NI 4
Ce 2irGit
‘Table 1. LD 50 of NK-621 in Mice and Rats (mg/kg)
Species ’ Mouse _ Rat
Route Sex Male Female Male Female Vehicle -
.
p.o. 2484 2313 1{195. 1464 0.5% CHMC
(1779-l3468) {1644-3266)|(1221-1829) (1158-1851) .
i.p. 675 839 560 : " 680 0.5% CMC+
( 531- 850) ( 655-1076)|( 492- 638) { 494- 682) 0.5% Tween 80
s.c. _ >10000 »>10000 >10000 ~>ioooo ' 0.5% CMC
Parentheses indicate 95% confidence limits -
B
D ' I
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Table 1. The number of dead rats during the treatment and recovery periods i
Treatment RecoveryA
Dose . ' days weeks
Sex (mg/kg) t 2 3 4 5 6 7 8 9 10 11 12 .13 14 15 16 17 18 19 20~ 30~—60—90 § 12345
Control(x=s/
5 ()
12.5(7 )
male 31.3(") _ : ‘ ; % ; L
8 (")} o o o ‘ P
196 () S ‘ . L
488 (17 : 5 3 '3 4 ) 1.
1y O INE) &)
Control (wus) ‘
g ()
12.5() . §
Female 31.3¢+) . ) . ,
78 () : : , L
195 (] o N ) . S ’ -
488 (em)f oo Y 9 3 2 v Loy T
: - (1) (1) - (1)
{ ):Moribund sacrificed
Av erage sarvival days of 488mg/kg ;
Male ~ 6.4 ‘
Female 6.9 .
Mean 6.7 ;
o
i

i



Male

Female

Rat No.

170

154 -

160
163
151

Mean
SD.

328
37
341
330

338

mean
sb

Table 3  Hematological and Biochemical analysisﬂ%n'moribund sacrificed rats ( 488 ™ifq )

Sacrificed
days * Hemolysis RBC
(107m) (16/md) (g/d1)

7
9
9
9
18

10
4

8
10
13
14
17

12

4.

+H 732
+ -

- 722
727

637

637

WBC Hemoglobin Hematocrit Platelets

53

286

170
165

172

172

9.8

10.8

10.8
0

(%)
56.5

48.7

52.6
5.5

47.7

47.7
0

* : days from treatment start to moribund sacrificed

(107mt)
51.5

56.5

54.0 -

3.5

N

GPT BIL Chol. Glu. T-P  Na
“(K.U.) (K A b. )(mg/dl)(mg/d1)(mg/d1)(g/gl)(mEq/1)(mEq/1)
122 4.9 - 54 14.0 6.6 168.6 8.88
250 63.0 4.9 66 50.6 6.6 158.7 5.31
250 58.2 3.9 55 127.8 5.4 155.5 3.63
250 71.6 7.0 n 7 - - -
54  31.2 4.6 61 39.6 5.4 165.4 6.12
185.2 53.8 5.1 61.. 60.7 6.0 162.1 5.87
91.9 15.9 1.3 7. 42.9 0.7 6.0 2.31
62 26.7 0.2 56 85.7 5.4 151.2 4.52
49.5 36.8 1.6 46 63.7 5.5 164.0 2.5
70 41,1 2.3 43 65.7 5.4 167.3 3.35
93 53,3, 2.8 54 43,1 5.0 160.3 4.4
162 3.8 2.9 92 10.5 6.7 178.0 23.72
87.3 32,3 2.0 58 53.7 5.6 164.2 7.70
44,7 18.6 1.1 20 28.5 0.6 9.8 8.9



Male

Female

Table 4 Hemogram of moribund sacrificed rats

Rat No.
170
151

330

Sacrificed
days * Ba Eo St , Se
7 0 1 17 39
18 : 0 0 6 . 18
14 0 0 8 56

~ * : days from treatment start to moribund sacrificed

Ly
43
24

34

i

, '/4
b o
!
\ l
Mo Oth: Otha ‘
Se 5% 4R GWUBC : 2400 WA K eRes
0 0 0 RBC !?T‘r?,ﬁmﬁ,aj, it T3
0 . 48 4 RBC _: W& £l &, KWFRERF -
nucleated erythrocyte : 2 / 100 normal Ri
2 0 0 Se (@4 ¥eHy RBC : HRIE L AIRE

nucleated erythrocyte : 3 / 100
Oth: : perhaps broken Ly. Y Y / normal R

Otha : perhaps broken nucleated erythrocyte



Table 5 Hematological and Biﬁchemica] analysis

(after 30 times) (n=5)

RBC Hemoglobhin Hematocrit WBC GPT . Al-ph
L (107m)  (g/d1) (%) d/m) ,  (kV) (KAv)
Control 886+26 16.6:0.4  57.4%1.8 193£32 | 845 20.442.8
5 mg/kg 863122 16.50.3 57.01.7 173460 8746 19.443.7
12.5 867443 16.0t0.6 57.7+1.4 134824% 1 814l 19.3£2.9
31.3 788443 14.8£0.7**  55.5:2.9 134£13** 1 8313 18.4£3.9
78 75648%°  13.841.2™%  57.0#5.2 152437 |86t 6 19.4%2.2
o 195 680+43*** 13,240.9™** 56.8+3.4 1387% | 101421 20.343.2
t; (after 60 times) (n=5) g
= Control 92241 16.240.4 54.641.5 141451 t 94+ 3 12.5£1.7
5 mg/kg 92227 16.2+0.5 55.1+1.7 156423 {9k 5 12.241.0
12.5 895432 15.840.8 54,3£3.0 158442 I 97:8 12.6%1.6
31.3 812430**  15.0£0.4%F  53.01.1 146440 I gas 5 10.8+2.1
78 725£38%** 13,940.5™* 50.1+1.9%% 146117 ' 87: 5%  10.941.9
195 70839 *** 13,640.5*** 52,3+2.5 156431 ' 9%+ 5 12.741.1
o e e o e 2 e 0 A e e A e e e e o e rmecrnm e me e ———————
{after 30 times) (n=5) E
RBC Hemoglobin Hematocrit WBC | GPT Al-ph
Control 815472 . 15.741.2 55.4+44.3 104+21 {7819 11.642.7
5 ma/kg 80959 15.8£1.0 53.1+3.6 153£35% | 74% 9 12.7£0.7
12.5 831142 16.04D.6 55.242.7 96+ 8 fo71e 8 13.413.3
31.3 765425 14.940.7 53.142.7 140437 {81116 10.641.1
o 78 . 731160 14.40.6 53.13.4 144524* 76119 10.9£1.6
~ 195 709£16**  13.740.7**  53.541.3 141442 ' 99425 13.244.3
: (after 60 times) (n=5) E
@ Control 848154 15.8£0.4 51.443.0 150413 i 97+ 5 8.242.3
“ 5mg/kg  887%50 16.1£1.0 53.413.0 nor20** | oax2 6.4+1.0
12.5 829443 15.8£0.4 52.1+2.0 170£37 Y 7.0£1.0
31.3 837122 15.640.3 53.042.0 115428% | Q1% 7 7.5£1.3
78 76686 14.44£1,0**  49.8%3.1 152436 Y 7.00.8
195 681£34%**  13.630.4*** 48.941.2 8641 1¥H¥ 9410 - 7.110.9
)
]

* : Significantly different from control mean,P 0.05
** g . ,P 0.01
Kkk ,P 0.001




e

Table 6  Hemogram
2
(after 30 times) (n=5) [ Lo 5 Se Ly A Yy
tontng! 0 0.02083| 241447 | £31240) 828240 J4108%| 014033
Ky Y, ISV AWA RV AR IEF AN I EY S AW E Y AW N ET L
/4.5 4 _LE2 oSS a2 My| £L2 )32 9522289 82030 pst el
J43 & A2E035| 4o aTH | S92 /82 | §8.22383 satest| o
7 6 014 fo7) 702 42) | 492461 | J2)2 498 /32055 ¢
o /5 0 032 032| $ic2 424 | 433 288 | §753485\ 274 /3] | 047224/
=1 (after 60 times) (n=5) | T g A B
oo Zered /10207 | £32929| 2.822.77] Geo2 435 5 52130] 222045 _
s 1.9 LA I3F |\ 552270 he2 ZIZ| 8&o230| )Jd2/30| £ 82084
F |0 |esrp)e| sb2503| 242 209|200t 475| agta®h pazoks —
Jh2 O |edllSe| 452173) 38287 Het337| feto8d p
/€ ‘ 142058 | KI2F08| et a3S| §o42447| 282084 o
/75 g_ 002420 | f12243| 49+253| §{52708] jo2h)S |03+ 048 _
{after 30 times) (n=5) : { . _;
L_Caneef | £ | /32427 332532| 282324 Jas2 477 Aot ad3| 052t 08%
S0 |8 e7) | 2L AT 441582 Y02 413| Ay 2a)| o . .
188 |6 /€20l | 244/92 282217 Ja.582235 041085 042 055 o
313 I | 682075) 52/ S82| 282 )5]7| §382 /44 472082 O
v 78 O | 0410351 342/05 | %02 4.80| 802587| 182 484| 4208
. /75 0 072087 | fe257) | 482 920 | 6452559\ 272 /S/| 232082
=3 : f ,
:f (after 60 times) (n=5§h j N ‘ S o o .—~§““~m“"'—“--‘ T B
—bonleod |0 L od3esi 2b2a07) 192047 ] 9992257 0a204s] o
LSl 0 | 082084 244087 282470 freiaas o g ,
L AAS e | r2teddagzraor| 142014 799235/ 041855 032 24S]
S RN VYL VI AN EF N A Ve TV g FTEL8/3| 442 M4 o
78 0 AR 152N 42 28TV 6 42537 G223 422 84| ad2t 0,44]
/175 0 [0 3073|722 IS\ T4 2087 | 874 £ 47t 0. £ 0.55| 0.42 055
: ;ignificanﬂy different from control mean,P 0,05

»P 0.01
»P 0,001
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/‘gigaw“wgyﬂ

|
|

Control
5 mg/kg
12.5
31.3

78

195

Male

Control
5 mg/kg
12.5
31.3

! 78

. 0 0 Y W e W " S 5 e v ) e e W e e e e A . e e T D B R A e e e e o e 4 e B B A

Control
5 mg/kg
j 12.5
' 31.3
78
195

Female

Control
5 mg/kg
12.5
3.3

78

195

RBC
(107nl)

879141
857454
844+99
- 760£69™**
692453+
(637429%**

816144
840+54
849433
87043 -
922+49*
886462

RBC
737488
748188
72542
649466
597465**
540+29***

77361
795456
772145
821136
787485
774134

Table 7 Mcnatologicafaanalysis

Hemoglobin
(lgzd1).

16.440.5
16.140.5
15.840.7
14.910,4***
13.940.5***
13.540,4***

15.8£0.7
15.941.2
16.0£0.5
16.640.5
17.140.5%

Hemoglobin
15.810.4
15.640.6
15.610.6
14.540.7%*
13,540, 7%**
12.540,7%**

15.110.3
15.940.7
16.2+0.7*
16.4+0.5**
15.840.9
16.2+0.6%

*okk .

Ret. Hematocrit WBC Platelets
( %) (%) (107md) (107 mi)
8.4+ 2.6 - 51.74#2.8 76+25 70.2+ 4.0
10.6+ 3.6 50.313.5 88117 69.4+ 7.5
10.8+ 4.5 50.2+4.1 81420 64.8+ 4.8%
23.8t 6.7%  48,5$3.3%* 89143 69.8% 9.6
27.0% 9.9™*  47.0£2.9* 86126 72.2% 4.6
39.8416.0**  47.022.5% 72418 77.3£10.1
(5 week recovery) (n=5)-.
21.8+ 5.0 44,5:3.6 106129 52.8% 7.7
16.6% 3.0 47.0+3.5 107428 38.2:14.0
16.2% 7.4 47.0£¢2.7 111130 44.1x12.5
11.8+ 3.7%  48.1#2.5  113%23 42,1¢ 4.5%
17.6% 6.3 51.820.9%* 9930 47.810.1
16.4% 6.6 49.9+4.5 89128 59.9% 5.0
(after 90 times) (n.7.10) Ret.&Ca-C.T (n=5)
Ret.( %) Hematocrit  WBC Platelets
12.8% 3.7 47.4£3.0 58£10 69.4+ 9.9
12.8+ 4.5 - 46.4+4.4 72522 71.1£ 6.0
18.4%12.0 45.5+2.8 651 5 70.1% 6.1
24.0£14.3  42.0£2.8** 67+26  74.5% 8.7
35.2£12.0%*  39.6£3.1*** 115175 79.0% 5.4%
60.4£19.1%%  38.8+2.6*** 91156 76.4+ 7.8
{5 week recovery) (n=5).
16.848.3 43.0%3.2 75421 55.3£15.1
23.048.8 46.0:2,2  102+16 69.2£10.8
22.616.7 44,321 96424 65.6% 5.5
16.65.0 48.3+2.8%  86+12 73.4% 9.0
14.616.6 45.344.6 97+ 9 65.5¢ 8.1
12.048.2 44,9x2.4 . 95%20 57.4£11.0
*: : Significantly different from control mean,P 0.05
,P 0.0
,P 0.001

(after 90 times) (n=7-10) Ret.(n=5) Ca-C.T (n=5)

Ca-C.T
(sec.)

42.3t 4.4
43.1+ 3.9
44.9%12.2
48.6% 4.5
49,4+ 8.5
42.0+ 7.2

" Ca-C.T

37.5% 8.5
39.6+ 6.8
41.8+ 9.4
39.2+ 6.4
38.8+ 8.6
38.9+ 5.9

| e



/ ‘ -
L
— 8 Hesogram Rhans - "
Tab?g 3 (after 90 times) (n=7-10)“ \
'" L Ba Eo St Se ly. Mo Oth
Control . 0.0 1.3+ 1.25 2.6 +1.78 7.9+ 3.78 87.5 & 4.93 0.7 & 0.67 0.0
5 mg/kg 0.0 0.8 + 0.63 4.0 + 2.21 10.1 + 5.67  83.5%7.18 +0.97 0.14+0.32
"12.5 mg/kg 0.0 . 0.7 £0.87 2.9+ 1.90 7.6 £4.19 87.8 £ 3.53 1.3 £ 0.7 0.0

31.3 mg/kg. 0.0 0.9 + 0.78 4.0 + 2.65 8.1 £5.18  85.4 % 5,70 1.6 £ 1,59 0.0

/: 78.0 mg/kg 0.0 0.1 + 0.32* 3.6 £ 3.41 6.8 £ 3.12 88.5 + 4.58 0.9 £0.99 0.1 £0.;32
__195.0.mg/kg 0.0 0.7.£1.12 + 4,64 8.3 + 3.74 83.9 + 3,37 1.7 £1.58 0.1 4 0.33

; e e (after Bweek _recovery) _(n=5)

Control D0 182084 2.8+ 1.64 Vosiss W0Ziase) 16152 0.4 30,55
_5mg/kg . 0.0 _1.2+£1.30 1,2+0.84  6.4£3.21% 89.4 1% 3.51* 1.6 + 0.89 + 0.45
_ 2.5 mg/kg. 0.0 4£1.04 142055 0 8.244.66  87.21554  1.8%1.10 0.0
31.3 mg/kg 0.0 1.0+ 0.71 0.8 +1.10 4. s :t 2.51%% 02,8 + 4.32% 0.8 £ 0.84 0.0
78.0 mg/kg 0.0 1.0 £ 1 73 1.4 £ 1.52 + 4. 28* 90.8 + 6.14* 1.0 £ 1.00 0.2 £ 0.45
___195.0mg/kg ___ 0.0 _ 0.6:055*  1.2:1.30 _ 9.6£9.94  86.8+11.5  1.8£1.30 0.0
"—'“—"-‘"'"‘“"""‘-*‘(‘after'90"t1'mes)‘*(n=7-10)" T e T T e e
Control_ .00 06+092 211 1 55 9.8 §,§9 86.9 + 8.74 0.5 £ 0.76 0.0
o 5mg/kg 0.0 _ 09410  0,7+0.67*  7.6+£2.37  90.2 % 2.9 0.6 £ 6.70 0.0
125 r_qg/ggm_____m_»_o_o__ﬁ___A‘]_gﬂ_‘ 0.58 1950, .86 8.7 £4.15  87.4 £ 4.9 0.8 £ 0.90 0.3 + 0.49
_ 31.3mg/kg 0.0 .01 1. 13 .4 + 1 13 8.6 £ 2.99  88.3 % 2, 78 0.4  0.53 0.3 x 0.76
| 78.0ma/kg___ 0.0 07_+_071 201087 _7.8+£4,97 888;!-.556 0.4 £ 0.73 0.3 + 0.50

o _195.0mg/kg 00 ~  0.8%£0.83  2.0% 0,9_7___.__.]9 8+6.28  84.8 % 6.61 1.1 £ 1.05 0.3 £ 0.50 -

- et e o — —— S,

& (after 5 week recovery) (n 5) T =

@ e T e . , -

w Control . 0 06t 34 RE 8 11 30 ___EJ-LLZQ l’9 8y 9.15)  1.6£1.52 0.4 £ 0.55
‘_Fgrr}ng/!ig“ 00 “____1~p+o71 04+089 4.6 + 4,16 92.2 + 6.34 +1.92 0.0
12.5 mg/kg oo 0.8£0.84 12&.130 50:;400 914+41o* 1.4 £ 1.34 0.2 £ 0.45
31.3 mg/kg_w______o.o G+ 0.8£0.8% 2.0 £1.87 4, o 2. 55 N 91 o +3.39 ____g.ﬁz”vi_]_Jg 0.0
78.0mg/kg . 0.240.45 /  1.0£071  1.8%]1, 3q_«__~_ 7. 6‘_;2 61, 87.0+4.00, . 2.4+0.8 0.0 ' L
195 0 mg/kg 0.0 0.4 £ 0. 55 1. 4 0.89 . 6.0+ 4, 30 90.8 + 4,97 1.4 £ 0.55 0.0 52.8 B4 (2.000)

* : Significantly different from control mean,P 0.05 '
**oy ,P 0.01
Akk o P a.om




Male

Female

-

Control

5mg/kg

12.5
1.3
78
195

Contro]
5 mg/kg
12.5
31.3

78

195

Control
5 mg/kg
12.5
3.3

78

195

Control
5 mg/kg
12.5
31.3

78

195

>

~

;"’

Table 9
GOt GPT
141428 34+ 9
119+21% 32+ 5
128418 36+10
118:26*% 32+ 8
108£20%* 37+ 8
126416  54+29*
GOT GPT
134+ 5 47+ 6
120832 40420

PR

113£17*% 38417
110+ 7%*44+12

110£13*%* 31+ 6%**

124412

168x74
127443
152451
128437
156176
155169

GOT
167446
161157
117415
184126
120128
149443

44410

69448
41422
58+43
82427
63+43
58439

GPT
57420

- 55421

35+ 8
72419
40£11
46412

Biochemical analygis

Al-ph BIL(mg/d1)
0.60+0.04
0.62+0.03
0.62+0.04
0.6210.03
0.6340.

242130
262131
269+41
250443
245131
292458**

Al-ph
176415
202165
171429
170140
199416
202149

103432
10416
93+13
9343
96420
190480 %*

Al-ph
- 75416
68+ 7
72411
69420
59412
85425

(mIU/m1) (mIU/m1) (mIU/m1)
* ; Significantly different from control mean,P 0.05

*x .
*kk .

BIL

.2340.
.2240.
.2240.
.23:0.
.2240.
.2210.

O 0O O O O QO

0.61+0.
0.60:0.
0.6210.
0.62:0.
0.69:0.
0.7210.

BIL
0.2110.
0.2110.
0.2110.
0.2040.
0.2040.

0.2040.
(mg/d1

06

04
06
06
04
02
04

03
04
03
05

(after 90 times)
LAP LDH
65.0+6.7 23044773

60.4+6.0 16214504*
61.8+8.2 1718+655*
57.045.3797404568*

{n=12-15)

Chol,  TGL
51+ 8 115£24
56+10 97424
55+ 8 94429%

64+ G*** 94426%

Glu.
253141

278454

55,544, Sk*1*558t558** 64+10%** 68+21%%*248454
0.71£0.07%%*62 8+5.0 2005378

( 5 week recovery) {n=5)

LAP LDH
59,9+1.4 14184723

61.2+11.4 11714458

56.8+2.2* 15931407
56.1+3.9 13691259
59.7+3.2 12681194
58.8+9.8 12741309

56£14  74+30%*
Chol.  TGL
45+ 9 91460
46+7  104£31
45411 88+15
47+.8  82+22
41+ 7 70%25
46+ 9 85:3

156151

Glu.
328457
308+48
286442
30716
286426
333+27

*kk,

BUN

19.542.
339+39***19.841.
335+66** 20.3+42.
512,
32,
8+2.

18.
20.
20.

BUN

19.
19.
19.

741,
141,
5+2.

W N W N O

Creatinine

0.8910.
0.9540.
0.97+0.
0.8410.
0.8140.
0.7810.

13
09
10
15
13
12*

Creatinine

0.93+0.
0.83+0.
0.84+0.
0.89+0.
0.7710.
0

05
10
06

Na

4*
2***

4***

56.016.5 16671402
53.645.6 1372+290*
51.044.8%1592+352
49.245,5%1395+393

09** 50,5+5.3*1574+529
05%**57,346.8 17334574

05
03
01
03
02

03
)

(5 week recovery
LAP LDH
51.813.9 11234241

52.412.6 1092+£324

55.749.3 953:283
54.6+6.6 12164549
44.8+3.9*1039+ 89

52.847.6 12324215
(mIU/m1) (mIU/m1)

6111 96+15
62110 85421
65411 84+10%

8241 2%%* 76112%*
" 94£22%*% 79421

106£16%** gg+25
) (n=5)
Chol.  T6L
49+12 69114
62+ 8 71£7
54412 69+ 4
6011 71412
72416 76+11
70422 63+ 9
(mg/d})  (mg/d1)
,P 0.01
,P 0.001

230149
228446
260476
248169
225152
165+£45**

Glu.
200422
200+21
196+29
177429
197418
226154
{mg/d1)

242,
212,

L611,
42,
.02,

BUN

17.
20.
16.
16.
16.
17.

343,
141.
541,
641,
743,
5+2.
(mg/d1)

OOy W

Creatinine

0.8710.
0.92+0.
0.85£0.
0.9040.
0.8140.
0.8210.

13
02
1
09
13
05

(mg/d1)

K cl P
14843 5.610.2 108:2 7.0%0.
14846  5.8%1.1  106+3* 7.210.
146£3  5.6:0.5 107+2  7.040.
14612  5.140.4%**106+2* 7,310,
14743 4.940.5%**10543%* 7,610,
14842 4,9+0.8%*% 105+3** 7,810,

Na K el P
14645 5.9+1.7 10542  6.5:0.
147t¢6 5.6+¢1.6 105+2 6.8%0
146+3 5.3:0.9 10441  6.60
146+3  5.5¢0.4 10541 6.5:0
14843 4.7#0.3  106%+3 6.5:0
14636 5.8+1.5 10742  6.6%0
149¢3  4.740.5 108+3  7.9%0
15042  4.940.3 10812 7.7%0
14842 4.740.3  108+2 7.710
14943 4.640.9 107+#2 8.3%0
14742  4.5$0.6 105:3* 8.3:0
14943  4.820.7 10742 8.140

Na K cl P
145+4  4.440.2 10732  6.80.
14841  4.610.3 108+2  7.5t0.
14743 4.3:0.3 10641  7.310.
146+3  4.310.3 10742 7.3:0.
146:2  4.410.4 1052  7.840.
1433 4,3:0.3 10542 7.330.
( mEq/ 1 ) (g/d1)

4**




Table 12 NK-621  FwhBatERte  Fd Mg
) Contol | B " | 1257% | 512™% | B ™% [ 145% [+
T M I M| P M|l PR M 10 M 1d M F
mﬁa—_mfm/l | 1 1 1111216
L ik A N I ‘ - 1
Roga 1 | IR ERE 4
T KA m 1 11 2
T Ta 1 | 1
W R A 2 1 | 2 o |-
Wip o o) 1 112 1 o
B OEX i o) 5149
2% Ak 31115 7116
AT ifidh 1 2 1 2 6
iF A 4 { RN | 5 11
i 4en 4 4721815 [11[16]18]16]84
it ALK | 3 8|8 1514191881
Mt |zol18 (zolzo | zo |18 19 (12 (zo 119 114 |19 |z50




No.

g i

Recovery (=)

=y e
{
. I
F1g.8 Faecal occult blood
(w=/0)
\ : Treatment
o Days . 10.0
51 65 90 2f5
;ount 8.0
. 8-‘ r—"" ‘
7.0
: 6.5 |
6.0
6__ ——
(]
- E——q 5
- )
z 4-
3.0
2.5
2- ].5 ].5 2—‘
1.0 T.0
010 0]0 010 01010|0~|0101
mg/kg cont.512.531.378 195 9.0
f ikt
count
8- 1.5
6.0
: 6 e 5.5
- 4 5.0 o -
E 4.5 4.5 4.5
) [_— ] |
. q '
2_
Z_J 1.5
1.0 1.0
Y 0.50.5 0.5 0.5
0.,0,0 0 I ] © o0 0,0/ Jo] I
mg/kg c?nti512.531.378 105 \
of Rats 10

"Weeks

5
OLOlL
0,0,0,
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Table 16

Subacute toxicity in rats following per os administration of NK~621

FA
4

Histopathological grade of fatty change in the liver

~ dose male fimale
mg/kg/day subacute recovery subacute! recovery
0 1.20 1.00 0.60 1l.40
5 0.60 1,00 0.75 1.20
12.5 0.60 0.60 1.80 2,00
31.3 1.50 0.80 4.00. 1,50
78 2.00 2.80 3.60 | 2.40
195 5.20 3.25 5.60 3.60
488 1.60 - 1.80 -

grade of fatty change,

0: normal, 1l: negligible, 2: slight,

4:-moderate, 6: severe

[ g ase oS PO
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Tble 17

LY

Subacute toxicity in rats following per os administration of NK-621

Histopathological grade of vacuolation in the zona fasciculata of adrenal cortex

dose male female
mg/kg/day subacute recovery subacute recovery

0 | 939 0.0 0.0 0?0

5 0.6 0.0 0.0 0;0

12.5 0.2 0.4 0.0 0.0

31.3 0.2 0.6 0.0 0.0

78 1.8 1.0 0.0 0.0
195 3.0 3.6 ;.0 6.6
488 1,6 - 1.8 -

vacuolation grade,

, 0: normal, l: negligible, 2: slight, 4: moderate
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