67  27.36 0.27 | 25.73 0. 26 | 25.36 0.25
8 Mean |75.0 |0.77 | 83.8| 0.86  326.5 3.33 | 23.47 0.24 | 25.32 0.26 26.06 0.27
+S.E | 05 (001 | 97| 0.11| 40.50.34 3.89 0.03' 0.41 0.00 0.69 0.01
31 945 095 | 94.5 a%sw@aw 37.00 0.37 | 26.42 0.26 26.90 0.27
6o | 32 725 |0.73 | 784 0.78|346.8 3.47 nﬁanlmuaw“mp——
Mean | 83.5 |0.84 | 86.5| 0.87 363.4 3.64 | 29.73 0.30 38.44 0.38 — | —
4+S.E. 110 |0.11 | 80| 0.08 | 16. 6‘ 0.16 | 7.27 0.07 |12.00 0.12 — | —
Cont-| 3 [86.0 [0.96 | 80.5| 0.89 | 313.5 3.48 | 2842 0.32 }24 97 0.28 | 24.46 0.27
(3
S 50 | 15 940 |0.85 [104.6] 0.95 3485 3.17 25.96 0.24 25.07 0.23 2572 0.24
4 ‘ ‘ ‘
) 500 | 27 |97.8 |0.87 | 84.0 0.74 |316.3 2.80 | 38.86 0.34 | 28.35 0.25 | 29.07 0.26
weeks ‘ ‘ ‘
re- ot 9 814 104 | 78| 0.92|223.0 2.86 | 23.00 0.29 | 1878 0.24 | 18.61 0.24
covery ,‘L; ro ! | | |
E| 50 | 21 |79.9 |0.87 | 92.0| 1.00 ‘308.613.35 | 22.52 0.24 | 23.60 0.26 | 22.63 0.25
[ | ‘ ‘ ‘
500 | 33 |77.4 |1.02 | 781 1.03 1372.4‘4.90 \23.86\0.31 }26.94 0.36 |zs.29 0.37

* Significant (p<0.05), ** Significant (p<0.01)

1) #¥yrev 50, 500mg/kg oM XMy L mg/ke Bif),

2o 2) B L-BE: M (500mg/kg BEEE),

2) FOflh: NBELOMICEEX LT b. HGEHE

5 BBAR 1) #mL o BE: L (500 mg/kg BEkE), A% (50
PR X B BE A D hith -t mg/kg BEE), IRE (50 mg/kg Bf),

6. BEWER (Table 8) 2) BALEBE:Kl,

a. XEE 7. XEFRR

1) HmULE L (50, 500mg/kg B¥ik), f4(50 1) B MR O—EiHAA, MBI, M1
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weight of dogs(s.c.)
Adrenal gland® Testis/Ovarium
Thyroid® | Pituitary® Brain Prostate
Right Left Right Left
wt % | wt| % wtl% wt‘% wt%‘wt’%lwl’%‘wt'%
0.27 | 0.23 | 0.64 | 0.56 [10.47 | 0.091 |10.53 | 0.092 | 1.01 | 0.88 | 58.5 | 0.51 | 80.2 | 0.70 | 4.21 | 0.037
0.64 | 0.58 | 0.77 [0.70 | 8.62 | 0.078 | 8.56 | 0.078 |0.76 | 0.69 | 60.5 0.55 | 85.5 | 0.78 | 5.63 | 0.051
0.46 | 0.41 [0.71 | 0.63 | 9.55 | 0.085 | 9.55 | 0.085 | 0.89 (0.79 | 50.5 | 0.53 | 82.9 | 0.74 | 4.92 | 0.044
0.18|0.17 | 0.06 | 0.07 | 0.92 | 0.006 |0.98 |0.007 [0.12|0.09 | 1.0|0.02| 2.6 0.04 | 0.71 | 0.007
0.64 | 0.54 | 0.44 | 0.37 [10.54 | 0.089 11.46 | 0.097 [ 1.00 | 0.85 | 74.2 | 0.63 | 88.0 | 0.75 | 3.83 | 0.032
0.68 | 0.63 | 0.66 | 0.61 10.35 | 0.096 |11.65 | 0.110 | 0.95 | 0.88 | 57.2 | 0.53 | 99.0 | 0.92 | 5.04 | 0.047
0.66 | 0.59 | 0.55 | 0.49 10.45  0.093 11.56 |0.104 | 0.98 | 0.87 | 65.7 | 0.58 | 93.5 | 0.84 | 4.44 | 0.040
0.02 | 0.04 [ 0.11 | 0.12 am‘omﬂam 0.006 | 0.02 [ 0.01 | 85|0.05 55 0.08 0.60|0.007
0.60 | 0.56 | 0.51 | 0.47 | 8.22 |0.076 | 8.96 |0.083 | 1.07 0.99 | 54.7 | 0.51 | 80.5 | 0.75 | 3.74 | 0.035
0.76 | 0.72 [ 0.73 | 0.70 10.44 | 0.099  9.64 |0.092 | 1.04 | 0.99 | 51.7 | 0.49 | 87.9 | 0.84 | 5.12 | 0.049
0.68|0.64 | 0.62 0.59 ' 9.33 | 0.088 9.30 |0.088|1.06 0.99 | 53.2 0.50 84.2 | 0.80 | 4.43 | 0.042
0.080.08|0.11 0.11 | .11 |0.011 | 0.3¢ | 0.004 | 0.01 0.00| 1.5 0.01| 3.7 0.04 |0.69 |0.007
0.32 |0.29 | 0.59 | 0.54 0.74% 0.68% | 0.64% | 0.59% | 1.06 | 0.97 [20.3|0.19 | 72.5 | 0.67
0.65|0.68 | 0.62 | 0.65 | 0.38 |0.40 | 0.58 |0.60 |0.52 |0.54 | 53.6 |0.56 | 68.0 | 0.71
0.49 | 0.49 | 0.61 | 0.60 | 0.58 | 0.54 | 0.61 |0.60 |0.79 | 0.76 | 37.0|0.38 | 70.3 | 0.69
0.16 | 0.19 | 0.01 | 0.05  0.20 |0.14 |0.03 [0.00 |0.27 | 0.21 | 16.6 | 0.18 | 2.2 | 0.02
0.60 [ 0.63 | 0.65 0.68|0.74 | 0.77 [0.70 |0.73 |0.83|0.86 | 31.5 0.33 845 0.88
0.81|0.81 | 0.86|0.86 | 0.74 |0.74 | 0.72 0.72 | 0.76 | 0.76 [59.1 | 0.59 83.7  0.84
0.71(0.72 | 0.76 | 0.77 | 0.74 |0.76 | 0.71 | 0.73** 0.80 |0.81 | 45.3 0.46  84.1* 0.86*
0.100.09 010 0.09 0.00 | 0.02 001 |0.01 0.03 0.05| 13.8 0.13 0.4 0.02
0.76 | 0.76 | 0.71 | 0.71 | 0.47 |0.47 |0.48 |0.48 |1.37|1.37[381 0.38 758 0.76
0.65| 0.65 |none | — 0.71 | 0.71 |0.74 |0.74 |0.8 |0.86 53.1 0.53 | 83.9 08t
071|071 | — | — 059 |0.59 |0.61 |0.61 |1.12|1.12 | 45.6 0.46 79.9 !o.so
0.05{0.05 — | — 0.12 |0.12 |0.13 |0.13 |0.25/0.25 7.5 /0.07| 4.0 0.04 i
| |
0.49 [0.54 | 0.39 | 0.43] 812 |0.090 | 874 |0.097 | 101112 ]60.7 | 0.67|82.0 0.1 6300071
0.40 | 0.36 | 0.57 | 0.52 | 9.29 | 0.084 | 8.81 | 0.080 0.83]0.75 80.4 /073 923 0843980036
0.58]0.510.76 | 0.67 |9.31 |0.082 | 9.90 |0.088 | 0.98 |0.87 |66.7 0.59 ' 88.2 0.78 10.43 | 0.092
0.61[0.78]0.62]0.79 | 049 [0.63 [0.50 |o0.64 [0.83 1.06|517 066 858110 |
0.8 0.93]0.78 | 0.850.81 |0.88 |0.90 |0.98 |0.921.00 79.5 0.85| 922 1.00
0.720.95]0.49 | 0.64]0.36 | 0.47 |0.37 |0.49 |0.98]1.20 619081762 1.00]
wt:g, a):107%g%, b) : mg, mg¥%
%, 50 mg/kg B # 1 B3 X O° 500 mg/kg FHicKE 1 G 8 EHEHR

T bhtc, HRADILE, MBI RS 16, 50,
500 mg/kg BEDOHEH 1 Flic 2 bhio, 50 mg/kg FFDME
16lic 5 - MuA%, 500mg/kg FEDOHE 1 B AEREHEA A B

hf\:o

2) & :500mg/kg BEORE 1 Flic RME LR MRaDIE
A bhic,
3) xoft: ZEFXALhih -0

1) [F:500mg/kg REDME 1 Blic BERL A

o

BHDL I

2) B :500mg/kg B 1 Flic BT EEMBROIE
i L OEBIERLED b,
B. EIEMMFOHE

1.

—BIER, #ERIU4E (Fig. 2)

—RHERC IR TREEL S e FETH & 72 s
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too 50 mg/ke MY oD Ul C RS 1o s (A o il
MABRIehy, 20, HEM A L7

2. JRPiL (Table 5)

1) pH: XHERF oMk 7.0, ik 6.0, 50mg/kg [if
DHEE 6.0, Ml 7.0, 7= 500mg/kg {TOMMYE E 4,
Z7.0TH -t

2) R IR o & L (4), 50 mg/kg [T
DHUL (=), ML), 500mg/kg FED KL (4), ek
AT H - oo

3)  iln 2 50 mg/kg MEOMIA(+) T - feflir 4+~
T(=)THot0

1) ey ) —Fv
BFRT(L)TH 1o

5) FOfl By, bk, VA AT RTOMN
hT(=)Thoto

3. Mg R (Table 6)

1) JRiERE : 50 mg/kg REDHETHIML,
kg BEDHETIEMA Lo

2) ImERZEFR; : 500meg/kg BEOHETHA L too

3) AMmERE b ¢ 50, 500mg/kg FEDHET Y v Bk
ML 7o

4) Zoft: HBEHEOMCAEEEIRL it h -
Feo

4. MiFEALFRTR (Table 7)

1) s-GOT :500mg/kg BEDHETIEM L, HETIEMA
L7

2) s-GPT : 500mg/kg BEDOHETHIIML, METIIML
L5Es

3) fav v v - 500mg/kg BEOMETHA Lico

4) Vv ATw—: 50mg/kg BEOHETHML, 50
mg/kg FEOHE L 500 mg/kg FEOHERE TR L1z,

5) I : 50 mg/kg BF DM X UF 500 mg/kg BE O i

AR OW A () T - 1Ml

500 mg/

Photo. 1 Liver CXM 500 mg/kg (s.c.), male, x 100,
H.E.
Dilatation of sinusoid and some nuclei dis-
sappearance in hepatic cell cords

JULY 1979

HETIL Lo

6) 7A7 Iy :500mg/kg fEoMTHML T

7) A/G It : 500mg/kg FfOMETHIML 720

8) Na':50mg/kg NtOHETHA LTz

9) Dz KW L DI AT B D TR e o
1o

5. {ilii L

Pc B A b e hs - 1,

6. AT T i (Table 8)

a. Jufohy

1) H9ANL o gy : Wi (50mg/kg BE#EME), BT (50,
500mg/kg fEME), W (500mg/kg frHE), # (/idi, 50
500mg/kg IrdfE), W (4, 50, 500mg/kg BYEE, k&
{i 50 mg/kg ftHE), FHUL (145, 50mg/kg Bf), MAT
Tefh (50 mg/kg fT#EME), dijizhR (500 mg/kg £¥)o

2) MAL % H : WIE (4, 500mg/kg BEdE), Hp
YiChidfi, 500 mg/kg B¥), AijiziE (50mg/kg £%)o

b. JLhE(E

1) HML7-2E : I (500mg/kg BEM), @B (A,
50, 500 mg/kg T¥HE, 7, 500 mg/kg BéMfE), SRHE (&
4, 50mg/kg #¥), BT M (50mg/kg B¥HE), wiiZfig
(500mg/kg £¥)o

2) WALKHE : B (50mg/kg BElE), BIF (X,
500 mg/kg Bfiff, 4, S50 mg/kg B¥HE), TR (£A,
500mg/kg #¥), HUHKAR (50, 500mg/kg B¥HE), AIILER
(50mg/kg %),

7. KR

1) Ff:500mg/kg BEDHETS »1f, BE DI E
s, HETO o1, BEC/AEARZIEIAL R,

2) XOMOBE: FHEIARLNIL o1,

8 EHTR

1) JH:500mg/kg BEDHET IGRAEA A B hts,

2) % :500mg/kg BEDHEIZ EHDTHEEDI F 2y

Photo. 2 Liver CXM 500 mg/kg (s.c.), male, X400,
H.E.

Fat droplets in hepatic cells
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Photo. 3 Kidney CXM 500mg/kg (s. c.), male, X100,
H.E.
Dilatation of tubular cavity and thinning
of the tubular epithelium

F Y 7OWAMNED LRI,
1. = ®

1. FiRie-onwT

FRETH ECBE L2 HERD o izatE
#D LR CXM 2R T5 L B2 b s EELME
BAbhichotoo BMWTHF B0, MENEET
RO Ik BAF 250 35 X OF 500 mg/kg H DM CHH
BtaH% ORI BE O GEHINMH AR DRI b T
b5

Lal, —#BEROBRERMEDLT, *miEAEmr
BT B5iEs L OCEEMOEH TH I A Lri AR
bhichy, EMRECIrEEELLRD b Ol
, EEBHAOEBHLEZ Db, ¥ XEHMRCLIZ
EAREEBIALRILI 5T,

EEC S D - BEOHERL L EDHT, Z0fk
ERMIMHEEOFERIIBE ST TERL L, BRI
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Photo. 4 Kidney CXM 500 mg/kg (s.c.), male, X
3, 000
Vacuole degeneration of the tubular base-
ment membrane and decrease of mitochon-
dria
Swelling and thickning of the tubular base-
ment membrjm¢ )

L BEIAL RIS o font, WIREEE O KERETHfic D4
FROBARDNI-DT, MORRZHE T~
TERVDO2 SR,
2. wetk
CXM o — 7 k5 BERBRTORE B, #HET
250 mg/kg/day, B FIET 500 mg/kg/day LIFThH%
EEZbh 3,
X 3
1) HEK B, : Cefuroxime D Z&LWic BT+ 5%
BHOBLIR TUVA Ty bkIVUHFCET
% &t #EM, Chemotherapy : 124~129, 1979
2) PR K, 1 : Cefuroxime D ELM T 5

FOB2® 7o b SEMESMEREME L 5EME
3B, Chemotherapy : 130~151, 1979



170 CHEMOTHERAPY

JULY 1979

STUDY ON THE SAFETY OF CEFUROXIME
(3) FIVE-WEEK SUBACUTE TOXICITY AND 4-WEEK
RECOVERY IN BEAGLE DOGS
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A dose of 250 and 25 mg/kg of cefuroxime was injected intravenously and 500 and 50 mg/kg of cefu-

roxime subcutaneously daily for 5 weeks, and the recovery was further observed for additional '4

weeks after the termination of cefuroxime treatment.

No evident change was observed functionally and morphologically, except the decrease of body weight

at early stage in the highest dose groups.

Maximal safety dose was assumed to be 250 mg/kg/day intravenously and 500 mg/kg/day subcuta-

neously.



