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Abstract. A chronic toxicity test was performed on rats with taselin by oral adminis-
tration for 13 weeks. The tested doses were 100, 500 and 2500 mg per kg of body weight.

1. No abnormal clinical signs were manifested by any animal, except those given a dose
of 2500 mg/kg which showed activity in behavior. Two of the female rats given 500 mg/kg
died during the experimental period due to errors in the procedure of administration.

2. Hematological examination showed a significant decrease of leukocyte count in all
the rats of both sexes given 2500 mg/kg.

3. When various organs weighed at autopsy, the spleen showed an increase in absolute
weight and relative weight in the rats of both sexes given 2500 mg/kg.

4. Hist-morphologically, a slight atrophy in the epithelial cells of renal glomeruli was
found at the 2500 mg/kg dose under optical microscopic examination as well as hemo-
siderine deposits in the spleen, but no particular finding was made under electron micro-
scopic examination.

S5 MZ T A Taselin @ &8¢k E MR

il — - ERCES - THAE
T — A AR

FUEWE & SRR IF 2 LTRELEBAI, Y
DODRERENAOND Z LRRMOZ L THY, 7T
CERBYOEFTOE THEALSh TS, Ll
RSz EYED, BERICET - R L, AR
MEOMBREREF/D, AMFCEELSIITLLT,
L OIEBRES LTV 5.

PEWE O REREDFEENETFY, BY#HYE X
VRESDICEST AL ) Zichd T, B
FRIZBTDREODE, SIVERITELELRHT v
T=TOFREER, LLICET A e TERIT I
HiFTh5.

ORISR L T, Visek [7] <81 [6] i,
ERMEED Y L 7 — BiEHOE T, WmEE#ED—
e LTS+ % Lid~iz. Bas 2] o, S8l
BE» hydroxamic acid o %%, caprylohydroxamic

acid 37 L 7~ RIZOHERNICRERH 2 HT 2
ZEERFHR L. ZONERTONTE, Br0gy
GBI, REEESREET 22 LBHERSh
7= [1, 31

Aal, it caprylohydroxamic acid % 3=%i
LLT #nk: 0% 8T %R0 Taselin
LT, TAS LRg§) Ko%, 7v FEAVT O
BLic X3 13 @MoEkEERBE T - 2.

EBM R L O3

L. EHEY

HAZ v Mklthmsko Wistar 355 b #2448
YRR T IAEE L, K8 i (hEH 240~

280g, fE 170~200g) CHRERR/R b O & E Y, HEIC
L7, BnIHgS 10 ME—R LT, Ty M



526

Fig.
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1. Changes in body weight and food intake in male rats administered
orally with Taselin for 13 weeks
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Fig. 2. Changes in body weight and food intake in female rats administered
orally with Taselin for 13 weeks
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528 SUGIYAMA, SAGAMI AND CHIBA
Table 2. Histological findings in rats administered orally with Taselin for 13 weeks
Dose No. of P-ALP P-GOT pP-GOT P~Protein P—Albumin P-Globulin P-A/G
animals  (KA-U/dl)  (K-U/ml)  (K-U/ml) {g/dl) lg/d) (g/d]) (ratio)
Confrol‘ 10 9.940.7 46+8 133413 5.840.2 2.140.1 3.7+0.2 0.5940.06
o 100mg/kg 10 10.8+0.8 50413 12015 5.84£0.1 1.940.1 3.94+0.2 0.514+0.05
g 500mg/kg 10 10.8+0.8 4249 128420 5.840.1 1.940.1 3.940.1 0.5140.04
2500mg/kg 10 11.6+1.0 26434 110422 5.8+0.1 2.24:0.1 3.640.1 0.6340.07
Untreated 10 10.9£0.8 31£3 100454 5.640.1 2.040.1 3.7+0.2 0.5640.05
Cc;nfrol 10 5.6x0.6 2442 8719 6.640.1 2.6%0.1 4.0£0.1 0.66+0.06
o 100mg/kg 10 5.540.5 2541 8547 6.3+0.14 2,7+0.1 3.7+0.1A 0.7740.06
2| 500mg/kg 8  5.4%0.7 2643 9346 6.740.1  3.04:0.1% 3.740.1A 0.8240.05%
i 2500mg/kg 10 5.7+0.7 24+ 4 107£18 6.5+£0.1 2.640.1 3.94+0.2 0.69-40.07
Untreated 10 5.840.8 2242 8144 6.4+0.1 2.6+0.2 3.8+0.1 0.70+0.09
Remarks.
Mean = standard error are represented.
* . Significant increase at 0.05>P>>0.01 as compared with control.
A: Significant decrease at 0.05>P>0.01 as compared with control.
Table 3. Hematological findings in rats administered orally with Taselin for 13 weeks
Do No. of P-Cholesterol P-Glucose  Urea-nitrogen P-Na* P-K* pP—Ca*+
e animals (mg/dl) (mg/dl) (mg/dl) (mEq/1) (mEq/1) (mg/dl)
Control 10 4842 12546 19.2+0.5 145+1" 4.540.1 9.1%0.1
o 100mg/kg 10 51+3 129+6 21.6+£1.7 145+1 4.440.1 9.140.2
g 500mg/kg 10 51+3 12746 20.6+1.0 14541 4.540.1 9.140.2
2500mg/kg 10 46+2 10654 19.7%0.8 146 +1 4.240.7TA 9.0+£0.1
Untreated 10 48+2 11446 21.040. 6* 14541 4.5+0.1 8.9+0.2
Control 10 8247 12846 22.84+1.9 1451 3.8%+0.1 10.440.2
° 100mg/kg 10 71+4 12347 23.6+1.1 14541 3.8+0.1 9.840.24
E 500mg/kg 8 72+5 1216 20.9+1.2 14541 4.0+£0.2 10.240.1
| 2500mg/kg 10 7044 11445 23.341.1 14441 3.940.1 10.040.2
Untreated 10 7346 13244 22.4%1.6 14541 3.9+0.1 9.94£0.2
Remarks.

Mean = standard error are represented.
* .
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530 SUGIYAMA, SAGAMI AND CHIBA
Table 5. Organ weight in rats administered orally with Teselin for 13 weeks (i)
Dose  No. of Bo_dy Brain Lung Heart Liver Kidneys
mg/kg animals weight
(o) (9) (g) (9) o) lg)
1.89240.01 1.304:0.03  1.27-0.03  9.8640.31 2,65+0.83
Control - 10 4217 5745X0.01) (0.3140.01)  (0.3040.01)  (2.34=0. 05) (0.64-0.03)
100 10 4034 -89F0.02  1.51£0.19  1.2340.04  9.5140.30 2.6240.08
(0.4740.01)  (0.38-£0.05) (0.3120.01) (2.3620.05) (0.650.02)
o 1.94420.02%  1.4040.05 ~ 1.28+0.03 10.05240.33 2.68-£0.07
2| 500 100 41510 (57 4730.01)  (0.3440.01) % (0.3140.01) (2.4240.04)  (0.64+0.02)
1.8040.05  1.28-40.03  1.24:0.04 10.184-0.32 2,.5540.07
2500 10 401ETO 5453 0.02)  (0.32%0.01)  (0.310.01) (2.54£0.05)*  (0.64:£0.02
1.954:0.04  1.41:£0.05  1.35+0.06  9.71:0.31 2.800.07
Untreated 10 431=£T3  (0"04570701)  (0.3340.01)  (0.3140.01) (2.2640.03)  (0.65%0.02)
1.744-0.02  1.0940.07  0.83+0.03  7.40-0.28 1.714£0.05
Control 10 26311 (4772370 03)  (0.4240.03) (0.3240.00) (2.8240.04)  (0.66--0.03
100 10 24g4g 1-760.03  1.07:0.05  0.83+0.02  6.82:40.24 1.6940.09
(0.7240.02)  (0.4340.01)  (0.3420.01) (2.7520.07) (0.68-£0.02)
3 500 8 26748 1-77:0.04  1.0420.04  0.8920.03  6.82:40.18 1.7240.05
£ = (0.6740.02) (0.39=0.01) (0.34=£0.01) (2.56=40.06) AA (0. 65-0.02)
[T
1.714:0.02  1.16=0.04  0.86=0.03  7.43::0.24 1.75-0.03
2500 100 26048 157475 0.02)  (0.450.01)  (0.33-:0.005) (2.86-0.03) (0. 68-0. 01}
Untreated 10 25147  1-7490.03  1.040.03  0.83+0.03  6.7240.17 1.7040.06
nireare - {0.7040.02) {0.42:£0.07)  (0.33=:0.01) (2.690.05) (0.68+0.02)
Remarks.
Mean == standard error are represented.
( ): Relative organ weight (per 100g of body weight).
*. Significant increase at 0.05>P>0.01 as compared with control.
AA; Significant decrease at 0.01>P as compared with control.
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Table 6. Organ weight in rats administered orally with Taselin for 13 weeks (ii)
Dose No. of  Spleen PELU;;C;W Thyroids Thymus Adrenals Testis
D 8
mo/kg  animals (mg) (mg) (mg) (mg) (mg) (g)
Control 10 747 44 11.1+£0.2 17.54+1.2 304+16 47.242.6 3.01£0.08
(179+11) (2.6£0.7) {4.14+0.2) (7243) (11.340. 6} (0.7240.02)
100 10 749432 10.240.2AA 17.3%1.1 274431 43.6+2.1 3.05:£0.14
(186+ 8) (2.5+£0.1) (4.34+0.3) (67 +6) (10.940.¢) (0.76+0.04)
% 500 10 911487 10.440.2A 18.6+1.1 278431 41.8+2.0 3.1940.08
= (218+17) (2.54£0.1) (4.540.3) (67£7) (10.1£0.4) 10.77i0.02)
2500 10 24954-225%* 10.440.5 17.04-0.5 290427 38.7+£1.74 3.0540.10
(6161 46) (2.6%0.1) (4.340.2) (73+£7) (9.740.3) A (0.77+0.03)
Unreated 10 76249 11.1:+0.4 16.740.7  294:£25  41.241.9 3.0140.15
(7% 9)  (2.6£0.1)  (3.9%0.2)  (694£7)  ( 9.940.4A (0.70%0.03)
Control 10 548428 13.440.6 15.6£1.4 274%16 65.1%1.7
(210H12) (5.140.2) (5.940.5) (105+9) (25.0+0.9)
100 o 67945% 12,605 15.0%1.1 252221 58.542.7
(275 19) %% (5.0%0.2)  (6.1%£0.6)  (102+£9]  (23.7+1.0)
L
© 500 8 690+ 58% 12.7+0.7 15.14+1.3 2874128 58.943.7
E (258+20) (4.84+0.2) (5.6+0.4) (1084+10) (22.241.5)
2500 o 1598:£99%* 12.8:0.7 14.340.7 268220  65.7+2.5
(614£32)  (4.930.2)  (5.5£0.2)  (103+9)  (25.3+0.8)
Untreated 10 563126 11.9+0.4 14.040.7 231422 61.122.4
(225410) (4.840.7) (5.640.4) {91+7) (24.440.8)
Remarks.

Mean == standard error are represented.
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Explanation of Figures

All the photomicrographs were taken from sec-
tions stained with hematoxylin and eosin for light-
microscopy, and uranyl acetate and lead acetate for
electron-microscopy. The magnification is X280 for
Figs. 3-6, and x10,000 for Figs. 7 and 8.

Fig. 3. Slightly atrophic hepatic cells in a male rat
of the group treated with 2500 mg/kg.

Fig. 4. Slightly atrophic glomerulus in the kidney
of a female rat of the group treated with
2500 mg/kg.

Fig. 5. Yellowish brown pigment in the epithelium

Fig.

Fig.

Fig.

of uriniferous tubules in a male rat of the group
treated with 2500 mg/kg.

6. Slightly atrophic white pulp and yellowish
brown pigment in the spleen of a female rat of
the group treated with 2500 mk/kg.

7. No pathological changes can be seen in the
fine structure of the liver of a rat of the group
treated with 2500 mg/kg.

8. No pathological changes can be seen in the
fine structure of the kidney of a rat of the group
treated with 2500 mg/kg.
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