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Fig. 1. Body weight changes of male beagle dogs treated orally with SY5555
for 26 weeks and followed by 5-week recovery period
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Fig.2. Food consumption of male beagle dogs treated orally with SY5555 for
26 weeks and followed by 5-week recovery period
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Fig. 3. Water consumption of male beagle dogs treated orally with SY5555 for
26 weeks and followed by 5-week recovery period
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Fig. 4. Body weight changes of female beagle dogs treated orally with SY5555
for 26 weeks and followed by 5-week recovery period
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Fig. 5. Food consumption of female beagle dogs treated orally with SY5555 for
26 weeks and followed by 5-week recovery period
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Fig. 6. Water consumption of female beagle dogs treated orally with SY5555 for
26 weeks and followed by 5-week recovery period
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Table 3. Hematological findings of male beagle dogs treated orally with SY5555 for 26 weeks and followed by

5-week recovery period

> 108/ (%) . )
Group | No. of RBC (10%/uD) Ht. (% Hb. (g/dl
(mg/kg) |animals| b o 13w 26W  5W(Rec)| Before 13W  26W  5W(Rec)| Before 13W  26W  5W(Rec)
@ 2 @
Control 5 |5.802° 6.668 6.910 6.625 | 40.94 4592 47.94 46.30 | 13.02 16.08 16.40 16.15
0.287  0.300 0.511 0.247 | 2.09 222 424 0.85| 0.68 0.97 1.3  0.21
SY5555 , |6027 6310 655 42.03 43.60  45.67 13.47 15.13  15.87
100 10320 0.404 0.373 286 1.95  0.71 .11 050  0.06
SY5555 , 6297 6310 6.000 43.63 43.87 41.73 13.70 15.23  14.63
450 0.072  0.177  0.622 0.68 2.06 5.5 0.17 0.8 1.8
— 2 @ 2
s oot 5 |6.490° 5.966* 6.004 6.970 | 43.68 40.78° 41.78 48.05 | 13.78 13.98* 14.32 16.95
: 0.278 0.495 0472 0212 | 2.35 3.70 3.46 1.77 | 0.54 1.38  1.29  0.64
Table 3. (Continued)
W N %)
Grow | No. of MCV (D) MCH (pg) MCHC (%
‘mg/kg) |animalsi b o 13w 2%6W  5W(Rec)| Before 13W  26W  5W(Rec)| Before 13W  26W 5WI(Rec)
) @ 2
Control 5 | 69.52 68.88 60.34 69.85 | 22.06 24.08 23.68 24.35 | 31.76 34.96 34.18  34.85
1.8 2.15 1.85 1.34| 058 094 061 0.64 | 0.15 050 0.26  0.21
SY5555 , | 6977 69.20  69.80 2233 24.00 24.20 31,97  34.67 34.70
100 3.56 3.65  3.25 1.58  1.44  1.47 0.68 0.47 0.61
SY5555 , | 6937 69.47  69.33 21.70 2413 24.27 31.37  34.70 35.03*
450 1.75  1.45  2.04 0.26 091 0.5 0.55 0.96 0.32
5555 7 ®) @
) 000 5 | 67.24 68.32 68.52 68.95 | 21.20 23.3¢ 23.44 24.25 | 31.52 34.22 34.22 35.25
' 138 08 061 049 | 056 05 050 0.21 | 0.79 037 0.51 _ 0.07
Table 3. (Continued)
‘( 3 3
Grow | No. of WBC (10%/1) Plat (10%/x1) Ret (%o)
‘mg/kg) janimals| p 13w 96W  5W(Rec)| Before 13W  26W 5W(Rec)| Before 13W  26W 5W(Rec)
2 @ @
Control | 5 | 11.00 10.54 11.38 12.00 | 352.0 308.0 293.2 363.0 | 4.6 4.2 44 5.0
.73 1.99 1.69 057 | 432 367 5.4 28| 15 1.6 11 00
SY5555 |, | 12.57 1060 12.03 308.0 278.7 311.3 50 23 4.0
100 268 2.8 2.78 55.7  22.8  64.9 1.7 15 1.0
SY5555 , | 1163 10.27 9.0 270.3  289.0  280.3 53 3.7 3.0
450 297 1.8  2.11 28.9 321 35.8 06 21 1.0
) @ 2
?23‘35 5 | 1222 1006 1040 13.35 | 277.4 2844 274.4 2955 | 4.8 36 3.2 6.0
: 2.06 1.55 1.40 3.04| 8.4 5.2 5.0 1082 2.6 24 19 0.0

a . Values are means and SD thereunder.
b : Values in parentheses are no. of animals examined.
* . Differs from control, p<0.05.
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Table 3. (Continued)
. Hemogram of WBC
PT tsec) TT (sec)
Group No. of T tsec APTT (sec Neutro.
(mg/kg) {animals . D . I Stab. (%)
Before  13W 26W  5W Rec' | Before 13W 26W  5WiRec! Before  13W 2%6W 5W Rec.
(2" (2) (21
Control 5 6.16" 6.50 6.50 6.25 9.90 10.18 10.66 10.40 2.6 2.6 2.6 2.5
0.38 0.25 0.19 0.21 0.16 0.32 0.36 0.57 1.5 1.3 1.1 0.7
SY5555 3 6.83 7.57 7.43 10.10 10.10 10.33 1.7 3.0 3.0
100 : 0.70 1.26 1.27 0.20 0.46 0.25 1.2 1 2.0
SY5555 3 6.17 6.53 6.33 9.73 9.90 10.20 3.3 2.3 2.0
450 0.21 0.23 0.06 0.35 0.53 0.26 0.6 1.2 1.0
.. (2) (2) (21
5;(5)225 3 6.46 7.08 6.88 6.75 9.94 10.22 10.56 10.35 2.4 1.6 2.2 1.0
’ 0.64 0.76 0.70 0.78 0.22 0.36 0.37 0.64 1.1 0.9 0.8 0.0
Table 3. (Continued)
Hemogram of WBC
Group No. of Neutro.
. . (%) 5. (9
(mg/kg) |animals Seg. (%) Eos. (% Bas. (%)
Before 13W 26W  5WiRec! | Before 13W 26W  5Wi(Rec) | Before 13W 26W  5WiRec
(2) (2) (2)
Control 5 53.6 52.8 59.0 59.0 1.6 1.8 2.2 1.5 0.0 0.0 0.0 0.0
4.6 3.6 5.2 0.0 0.9 0.8 1.5 0.7 0.0 0.0 0.0 0.0
SY5555 3 55.0 59.0 59.3 2.0 2.3 3.7 0.0 0.0 0.0
100 7.5 6.2 3.1 3.5 0.6 0.6 0.0 0.0 0.0
SY5555 3 56.3 61.7 62.7 2.3 2.7 2.3 0.0 0.0 0.0
450 5.0 12.1 6.1 1.5 1.2 0.6 0.0 0.0 0.0
(2) (2) (2)
SZY(S)(S)?)S 5 53.4 54.8 63.2 64.5 3.4 2.6 2.6 2.5 0.0 0.0 0.0 0.0
’ 3.6 2.7 3.1 6.4 1.7 1.1 0.5 0.7 0.0 0.0 0.0 0.0
Table 3. (Continued)
Hemogram of WBC
Group | No. of o o o
. Mono. (%) Lymp. (%) Others (%)
img/kg) |animals
Before 13W 26W  5W Rec' | Before 13W 26W  5Wi(Rec' | Before 13W 26W  5W Rec
(2) (2) (2)
Control 5 0.0 0.0 0.0 0.0 42.2 42.8 36.2 37.0 0.0 0.0 0.0 0.0
0.0 0.0 0.0 0.0 5.1 3.6 5.4 1.4 0.0 0.0 0.0 0.0
SY5555 3 0.0 0.0 0.0 41.3 35.7 34.0 0.0 0.0 0.0
100 0.0 0.0 0.0 10.6 5.9 3.6 0.0 0.0 0.0
SY5555 3 0.0 0.0 0.0 38.0 33.3 33.0 0.0 0.0 0.0
450 0.0 0.0 0.0 5.2 12.1 7.0 0.0 0.0 0.0
(2) (2) (2)
52‘{2(5)(5)5 5 0.0 0.0 0.0 0.0 40.8 41.0 32.0 32.0 0.0 0.0 0.0 0.0
' 0.0 0.0 0.0 0.0 4.4 2.7 3.2 5.7 0.0 0.0 0.0 0.0

a . Values are means and SD thereunder.
b Values in parentheses are no. of animals examined.
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Table 4. Hematological findings of female beagle dogs treated orally with SY5555 for 26 weeks and followed
by 5-week recovery period

(10° (%) Hb.
Group | No. of RBC (10°/ul) Ht. (% b. (g/dD

‘mg/kg) |animals| p o 13w 26W  5WiRec | Before 13W  26W  5W(Rec) | Before 13W  26W  5W(Rec)

(2)° (2) (2)
Control 5 6.702* 6.796  7.076 7.755 45.82 46.42  47.56 53.80 | 15.00 15.70 16.98 18.80

0.602 0.579  0.450 0.375 3.76  3.56 2.09 0.14 1.76  1.04 0.88 0.14
SY5555 3 6.303 6.423  6.533 42.87 43.60 44.03 13.47 15.00 15.57
100 ) 0.384 0.627  0.546 2.61 4.06 3.50 1.11  1.23 1.06
SY5555 R 6.157 5.693* 5.627** 42.47 39.30* 38.47** 13.70 13.40* 13.67**
450 ° 0.496 0.097  0.425 4.30 1.92 1.64 1.04 0.87 0.32
cen (2) (2) (2)
SY5555 _ .
2 000 5 6.424 5.542** 5.824** 6.360 44.30 38.96** 40.74** 45.30 | 14.00 13.00** 14.26** 15.60

0.534 385 0.265  0.198 4.20  2.28 1.60 1.98 1.13  0.93 0.60 0.85

=1

Table 4. (Continued)

R . MCV (fl) MCH (pg) MCHC (%)
Group No. of

'mg/kg’ |animals

Before 13W 26W  5W(Rec) | Before 13W 26W  5Wi(Rec) | Before 13W 26W  5W(Rec)

(2) (2) (2)

Control 5 68.48 68.38 67.30 69.45 | 22.28 22.56 23.96 24.20 | 32.64 33.82 35.66 34.85
3.49 2.73 1.87 3.46 0.81 1.34 0.60 0.99 1.81 0.65 0.61 0.35
SY5555 3 68.00  67.87  67.40 21.30  23.33 23.83 31.33  34.40 35.30
100 ' 0.10 0.38 0.53 0.53 0.49 0.61 0.84 0.52 0.66
SY5555 3 68.90  69.03  68.47 22.20 23.50 24.30 32.27  34.07 35.50
450 ' 1.48 2.22 2.31 0.50 1.13 1.35 1.08 0.47 0.80
e (2) (2) (2)
SY5555
2 000 5 68.88 70.28 70.00 71.25 | 21.74 23.46 24.46 24.50 | 31.60 33.32 34.94 34.35

1.19 1.72 1.28 0.92 0.38 0.82 0.30 0.57 1.02 1.15 0.40 0.35

Table 4. (Continued)

A 3 ) ( 3
Group | No. of WBC 10/l Plat (10*/uD) Ret (%o)
) i S
‘mg/kg) janimals) oo 13w 26W 5WRec | Before 13W  26W  5W(Rec) | Before 13W  26W  5WiRec)
2 2 2
Control 5 13.58 12.20 11.00 14.90 344 .2 259.2 245.6 251.0 4.6 3.2 2.6 5.0
211 2.3 2.8 2.83| 50.5 33.0 57.3 42.4| 2.6 0.8 1.3 1.4
SY5555 , | 1347 1113 13 332.0 257.7 298.3 53 4.0 4.3
100 ‘ 0.91 222 0.90 4.2 315  46.1 06 1.0 1.5
SY5555 . 133 120 970 323.7 311.7 333.7 40 3.3 3.3
450 ° 3.09 429 1.5 55.4 225  28.4 00 15 0.6
2 B 2
SY5555
20:)33' 5 | 13.50 928 9.18 11.05 | 286.0 273.8 325.6 346.5 | 3.0 3.2 36 5.0
: 577 142 217 6.29 | 46.8 570 458 41.7| 1.0 1.3 15 1.4

a . Values are means and SD thereunder.
b . Values in parentheses are no. of animals examined.
= . Differs from control, p<0.05. ** : Differs from control, p<0.01.




144 CHEMOTHERAPY APR. 1994

Table 4. (Continued)

Hemogram of WBC
) PTT (sec)
Group | No. of PT (sec A (sec Neutro.
(mg/kg) |animals| . Stab. (%)
) [
Before 13W 26W  5W(Rec) | Before 13W 26W  5WiRec! Before  13W W 3W Rec
(2)* (2) (2)
Control 5 7.28° 7.40 7.64 6.50 10.20 10.34 10.86 11.05 3.6 3.0 2.0 1.0
2.14 2.14 2.23  0.14 0.19 0.40 0.51 0.07 0.9 1.2 0.7 0.0
SY5555 3 7.70 7.83 7.60 9.93 10.47 10.43 3.0 2.7 2.0
100 2.00 1.91 1.91 0.32 0.51 0.31 1.7 1.2 1.7
SY5555 3 6.37 6.40 6.47 10.47 10.33  11.03 2.7 2.3 2.7
450 0.06 0.17 0.12 0.12 0.50 0.15 1.2 0.6 1.5
(2) (2) (2)
52\((5)2(5)5 5 8.44 7.94 8.36 6.45 10.12 9.90 11.02 11.30 3.2 1.6 2.2 1.0
i 2.64 1.87 2.29  0.35 0.41 0.28 0.61 0.28 1.5 0.5 1.1 0.0
Table 4. (Continued)
Hemogram of WBC
Group | No. of Neutro. o
. (%) . (%)
(mg/kg) |animals Seg. (%) Eos. 1% Bas. (%
Before 13W 26W  5WiRec' | Before 13W 26W  5WiRec! | Before 13W 26W  5W'Rec
(2) (2) (2)
Control 5 57.8 59.2 57.8 60.0 3.4 2.0 2.4 2.0 0.0 0.0 0.0 0.0
6.5 3.3 5.3 8.5 1.5 2.0 1.1 1.4 0.0 0.0 0.0 0.0
SY5555 3 51.7 54.3 53.3 2.3 3.3 3.0 0.0 0.0 0.0
100 11.0 3.8 8.1 2.5 0.6 1.0 0.0 0.0 0.0
SY5555 3 57.0 55.0 60.7 2.0 4.7 5.7 0.0 0.0 0.0
450 5.3 7.9 4.6 2.0 3.1 4.7 0.0 0.0 0.0
(2) (2) (2)
SZYE(S)ZS 5 51.4 56.4 57.6 53.5 1.8 1.8 2.6 2.0 0.0 0.0 0.0 0.0
) 7.8 8.4 7.7 16.3 1.3 0.8 1.5 0.0 0.0 0.0 0.0 0.0

Table 4. (Continued)

Hemogram of WBC

Group No. of

. Mono. (%) Lymp. (%) Others (%)
(mg/kg) |animals
Before 13W 26W  5W(Rec) | Before 13W 26W  5W(Rec) | Before 13W 26W  5W Rec
(2) (2) 2
Control 5 0.0 0.0 0.0 0.0 35.2 35.8 37.8 37.0 0.0 0.0 0.0 0.0
0.0 0.0 0.0 0.0 6.1 2.8 4.7 7.1 0.0 0.0 0.0 0.0

SY5555 3 0.0 0.0 0.0 43.0 39.7 41.7 0.0 0.0 0.0
100 0.0 0.0 0.0 8.9 4.6 6.4 0.0 0.0 0.0
SY5555 3 0.0 0.0 0.0 38.3 38.0 31.0 0.0 0.0 0.0
450 0.0 0.0 0.0 5.0 7.0 3.6 0.0 0.0 0.0
- (2) (2) 12)
sz(S)ng 5 0.0 0.0 0.0 0.0 43.6 40.2 37.6 43.5 0.0 0.0 0.0 0.0
) 0.0 0.0 0.0 0.0 7.4 9.3 8.8 16.3 0.0 0.0 0.0 0.0

a . Values are means and SD thereunder.
b : Values in parentheses are no. of animals examined.
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Table 5. Myelograms of male beagle dogs treated orally with SY5555 for 26 weeks
——End of administration——
. Nucleated Erythrocytic series (%)
Group No. of - - :
, . cell Basophilic Polychromatic Orthochromatic o Total
mg/kg |animals Proerythroblast Mitosis
105/ mg erythroblast erythroblast erythroblast erythrocytes
R 1.420" 0.03 2.67 49.17 3.20 0.00 55.07
Control 3
0.221 0.06 0.98 2.93 1.83 0.00 2.20
SY 5355 s 1.307 0.03 2.13 49.13 3.33 0.00 54.63
2,000 ' 0.168 0.06 1.02 4.23 0.76 0.00 2.45
Table 5. (Continued)
Myelocytic series (%)
Group No. of yeoon ‘l =
} ) Stabform Segmented . . .
‘'mg/kg) |animals| Myeloblast Promyelocyte Myelocyte Metamyelocyte . R Mitosis Eosinophil
neutrophil neutrophil
. 0.23 1.93 8.27 4.37 8.47 14.77 0.03 0.63
Control 3
0.23 0.50 0.57 1.15 2.31 1.45 0.06 0.32
SY5555 i 0.30 1.80 8.03 4.50 9.20 15.17 0.07 0.70
2,000 ' 0.26 0.60 0.32 0.36 1.48 0.25 0.06 0.44
Table 5. (Continued)
A " . Myelocytic series % Others %
Group No. of — .
. . Total M/E Plasma
mg/kg: |animals| Basophil Lymphocytes  Monocytes Megakaryocytes Others
granulocytes cells
. 0.00 38.70 0.70 5.73 0.00 0.10 0.23 0.17
Control 3 .
0.00 2.46 0.10 (.31 0.00 0.00 0.12 0.06
SY5555 R 0.00 39.77 0.73 4.90 0.00 0.10 0.43 0.17
2.000 N 0.00 2.30 0.06 (.61 0.00 0.00 0.40 0.12
a . Values are means and SD thereunder.
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Table 6. Myelograms of female beagle dogs treated orally with SY5555 for 26 weeks
——End of administration——
Nucleated Erythrocytic series (%)
Group | No. of o - -
i cell Basophilic Polychromatic Orthochromatic o Total
(mg/kg) |animals Proerythroblast Mitosis
10°/mg erythroblast erythroblast erythroblast erythrocytes
1.510¢ 0.00 2.53 46.67 2.50 0.00 51.70
Control 3
0.287 0.00 0.40 0.90 0.26 0.00 0.75
SY5555 3 1.503 0.07 2.80 47.80) 2.30 0.00 52.97
2,000 0.341 0.06 1.54 1.81 0.35 0.00 1.53
Table 6. (Continued)
Myelocytic series (%)
Group No. of -
. Stabform Segmented o . .
(mg/kg) |animals| Myeloblast Promyelocyte Myelocyte Metamyelocyte . . Mitosis Eosinophil
neutrophil neutrophil
0.10 1.27 8.83 6.90 9.70 15.20 0.00 0.47
Control 3
0.10 0.80 0.85 1.61 0.46 0.87 0.00 0.06
SY5555 3 0.10 1.53 8.23 6.20 9.80 14.77 0.07 0.77
2,000 0.10 0.60 0.91 1.06 0.35 0.68 0.06 0.35
Table 6. (Continued)
Myelocytic series (%) Others (%)
Group No. of
X . Total M/E Plasma
(mg/kg) |animals| Basophil Lymphocytes  Monocytes Megakaryocytes Others
granulocytes cells
0.00 42.47 0.83 5.37 0.00 0.10 0.17 0.20
Control 3
0.00 1.17 0.06 0.74 0.00 0.00 0.12 0.10
SY5555 5 0.00 41.47 0.77 5.23 0.00 0.07 0.03 0.23
2,000 0.00 2.48 0.12 1.33 0.00 0.06 0.06 0.06

a . Values are means and SD thereunder.

Table 7. Blood chemical findings of male beagle dogs treated orally with SY5555 for 26 weeks and followed by
5-week recovery period

) ( 3
Group | No. of TP (g/dl Alb (g/dl) A/C
K imal
(mg/kg) |animals| poc o 15w 26W  5W(Rec)| Before 13W  26W  5W(Rec)| Before 13W  26W  5W/(Rec
2 2) 2
Control | 5 | 5.164 562 556 58 | 2.62 2.76 2.76  2.65 | 1.034 0.974 0.988  0.840
0.23 0.29 0.17 0.14 0.19 0.17 0.15 0.07 0.109 (.144 0.121 0.085
SYS555 |, | 5.3 543 5.70 253 267  2.60 0.973  0.960 0.843
100 0.15 0.15 0.26 0.21 0.12 0.20 0.107 (.040 0.142
SYS555 |, | 5.60° 593 5.7 267  2.87  2.67 0.907  0.937  0.857
450 0.00 023  0.25 0.06 025 0.23 0.040 0.110  0.081
@ 2 2
Y5:
Sz 2325 5 | 546 564 574 6.05 | 2.66 2.80 2.78  2.85 | 0.946 0.98¢ 0.93¢  0.890
’ 0.09 0.28 0.43 0.49 0.09 0.19 0.19 0.07 0.068 0.095 0.026 0.099

a . Values are means and SD thereunder.
b Values in parentheses are no. of animals examined.
* . Differs from control, p<0.05.
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Table 7. (Continued)
Protein fractions (%) |
(;m/up Nf)' of Alb Globulin '
mg/kg) |animals a, a; |
Before  13W 26W  5W(Rec)| Before 13W 26W 5W (Rec)| Before 13W 26W  5W (Rec) i
(2)" (2) (2) !
Control 5 59.60*  60.58  64.00 57.40 1.56 0.64 0.66 1.25 4.46 3.72 3.62 4.15
2.42 4.08 3.07 3.82 0.63 0.59 0.30 0.07 0.35 0.77 0.61 0.07 :
SY5555 3 59.57 61.63  59.73 0.87 0.23 0.73 4.20 3.30 4.47
100 ’ 2.39 2.75 4.71 0.40 0.15 0.31 0.20 0.72 1.16
SY5555 3 55.10 60.57  59.03 1.87 0.27 0.47 4.53 3.17 4.47 }
450 ' 2.19 3.80 4.19 0.25 0.15 0.12 0.76 0.55 0.76 :
_— @) @ @ 1
9 330 5 55.48 61.04 63.00 56.55 1.84 0.94 0.80 2.10 5.10 4.28 4.42 4.30
’ 2.77 2.88 2.06 2.90 0.71 0.50 0.39 1.56 0.51 0.79 1.05 0.28
Table 7. (Continued)
Protein fractions (%)
Group No. of Globulin
‘'mg/kg) |animals ay i) y
Before  13W 26W 5W (Rec)| Before 13W 26W  5W (Rec)| Before 13W 26W  5W (Rec)
(2) (2) (2)
Control 5 9.14 8.00 6.68 7.35 17.24 17.42 16.26 17.50 8.00 9.64 8.78 12.35
0.29 1.17 (.54 0.78 0.73 0.85 1.61 1.13 1.43 2.32 0.95 2.05
SY5555 3 8.97 7.27 6.63 17.33 18.20 18.37 9.07 9.37 10.07
100 ' 0.06 1.17 0.80 0.61 1.47 1.34 2.41 2.89 4.28
SY5555 3 9.60 6.67 6.97 19.57 19.47 19.77 9.33 9.87 9.30
450 ' 1.22 (.84 1.10 2.40 3.04 3.52 0.86 2.67 2.44
cvecoe (2) (2) (2)
SY5555 _ .
2 000 5] 9.68 7.78 6.80 8.20 18.88 18.28 17.08 17.90 9.02 7.68 7.90 10.95
! 1.32 0.57 1.44 1.41 1.28 2.78 1.36 0.71 1.30 1.95 1.29 5.44
Table 7. (Continued)
R . GOT (1U/h GPT (IU/D ALP (IU/D
Group No. of
/ ani ale
me/kg) janimals) o 13W 26W  5WiRec)| Before 13W  26W  5W(Rec)| Before 13W  26W  5W(Rec)
(2) (2) (2)
Control 5 24.0 31.0 29.6 26.5 21.4 30.0 33.8 35.5 286.8 194.0 142.2 190.0
2.0 3.7 3.5 4.9 3.1 3.0 7.0 4.9 119.9 86.3 88.8 113.1
SY5555 \ 30.7%  42.3**  38.0* 19.7 29.0 32.7 304.7 179.0 133.0
100 7 4.9 5.5 2.6 2.1 2.6 7.1 63.6 20.3 24.3
SY5555 . 28.7 31.7 31.3 26.3 41.0 40.0 307.0 218.3 180.3
45() ? 4.2 2.1 3.2 8.1 18.5 19.0 27.5 15.9 30.6
SY5555 (2) (2) (2)
'2 ;)00 5 22.2 30.0 33.6 25.0 22.4 24.8 31.6 50.5 252.8 210.4 209.0 83.5
’ 2.4 3.7 4.6 0.0 5.9 6.6 17.1 31.8 72.7 49.9 84.8 17.7

a : Values are means and SD thereunder.

b : Values in parentheses are no. of animals examined.
= Differs from control, p<0.05. **  Differs from control, p<0.01.
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Table 7. (Continued)

. . LDH (IU/D y-GTP (IU/1) CPK (IU/1)
Group No. of

(mg/kg) |animals

Before 13W 26W  5W(Rec)| Before 13W 26W 5WiRec/| Before 13W 26W 5W'Rec)

20 ) 2
Control 5 | lol00 157.4 119.2 745 | 270  3.36  3.36  4.65 | 193.8 1652 113.0  85.0
%05  77.6  46.0 205 | 0.86 1.64 1.32 163 | 35.0 568 322 24.0
SY5555 , 1207 2060 1403 3.23 263 3.00 2383 230.7 148.0
100 ' 81  56.4 375 0.75  0.67  1.01 645 11.4  20.0
SY5555 , (197 T 1T 223 293 2.73 2497 238.3  157.7
450 ' 231 283 181 0.38 092 0.74 503 106.5  49.7
- 2) 2) 2,
52\ (5)225 5 |1042 1688 103.2 73.0 | 2.3¢ 2.62 256  3.10 | 198.4 1728 1082 775
: 543 683 45.6 255 | 098 0.3¢ 0.25 1.13 | 512 181 153 3.5
Table 7. (Continued)
T-Bil (mg/dl) Glu (mg/dl) T-Cho (mg/dl)
Group No. of
(mg/kg) |animals| b« Jaw  26W  5W(Rec)| Before 13W  26W 5W(Rec)| Before 13W  26W 5W/Rec
P 2 2)
Control 5 010 0.10 0.10 0.10 | 104.2 90.6  99.4 104.0 | 168.6 155.2 150.6 168.5
0.00  0.00 0.00 0.00 54  12.3 55 57| 205 253 28.6 6.4
SY5555 , 0.10  0.10  0.10 102.3  94.3  102.3 149.0 144.7 148.3
100 0.00  0.00  0.00 25 6.7 2.5 478 342 40.6
SY5555 , 0.10  0.10 0.10 97.3  102.0 101.0 174.3  191.7  204.3
450 0.00 0.00  0.00 3.5 1.0 4.6 40.8 56.6  63.7
2) 2) )
SZY‘ZZEF’ 5 0.10  0.10 0.10  0.10 | 105.4  95.8 100.8 103.0 | 181.4 166.4 166.4  140.0
' 0.00  0.00 0.00 0.00 48 8.0 7.6 8.5 | 40.2 28.0 32.8 226

Table 7. (Continued)

Group | No. of TG (mg/dl) PL (mg/dl) BUN (mg/dl)

(mg/kg) |animals

Before 13W 26W 5W(Rec) | Before 13W 26W 5W(Rec)| Before 13W 26W  5W/(Rec)

(2) (2) (2)
Control 5 41.4 30.8  25.6 39.0 | 348.6 330.4 315.2 363.0 | 14.04 16.92 15.14 18.05
9.7 9.8 6.0 1.4 36.7 33.7 32.4 25.5 2.23 1.56 0.78 2.33
SY5555 3 30.0 33.7 37.7 301.0 298.7 322.3 10.47  14.03 15.13
100 7.8 5.0 10.0 76.3 45.4 75.2 2.45 1.59 4.34
SY5555 3 56.3  48.7 43.0 357.0  393.7 395.3 14.23  16.17 14.73
450 10.7 9.3 5.3 53.6 92.6 98.2 1.48 2.48 2.06
(2) (2) (2)
SY5555
p (5)80 5 47.8  52.0* 55.2**  40.0 366.4 367.6 353.4 322.5 | 12.28 12.94 13.42 13.65

4.5 11.8 12.3 18.4 53.6 43.1 49.1 47.4 2.05 3.79 2.12 2.33
a ' Values are means and SD thereunder.

b : Values in parentheses are no. of animals examined.

* : Differs from control, p<0.05. #** : Differs from control, p<0.01.
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Table 7. (Continued)
. Crea (mg/dD UA (mg/dl) Na (mEq/D
Group No. of
‘mg/kg |animals o oW 96W  5WiRec)| Before 13W  26W  5W(Rec)| Before 13W  26W  5W(Rec)
2 ) (2)
Control s | o6 078 08 075 | 016 0.32  0.28  0.25 |147.30 150.30 148.40 147.75
0.07  0.04 004  0.07 | 0.05 0.04 0.04 0.07 0.97 1.30  0.96 1.06
SY5555 , | 057 063 070 0.20  0.33  0.33 147.33 147.83** 148.17
100 0.06  0.06  0.00 0.00  0.06  0.06 0.58 0.76 1.61
$Y5355 .| 05T 070 067 023 0.33  0.27 147.83 148.17" 146.83
450 1006 0.0 0.06 0.06  0.06  0.06 0.76  1.04 1.53
SY3555 (2) (2) (2)
] ;33“ 5 1 058 060" 0.58** 0.75 | 0.16  0.32  0.38  0.25 | 147.40 147.90** 147.70 148.50
: 0.08  0.07  0.04  0.07 | 0.05 004 0.08  0.07 1.64 0.22 0.84  0.71
Table 7. (Continued)
(mEq/1 I (mEq/1 |
Group | No. of K (mEq/l) Cl (mEq/1) Ca (mg/dl)
{ ) H "
mg/kg) |animals| b oo 13w 2%6W  5W(Rec)| Before 13W  26W  5W(Rec)| Before 13W  26W 5W(Rec)
2) B) 2
Control 5 | 4912 4516 4.38¢ 4.80 | 109.2 112.2 112.2 113.0 | 11.02 10.82 10.42 10.15
0.241  0.358 0.196  0.085 1.5 2.0 1.3 42| 013 023 013 0.3
SY5555 y | 4967 4603 4.780° 109.7 112.7  114.7 11.03  10.43  10.43
100 ‘ 0.055 0.065 0.243 1.2 2.1 2.5 0.12  0.25 0.25
SY5555 , | 5058 4580 4257 108.3 112.7 112.3 11.27  10.93  10.40
450 0.166  0.215 0.102 1.2 1.2 0.6 0.23 031  0.53
R ) 2) ’ ( 2) )
) 000 5 | 4.906 4.596 4.358 4.675 | 108.4 110.2 111.2 111.5 | 11.40 10.96 10.72 10.95
: 0.159  0.207 0.161  0.106 | 2.2 1.3 1.6 211 0.50 0.25 039 0.21
Table 7. (Continued)
> ( )
Group No. of P (mg/dl Fe lug/dl
mg/kgr janimals| oo 13w 26W 5W(Reo)| Before  13W  26W  5W(Rec)
) )
Control 5 6.70  5.04  4.06 4.75 199.322 175.524 266.320
0.50  0.42  0.22  0.64 36.322 45.755 101.173
$Y5555 , 6.60  4.90  4.57 223.827 168.157
100 ' 0.10 053 0.65 62.757 31.933
SY5555 ; 6.63  5.23  3.87 280.247 210.157
450 ‘ 0.49  0.42  0.15 41.428  44.147
(2) (2)
5;3:)())5 5 6.56  5.40  4.08  3.65 214.430 187.228 141.080
' 044 148 0.80  0.64 43.895 36.848 14.892
a . Values are means and SD thereunder.

b . Values in parentheses are no. of animals examined.
* © Differs from control. p<0.05. ** : Differs from control, p<0.01.
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Table 8. Blood chemical findings of female beagle dogs treated orally with SY5555 for 26 weeks and followed
by 5-week recovery period

( ) 3
Group No. of TP (g/dl) Alb (g/dl A/(C
(mg/kg) janimals| p o 13w 26W  5W(Reo)| Before 13W  26W  SW(Rec | Before 13W  26W  5W'Rec.
(2)° (2) (2)
Control 5 5.40# 5.40 5.44 5.60 2.68 2.74 2.76 2.85 0.982 1.030 1.032 1.050
0.29 0.10 0.11 0.14 0.23 0.15 0.17 0.21 0.085 0.120 0.117 0.212
SY5555 3 5.47 5.20* 5.50 2.60 2.73 2.77 0.907 1.113 1.010
100 0.40 0.00 0.10 0.10 0.15 0.12 0.061 0.133 0.056
SY5555 3 5.30 5.10* 5.20 2.50 2.53 2.50 0.893  0.987  0.930
450 0.20 0.00 0.17 0.00 0.15 0.10 0.065 0.122  0.135
(2) (2) (2)
SZYZZES 5 5.54 5.20* 5.32 5.50 2.66 2.66 2.70 2.70 0.930 1.044 1.032  0.965
’ 0.25 0.10 0.19 0.28 0.17 0.11 0.19 0.00 0.133  0.072  0.115  0.092
Table 8. (Continued)
Protein fractions (%)
Group Nf)' of Alb Globulin
(mg/kg) |animals a, a,
Before 13W 26W 5W (Rec)| Before 13W 26W 5W (Rec)| Before 13W 26W  5W(Rec)
(2) (2) (2)
Control 5 57.20 61.38 61.58  60.05 2.44 0.52 0.48 0.75 4.94 4.56 4.42 3.90
0.64 2.13 2.83 1.34 1.26 0.22 0.23 0.92 0.54 0.25 0.33 0.00
SY5555 3 55.97 61.43  58.97 2.17 0.53 0.70 5.53 4.30 4.93
100 1.12 2.92 1.70 0.47 0.21 0.30 0.29 0.30 (.42
SY5555 3 55.23*  60.07 59.07 1.53 0.50 0.43 5.10 4.60 4.73
450 1.16 2.90 2.29 0.21 0.36 0.06 0.17 0.56 0.35
(2) (2) (2)
SZY(E;(S)ZS 5 55.32 60.86 60.80 61.65 2.14 0.68 0.42 0.20 4.74 4.88 4.66 3.25
' 3.15 3.02 4.28 1.20 0.55 0.36 0.08 0.14 0.65 0.97 0.69 0.07
Table 8. (Continued)
Protein fractions (%)
Group | No. of Globulin
(mg/kg) |animals a; Ji) Y
Before  13W 26W 5W (Rec)| Before 13W 26W  5W(Rec)| Before 13W 26W  5WRec/
(2 (2 2
Control 5 8.32 6.46 6.26 6.85 17.96 16.64 16.50) 16.80 9.14 10.44 10.76 11.65
1.43 1.19 1.22 1.06 0.55 1.83 1.79 0.57 1.38 1.68 1.49 3.89
SY5555 3 9.47 6.30 7.23 18.93 17.30 18.30 7.93 10.13 9.87
100 0.12 0.17 0.75 0.76 1.44 1.51 0.50 1.98 1.56
SY5555 3 8.70 6.33 5.80 19.80 18.03 17.80 9.63 10.47 12.17
450 0.36 1.06 0.61 0.78 1.39 1.15 0.45 1.27 0.81
SY55 (2) (21 2
) (5)355 5 | 93¢ 578  6.28 7.05 | 19.20 17.06 17.98 17.10 | 9.26 10.74 9.8  10.75
-000 1.52 0.73 1.54 0.21 1.76 0.73 2.34 0.99 0.96 1.25 0.89 1.77

a . Values are means and SD thereunder.
b : Values in parentheses are no. of animals examined.
= | Differs from control, p<0.05.
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Table 8. (Continued)

T
. GOT (1U/1) GPT (IU/D) ALP (IU/)
Group No. of
mg/kg) janimals| b 19w 26W  5W(Rec)| Before 13W  26W 5W(Rec)| Before 13W  26W 5W(Rec)
2r (2) (2)
Control s | 974+ 260 2.6 260 | 2.6 258 290 255 | 264.8 163.6 108.6 100.5 ii
6.1 2.3 4.0 4.2 2.2 1.9 4.7 2.1 66.4 34.5 30.6 31.8
SY5555 , | 300 290 280 20.3*  33.0 33.7 309.7 248.0 190.7
100 2.0 78 3.6 7.1 36 6.1 45.7 385 39.8
SY5555 , |00 33 T 233 26.3  28.3 286.0 241.3 180.3
450 ‘ 2.0 0.6 4.9 3.1 2.1 85 62.6 100.3  96.9
, 2 @ @
5;‘3235 5 | 242 956 274 230 | 232 302 304 275 | 280.0 1954 164.0 126.0
' 4.1 46 40 2.8 | 1.6 112 111 2.1 | 772 375 653  62.2

Table 8. (Continued)

. LDH (1U/1) y-GTP (1U/1) CPK (IU/1)
Group No. of

(mg/kg) |animals

Before 13W 26W 5W(Rec)| Before 13W 26W 5W(Rec)| Before 13W 26W  5W(Rec)

(2) 2 (2)
Control 5 98.2 124.6 148.6  99.0 2.80 2.66 3.06 2.20 208.0 142.2 118.6  80.5 |
26.3 58.6 86.9 14.1 0.44 0.80 0.98 0.71 65.9 21.7 33.6 6.4 |
SY5555 3 147.7 85.0 123.0 2.53 2.57 2.77 219.7 178.3 149.0 |
100 68.0 18.4 66.1 1.17 0.68 0.47 17.4 70.5 22.9
SY5555 3 82.7 78.0 89.3 3.17 2.70 2.93 181.0 142.0 120.7
450 28.4 19.5 33.5 0.25 0.26 0.21 45.4  38.0 10.6
(2) (2 (2)
52\7(5)(5)25 5 92.6  62.8* 115.4 62.0 2.90 2.66 3.20 3.15 171.6  99.4** 108.4 75.0

35.1 10.5 71.9  21.2 0.45 0.71 0.73 0.49 43.1 8.7 20.5 7.1

Table 8. (Continued) i |
|

. i T-Bil (mg/dl) Glu (mg/dl) T-Cho (mg/dl)
Group No. of &
I / 3\ - M . . ‘;
mg/kg) lanimals| ,, o aw 96w 5W(Rec)| Before 13W  26W 5W(Rec)| Before 13W  26W 5W(Rec) i
2 @ @
Control 5 010 0.0 0.10  0.10 | 103.4 996  98.6 97.0 | 158.0 141.0 155.4 146.5
0.00  0.00  0.00  0.00 42 48 95 42| 106 17.4 201 219
$Y5555 ; 010 0.10  0.10 109.3 1007  100.7 186.0  166.0  230.0
100 ‘ 0.00  0.00  0.00 71 55 4.6 214 36.3  83.0
i
SY5555 ; 010 0.10  0.10 103.0  97.3  96.3 157.0  150.3 136.3
450 ' 0.00  0.00  0.00 35 3.8 3.8 8.7 19.1  36.6
A ] 2 @ )
) o0 5 010 0.0 0.0 0.0 | 110.8 110.2 102.8 103.0 | 162.0 146.4 1442 133.5
: 000 0.00  0.00 0.0 62 120 54 99| 203 243 232 35

a . Values are means and SD thereunder.
b : Values in parentheses are no. of animals examined.
*  Differs from control, p<0.05. ** : Differs from control, p<0.01
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Table 8. (Continued)

. TG (mg/dl) PL (mg/dl) BUN (mg/dl)
Group No. of

(mg/kg) animals(

Before 13W 26W  5W(Rec)| Before 13W 26W  5W(Rec)| Before 13W 26W  5W(Rec
(2)° (2) 2
Control 5 53.8° 33.4 34.2 29.5 345.0 310.6 334.8 326.0 16.16 16.64 16.42 15.45
12.4 7.4 15.7 12.0 32.9 39.2 43.1 59.4 4.92 2.39 1.57 1.63
SY5555 3 34.0 35.7 37.0 382.7 348.0 442 .0 12.50 13.00 15.33
100 6.1 4.5 9.5 35.8 52.4 108.3 1.91 0.70 1.31
SY5555 5 40.3 43.3 39.0 328.7  325.0  298.7 14.17  15.90  15.60
450 ' 9.7 6.7 5.6 14.7 21.5 50.5 0.78 1.04 0.35
o 2 (2) 2
SY5555 - . .
2 000 5 43.4 58.0 47.4 32.5 340.8 336.2 323.2 301.5 | 16.06 19.30 16.46 16.50
’ 15.2 22.7 16.3 10.6 37.2 50.9 43.4 2.1 2.21 2.97 3.63 2.55

Table 8. (Continued)

b (mg/ / z <q/1)
Group | No. of Crea (mg/dl) UA (mg/dD Na (mEq/l
(mg/kg) imals
EIREL [ANMAS) pofore 13W 26W  5Wi(Rec)| Before 13W  26W  5Wi(Rec)| Before 13W  26W  5W Rec
(2) (2) 2
Control 5 0.60  0.70 0.80  0.75 | 0.28  0.24  0.26  0.25 | 148.00 148.10 147.60 148.75
0.07  0.07  0.12  0.07 | 0.04  0.05 0.05  0.07 106 0.74 1.3¢  0.35
SY5555 ; 0.50  0.63 0.67 0.27  0.23  0.23 147.17  147.00 145.33
100 ‘ 0.10  0.06 0.06 0.06  0.06  0.06 161 0.87 1.4
$Y5555 ; 0.60  0.63  0.70 030 0.30  0.27 14733 147.17 148.17
450 ' 0.10  0.06 0.10 0.00  0.00  0.06 0.58 1.44  1.53
N (2) (2) 2
SY5555
) 800 5 0.60  0.60 0.60* 0.75 | 0.24  0.28  0.30  0.30 | 147.40 147.60 146.90 147.75
: 0.07  0.07 0.10  0.07 | 0.05 0.04 0.07 0.00 | 0.96 1.08 1.29 1.0

Table 8. (Continued)

. . K (mEq/l) Cl (mEq/1) Ca (mg/dl
Group No. of
(mg/kg) |ani
me/kg) janimals| b 13w 26W  5WiReo)| Before 13W  26W  5W(Rec | Before 13W  26W  5W'Rec
2 2 2
Control 5 | 4640 4.478 4466 4585 | 112.2  111.8  113.6 112.5 | 11.26  10.78 10.72  10.60
0.322  0.213  0.203 0.219 | 2.8 1.1 0.9 071 017 031  0.49  0.42
SY5555 , | 4773 4313 4.460 112.0  111.3  113.3 .10 1050 10.63
100 ‘ 0.391  0.274  0.101 1.0 1.5 1.2 0.10  0.17  0.21
SY5555 , | 4617 423 4230 1.7 1120 114.7 10.93* 1020 10.33
450 ‘ 0.321  0.165 0.035 0.6 1.0 2.3 0.21  0.30  0.21
(2) (2) (2
SY55°
;3235 5 | 4716 4.496 4.404 4.665 | 111.4 111.2  112.8 113.0 | 11.32  10.66 10.56  10.55
: 0.084 0.178  0.111  0.092 1.1 1.3 13 00| 015 033 020 0.2

a . Values are means and SD thereunder.
b . Values in parentheses are no. of animals examined.
* . Differs from control, p<0.05.
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Table 8. (Continued)

o ( /
Group | No. of P (mg/dD Fe lug/dl
mg/kgjanimals) poee 13W 26W 5WiRec)| Before  13W  26W  5W(Rec)
PIE @)
Control 5 | 6.76' 452 414 4.20 157.620 199.722 148.870
093 0.62 053  0.85 50.594 56.651 99.122
SY5555 , |69 413 433 167.387 231.110
100 ' 0.55  0.23  0.59 77.708  74.915
SY5555 L | 650 450 440 203.623 168.947
450 N 0.46 0.35  0.72 19.447 27.846
o (2) 2
D000
) (’J(’); 5 | 6.56  4.52  4.28  4.45 198.204 205.646 127.130
: 0.33  0.28  0.38  0.49 23.915 50.616 20.902

a . Values are means and SD thereunder.
b . Values in parentheses are no. of animals examined
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3. B8 E (Fig. 2, 5)

SY5555 #&5- & B L 72 & bidsEeod s e - 72,

4. k& (Fig. 3, 6)

5 AR, 2,000mg/kg BEOHEMEC SOKE O S E
HRED b LTz, Z DML, BRI % & SY5555 #& 5
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5. IRf#E (Table 1, 2)

SY5555 #45 & BEE L 2 bI3F2H b e h o 72,

6. ME¥a9%Z (Table 3, 4)

B 8138 L U26:812450mg/kg UL EDBEOMES &

182,000mg/ kg Btz FRimEk#k, ~~+ 2o ME
BIUMBRENEMEI RS SNz, ZFofbic, KK
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7. BEHigkE (Table 5, 6)

SY5555 5 & BE L 72 ZAbIZEEH S e h - 72,

8. MmEft¥ays# (Table 7, 8)

5 8138 L 26812 SY5655 K EE DML L U
2,000mg/kg BEOMEIZ 7V T F => DIREDFED H 1L
72o Z DM, REEEE 5.8 % &> SY5555 #& 5 & Bo:E
12 ZAbIZERD SN h - 12,

9. BERYERZE

#E5 8 L OCRIERARIC SY5555 KEECBEIZREO S
Nnihr-72,

10. LEXBRE

SY5555 #¢5- & B L 72 E(bIZE8ed b 1Lk D2 - 72,

11. M+

SY5555 %5 L BEE L 2B (i3 b e b - 72,

12. BF - BHsemz

SY5555 &5 & BEE L 72 Z{bIZZEDH s N - 72,

13. Z#BEE® (Table 9, 10)

®%5-%826:A T3, 2,000mg/kg BEOMEIC B AN E
B EELERD b7z, £, SY5555 %5 BEDHEIC
AR E B O EE, 2,000mg/kg BEOHEICRILIRE
BEOKfE, HILOBENER, WEBLVUCTFEEERD
EAE I I FFBAE E RO EEL RS b L7y, fEfK
MOBIZCTNLERT— >0 EHENICEEINT
BY, INLEBENEESRBENOZEIL L KL 72,
REH% T3 SY5555 & 5 & B | 2 & bizd2dH bt
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Table 9. Absolute and relative organ weights of male beagle dogs treated orally with SY5555 for 26 weeks and

followed by 5-week recovery period

1) End of administration

. Body Brain Pituitary Submandibular .
Group No. of . - Thyroid
(mg/kg) |animals weight Cerebrum Cerebellum gland ‘ gland v
kg g % g % mg 10*% g % mg 10*%
Control 3 11.50% 67.480  0.587 8.550 0.073 65.7 0.570 11.620 0.103 942.0 8.273
1.30 6.533 0.032 0.429 0.006 10.2 0.030 1.302 0.012 245.7 2.298
SY5555 3 11.60 61.940  0.537 8.157 0.073 58.0 0.500 12.487  0.107 871.7 7.510
100 0.87 3.880 0.074 | 0.215  0.006 10.6 0.085 2.209  0.012 127.4  0.854
SY5555 5 10.73 65.553  0.627 | 8.390  0.080 58.0 0.557 | 12.580  0.117 | 904.3  8.337
450 1.68 6.391 0.150 0.711 0.017 8.9 0.170 0.044 0.021 275.0 1.446
SY5555 5 11.50 65.297 0.570 | 7.993  0.067 69.3 0.607 | 11.357  0.100 | 939.0  8.190
2,000 1.06 4.499  0.017 1.229  0.006 4.7 0.085 2.891  0.020 | 210.7 1.760
2) End of recovery
Groixp No. of B(?dy Brain Pituitary Submandibular Thyroid
(mg/kg) |animals weight Cerebrum Cerebellum gland gland
kg g % g % mg 102*% g % mg 107*%
Control 5 10.80 67.845 0.630 | 8.835  0.085 68.0 0.625 | 10.910 0.105 | 809.0 7.480
1.13 1.195 0.057 0.064 0.007 17.0 0.092 0.170  0.007 107.5 0.212
SY5555 ) 11.70 55.705 0.475 | 7.765  0.065 62.5 0.535 | 12.875 0.110 | 707.5  6.055
2,000 0.14 3.571  0.035 | 0.728  0.007 3.5 0.035 2.058 0.014 106.8  0.983
a . Values are means and SD thereunder.
Table 9. (Continued)
1) (Continued)
Group | No. of Thymus Heart Lung Liver Spleen Kidney
(mg/kg) |animals . % . % . % . % . % . %
Control 3 4203 0.037 | 89.977 0.780 | 88.100 0.767 [313.370 2.717 | 32.843 0.290 | 55.350 0.483
1.841 0.012 | 13.357 0.030 7.523  0.035 | 48.758 0.129 4.711  0.078 | 5.867 0.006
SY5555 3 6.227 0.053 | 85.783 0.737 | 84.797 0.733 |297.830 2.570 | 26.847 0.233 | 61.127 0.527
100 2.774 0.021 | 10.629 0.057 1.314 0.067 | 15.731 0.085 1.405 0.032 2.126  0.021
SY5555 5 2793 0.027 | 83.910 0.790 | 85.700 0.793 |311.030 2.933 | 36.817 0.360 | 57.900  0.547
450 0.362 0.006 | 7.909 0.070 | 21.774 0.115 | 20.002 0.370 | 11.559 0.173 4.776  0.108
SY5555 5 3.250 0.027 | 87.040 0.760 | 85.990 0.747 |360.893 3.153 | 32.417 0.277 | 68.373 0.603
2,000 1.589 0.012 3.370  0.072 6.852 0.023 21.351 0.291 | 10.301 0.072 8.909 0.136
2) (Continued)
Group No. of Thymus Heart Lung Liver Spleen Kidney
(mg/kg) |animals " % . 5 . % " % . % . %
. 10.730  0.100 | 88.795 0.820 | 85.870 0.805 |308.505 2.890 23.600  0.220 | 51.925 0.490
Control | 2| o ece 0071 | 11.137 0.014 | 10.493 0.177 | 35.490 0.636 | 0.566 0.028 | 6.640 0.113
SY5555 3310 0.030 | 86.330 0.740 | 85.225 0.730 |329.780 2.825 43.050  0.370 | 52.880  0.450
2,000 2 1.457 0.014 5.261 0.057 1.096 0.014 33,262 0.318 | 23.094 0.198 7.212  0.071

a  Values are means and SD thereunder.
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Table 9. (Continued) P
1) (Continued) |

Cecum with

Group No. of Adrenal Testis Epididymis Prostate Cecum i
(mg/kg) |animals contents I
mg 1073% g % g % g % g % g % |
Control 5 1,141.0° 9.930 | 14.523 0.123 2.933  0.027 | 9.447 0.083 | 10.800 0.093 | 9.250  0.080
197.1  1.334 | 2.526 0.015 0.159  0.006 | 1.215 0.012 2.192 0.012 | 1.196 0.000 |
SY5555 3 1,072.7  9.247 | 19.377 0.167**| 3.397 0.027 | 7.490 0.063 | 12.627 0.113 | 8.297 0.073
100 344.7 2.780 | 3.232 0.015 0.648 0.006 | 4.388 0.032 | 5.685 0.059 | 1.990 0.025 i
SY5555 3 1,096.7 10.123 | 14.587 0.137 3.167 0.030 | 7.043 0.070 | 9.570 0.093 | 8.640  0.083 ! ‘
450 305.0 1.869 | 2.699 0.012 0.102  0.000 | 2.844 0.036 | 0.709 0.025 | 0.497 0.015 |
SY5555 5 1,104.3  9.637 | 15.120 0.130 2.783 0.027 | 4.087 0.037 | 9.717 0.087 | 9.220  0.080
2,000 86.6 0.824 | 1.953 0.010 0.713  0.006 | 0.811 0.012 1.526 0.015 | 1.402 0.020

2) (Continued)

. L . Cecum with
Group | No. of Adrenal Testis Epididymis Prostate Cecum
(mg/kg) |animals contents
mg 10°% g % g % g % g % g % ‘
Control 5 1,161.0 10.815 | 13.495 0.125 | 3.080 0.030 | 6.200 0.055 | 12.115 0.115 | 10.140 0.095 ¢
ontro j
9.9 1.223( 0.092 0.007 | 0.014 0.000 | 4.653 0.035 3.429 0.021 2.277  0.007 ‘
SY5555 9 1,241.5 10.615 | 18.335 0.155 | 3.000 0.025 | 7.895 0.070 | 15.245 0.130 6.710 0.060
2,000 67.2 0.700 | 3.118 0.021 0.339 0.007 | 1.379 0.014 1.761 0.014 9.489 0.085

a . Values are means and SD thereunder.
** . Differs from control, p<0.01.

Table 10. Absolute and relative organ weights of female beagle dogs treated orally with SY5555 for 26 weeks
and followed by 5-week recovery period

1) End of administration

Body Brain Pituitary Submandibular X
Group No. of i Thyroid
(mg/kg) |animals weight Cerebrum Cerebellum gland gland
kg g % g % mg 102*% g % mg 102*%
Control 5 9.90° 57.397 0.593 | 7.283 0.073 64.3 0.657 | 10.893 0.107 | 850.7  8.573
1.99 5.316 0.115 | 0.909 0.006 9.0 0.074 1.551 0.006 | 208.6 1.086
SY5555 3 8.93 63.843  0.713 | 8.023 0.093* | 60.7 0.683 9.473 0.110 | 826.7  9.263 !
100 0.25 1.264  0.021 0.480  0.006 7.1 0.096 1.412  0.017 150.2 1.722 j
SY5555 3 8.67 60.263 0.703 | 7.757  0.093* 57.0 0.673 8.923 0.107 | 775.3  9.003
450 1.29 6.902 0.115 | 0.533  0.006 8.5 0.200 1.054 0.015 70.9  0.650 |
SY5555 3 9.27 59.647  0.647 | 8.477  0.090* 67.0 0.730 9.397 0.103 | 782.7  8.460 i
2,000 1.00 4.647 0.023 | 0.327  0.010 2.6 0.089 0.967 0.023 | 215.9  2.278 z
2 ) End of recovery
Group No. of B(.)dy i Brain Pituitary Submandibular Thyroid
(mg/kg) |animals weight Cerebrum Cerebellum gland gland
kg g % g % mg 10—*% g % mg 10-*%
Control ) 9.45 60.340 0.640 | 8.065  0.085 62.5 0.660 | 8.965 0.095 | 782.0  8.265
0.07 1.230  0.014 | 0.021 0.007 2.1 0.014 | 2.496  0.021 234.8  2.425
SY5555 5 8.45 58.715  0.700 7.285 0.085 59.5 0.700 9.810 0.115 762.5 9.025
2,000 0.21 6.951 0.099 0.346 (.007 4.9 0.042 0.962 0.007 38.9 0.233

a . Values are means and SD thereunder.
* © Differs from control, p<0.05.
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Table 10. (Continued)
1) (Continued)
Group No. of Thymus Heart Lung Liver Spleen Kidney
(mg/kg) |animals . % . % . % . % . % . %
Control 3 3.263*  0.033 | 81.280 0.820 81.887 0.837 [298.480 3.010 26.197 0.263 | 48.293 0.487
1.680 0.012 | 18.185 0.035 14.080  0.107 64.099 0.211 8.616 0.035 9.280 0.031
SY5555 3 5.407 0.060 | 74.237 0.833 80.607 0.903 [303.153 3.387 21.083 0.237 | 45.927 0.513
100 1.466 0.020 2.809 0.057 11.927  0.125 40.639 0.358 1.964 0.012 4.140  0.040
SY5555 5 2.773 0.030 | 67.713 0.777 | 76.883  0.897 |263.760 3.040 | 24.593 0.287 | 46.103 0.537
450 1.619 0.017 | 12.802 0.038 7.847 0.115 41.826 0.035 2.381  0.055 3.141 0.046
SY5555 5 2.597  0.027 | 66.170 0.713* | 81.633  0.890 |345.490 3.713* | 33.560 ().363 | 55.013 0.593*
2,000 1.490  0.015 | 6.161 0.015 | 20.806 0.255 | 60.423 (.323 7.853  0.085 4.935 0.015
2) (Continued)
Group No. of Thymus Heart Lung Liver Spleen Kidney
(mg/kg) |animals . % . % . 5 . % . % p, %
Control ) 3.900 0.040 | 78.780 0.835 | 78.240 0.830 |282.905 2.990 | 30.650 0.325 | 42.550 0.450
2.701 0.028 5.402  0.049 7.142  0.071 19.453 0.184 | 11.950 0.120 6.491 0.071
SY5555 5 3.835 0.045 | 58.555 0.695 | 67.825 0.805 [233.115 2.755 | 25.860 0.305 | 36.805 0.435
2,000 2.355 0.021 2.722  0.049 5.862  0.092 8.761 0.035 3.946  0.035 2.920  0.049
a . Values are means and SD thereunder.
* . Differs from control, p<0.05.
Table 10. (Continued)
1) (Continued)
Group No. of Adrenal Ovary Uterus Cecum with Cecum
(mg/kg) |animals contents
mg 102% mg 10*% g % g % g %
Control 3 1,5625.7* 15.373 |1,726.3 16.383 | 11.510 0.113 | 11.757 0.120 9.287 0.093
466.6  3.725(1,260.2 9.212 | 7.805 0.076 2.593  0.026 | 2.488  0.025
SY5555 5 1,066.3 11.900 |1,224.0 13.713 | 11.333 0.127 | 9.603 0.107 | 7.907 0.087
100 212.1  2.027 | 321.5 3.685| 7.417 0.083 1.351 0.015 | 0.471  0.006
SY5555 5 1,093.7 12.660 [1,319.3 14.850 | 6.983 0.077 | 8.687 0.103 | 8.217  0.097
450 132.2  0.468 696.2 6.220 | 7.203 0.072 2,131 0.021 | 2.463  0.021
SY5555 3 1,254.3 13.570 |1,114.0 12.003 | 5.743 0.057 | 11.937 0.127 | 8.420  0.090
2,000 157.5 1.382 417.7  4.390 | 3.947 0.042 4.390 0.045 | 1.565 0.010
2) (Continued)
. Cecum with R
Group No. of Adrenal Ovary Uterus Cecum
(mg/kg) |animals S contents
g % mg 10*% g % g % g %
Control 5 1,128.0 11.935 [1,257.5 13.285| 7.025 0.075 | 14.540 0.155 | 9.200  0.100
138.6 1.379 542.4 5.636 | 6.583  0.064 7.099 0.078 | 0.170  0.000
SY5555 ) 1,122.5 13.275 | 951.5 11.265| 3.305 0.040 | 9.575 0.110 | 8.340  0.100
2,000 75.7 0.559 2.1 0.304 | 0.290 0.000 0.813 0.014 0.269 0.000

a . Values are means and SD thereunder.
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Table 11. Autopsy findings of male beagle dogs treated orally with SY5555 for 26 weeks and followed by

5-week recovery period

End of administration End of recovery

Item . SY5555(mg/kg) . SY5555
Control 100 450 2.000 Control 2.000mg kg
No. of animals examined 3 3 3 3 2 2
Organ . Findings
Cerebellum : Cyst formation in dorsolateral surface 0 0 1 0 0 0

There were no abnormal findings in the other organs or tissues.

a . Values are no. of animals with findings.

Table 12. Autopsy findings of female beagle dogs treated orally with SY5555 for 26 weeks and followed by

5-week recovery period

End of administration End of recovery

Item C 1 SY5555 (mg/kg) Control SY5555
ontrol 7150 450 2,000 ™" 2,000mg/kg
No. of animals examined 3 3 3 3 2 2
Organ . Findings
Skin of orbital, auricle, cervical, submandibular, thoracic and
. R . . 0° 0 0 1 0 0
antebrachium regions . Thin hair
Skin of auricle, cervical, submandibular, thoracic and
. . . . 0 0 0 1 0 0
antebrachium regions . Eruption
Cecum : Round elevated area on mucosa 0 0 0 0 0
Kidney : Cyst formation in cortex 0 0 0 0 0 1

There were no abnormal findings in the other organs or tissues.

a ! Values are no. of animals with findings.

o7z,

14, ##k (Table 11, 12)
#55526,8122,000mg/ kg FHEOME 1 FlLIZH A, T
i, MRS OBEL L UREHED bz, £oftic,
K 558 % 3 SY5555 #5- & B L 722 ki3 32
L7z,

15, JRIEEMMAHRAE (Table 13, 14)
BEEMAICEHEL L SREH AL 1722,000mg/
kg BEOME 1 Bl B I BEE D L P EEARE N ILE,
HEERBICBIT2MERBN ) v 8kE L OGN
2EETHBEEOMIBEN, HEEICBI 2BENRM
{t, BEOMINMRE, EROBENHINED LN,
372, BEARMFICBEES L URESHIEEL 722,000
mg/kg OB 1 FIOEBICWTNLBENEKDIE
g, EEEBICBIT2nERMNY > ks L UORE
MW % 3§ MR, BRSBTS BRI
Lz, & 51z, #5-452658122,000mg/kg O 1 51
OB RS EENIC BT 2 REE LR ORERE
PEHRBHLNT, ZFOM, BRIV, BEBLIUFE
2 EUHEREIC SY5555 &5 L BE L - iS5
Nigh -1,

16. B (BBHRES) OEFHBERIIRE

WTFNoORERIZ LRITEB L U F oo MR/
BEICRBEERO L 572,

m. # %

— Ik BETIE, 450mg/kg LI EOBEO MR TR B
L OBRfEAY, 2,000mg/ kg BEOHEC 5% MR A5 HH
FIZEDH LN, SY5555 DREIRSGICL 2B EE L
L7z, 2,000mg/ kg BEDMEREIC A & HLIZ K E DB
IE TR, MR & 0 AU 2z KRR ) RE D
L E 2 Liliz, 2,000mg/kg BENMERES 2 Bl i
RAFRD L NTHY, EICRGEEDY L—BMIZED S
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ThbrEZ LN, UEniERIE, WinbEkisk
iz L aknBELzRO L NT, ZOHERFINER
I nwEEz2 sNl, 72, HE5%1HI22,000mg/kg
BEOMES 1 PIICENE L U THEBRECHEL L UR
EHRD LI, 5 HARK T RHCHIR L 22 0Bz i3
HEMRFIICREOIE, EEICBT 2 nERBN
MR, EEOBMEILE»rBDOLNT, ZDIH b,
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Table 13. Histopathological findings of male beagle dogs treated orally with SY5555 for 26 weeks and followed

by 5-week recovery period

End of administration End of recovery

Item SY5555 (mg/kg) SY5555
Control 100 450 2.000 Control 2.00mg/kg
No. of animals examined 3 3 3 3 2 2
Organ : Findings
(Grade)®
Kidney : Lipid droplets of proximal tubular epithelium in straight (+) 2° 0 0 2 0 0
portions
Calcium deposition in renal papilla (+) 2 2 1 1 0 1
Cerebellum : Subdural cyst (+) 0 0 1 0 0 0
Pituitary gland : Ciliated epithelial cyst (+) 1 0 0 0 0 0
Parathyroid : Ciliated epithelial cyst (+) 0 0 0 1 0 0
Thymus : Atrophy (+) 2 1 1 1 0 1
() 0 0 2 0 0 0
Submandibular gland : Focal atrophy of glandular cells (+) 1 0 0 0 0 0
Parotid gland : Focal atrophy of glandular cells (+) 2 0 3 0 2 0
Tongue : Focal perivascular infiltration of cells, mainly lymphocytes (+) 0 1 1 0 0 0
Epididymis : Spermatic granuloma (+) 0 0 0 0 1 0
Prostate : Focal atrophy of glandular epithelium (+) 1 0 0 0 0 0
Focal interstitial infiltration of cells, mainly lymphocytes (+) 0 1 1 0 0 0
Skin with thin hair and eruption recovered :

Thickening of epidermis (+) —c - - - 1(1)¢

Perivascular infiltration of cells, mainly lymphocytes and plasma (+) - - - - — 1(1)
cells in superficial zone of dermis

Fibrosis in dermis (+) - — — — — 1(1)

There were no abnormal findings in the liver, gallbladder, spleen, heart, lung, cerebrum, brain stem, adrenal, thyroid,
pancreas, mesenteric lymph node, submandibular lymph node, sublingual gland, skin (nortal region), mammary gland, eyeball,
nictitating gland, spinal cord, femur, sternum, skeletal muscle, aorta, sciatic nerve, larynx, trachea, bronchus, esophagus,
stomach, duodenum, jejunum, ileum, cecum, colon, rectum, urinary bladder or testis.

a . + . Slight, # . Moderate

b : Values are no. of animals with findings.

c . — . Blank value

d ! Values in parentheses are no. of animals examined.

A% 7 FE K 13450mg/kg BEOME 1 Flic L BoH s e
A%, 2,000mg/kg Bt & 132 DRBEHPRL Y, F 72,
—BENENTH B Z L h b, SY5555 %5 & D
FBL T3 e - 72,

IR A T3, 450mg/kg LI EDBEEOMES L 0
2,000mg/kg HENBEIZ RMERE, ~~< b+ 7 ) MEB
L UM ERBENOMEY RS 57z, T3 FE
L= nkEdAvz 4BABRERORESHR
BRUR A LR W RIUEWE T & 5 Meropenem )
A X285 37 AMBRNEZESERRYTLER
HHLENTEY, SYSH5HG5Ic L 2HBEEZ LTz,
Lo L%ad s, oBLEHBICEEIRZSSNT, K
HHBFORBEICB VT EE, B FRZL SR
FIIRBO LN L 122 h s, ZTORBIIRELE
Z bz,

HEERTIE, 2,000mg/kgln - BENER

NEE»REDH LN, THOEIIERT — ¥
EE->THEY, KESNERICHBE L L T
RO LN h 722 &5 4 SY5555 #5612 & 5%
HrEzonrz, La»L, BERE, BHRIEREL
UBROBEHBENRECBWTLREIZDH LN
T ol 2 b, BREOMBENERRINTEMEC
BELETIE LW EEZ b5, FEELE{bizMer-
openem # & 5 L 2 FAICL D LN THB DY,
SYS555 ICRFA L EAL Tl v &2 L5,

% B, BRORIBESEAIRE T, 2,000mg/ kg BN
i 1 BRI FR A EENC BT 5 RS LE OIS iE
D% (R SN, BB EEERIC MR/
ZbH R L N TBLEED I L Bt SN w2
e, RMBEEIS EENICB T 2R#EIIE— 7Lk
WCAEFRECRED S, FRICHEZ S 2 L0005 A B
TLOTHD EHKIL 72,
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Table 14. Histopathological findings of female beagle dogs treated orally with SY5555 for 26 weeks and

followed by 5-week recovery period

End of administration End of recovery

Item . SY5555 (mg/kg) . SY5555
Control 100 150 2,000 Control 2. 00mg/ke
No. of animals examined 3 3 3 3 2 2
Organ : Findings
(Grade)?®
Kidney : Lipid droplets of proximal tubular epithelium in straight (+) 30 3 3 2 2 2
portions (41 0 0 0 1 0 0
Calcium deposition in renal papilla (+) 1 1 1 1 0 0
Simple cyst (+) 0 0 0 0 0 1
Pituitary gland : Ciliated epithelial cyst (+) 0 1 1 0 0 0
Parathyroid : Ciliated epithelial cyst +) 1 1 1 0 0 0
Thymus : Atrophy (+) 1 0 0 1 1 1
Parotid gland : Focal atrophy of glandular cells (+) 1 2 2 0 0 1
Tongue : Focal perivascular infiltration of cells, mainly lymphocytes  (+) 1 1 0 0 0 0
Stomach : Atrophy of gastric glandular cells of fundus (+) 1 0 1 0 0 0
Infiltration of cells, mainly lymphocytes in lamina propria mucosae of fundus ~ (+) 1 0 1 0 0 0
Cecum : Hyperplasia of lymph follicles (+) 0 1 0 0 0 0
Nictitating gland : Atrophy of glandular cells (+) 0 1 0 0 0 0
Skin with thin hair and eruption :
Thickening of epidermis (+~+4) 0(De —d - 1(1) — -
Perivascular infiltration of cells, mainly lymphocytes and (+) 0(1) - - 1(1) - -
plasma cells in superficial zone of dermis
Fibrosis in dermis (+) 0(1) - - 1(1) - -
Microabscess (+) 0(1) - - 1(1) - -
Decrease in hair follicles (+) 0(1) — - 1D - —

There were no abnormal findings in the liver, gallbladder, spleen, heart, lung, cerebrum, cerebellum, brain stem, adrenal,
thyroid, pancreas, mesenteric lymph node, submandibular lymph node, submandibular gland, sublingual gland, skin (notal

region), mammary gland, eyeball, spinal cord, femur, sternum, skeletal muscle, aorta, sciatic nerve, larynx, trachea, bronchus,
esophagus, duodenum, jejunum, ileum, colon, rectum, urinary bladder, ovary, uterus or vagina.

a . + . Slight, # . Moderate

b : Values are no. of animals with findings.

¢ : Values in parentheses are no. of animals examined.
d . — . Blank value

372, MEALEHORAE T, SY5555 FEEOHEL L U
2,000mg/kg BEDMEIZ 7L T F = > DEfEHRED H 1L
A 1l EAEDBINERT—INOEERL TH
0, BHfemrES L OCmPRESEE L S OBEIHEIC
BALHERDH NG NI Eh b L ZOERFNERII Y
WL 72,

bk SY5555 #5120 AL 22 %fbiE, IR
5BRINKEIC L N ER L2 EA L RIETRL LD
tEZ L,

kLY, ARBEHETICET B SY5555 D ERM:
B3 - $100mg/kg/day TH b EHE2 LN b,

X 73
1) kBB  SUN5SSS5 Db — 7 K& v 7z 480
FAE#RE NS5 SRR, o b)) —HRREHHANE

- w
—_ —

-

"
Spicer E J F: SUN5555 & — 7 )V K& W7z 3»
ARREZEO/SHEERRE L1 » AREER
B, ¥ b ) —HRNESHHAER

B SHAL A E ST R AT N Bk
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Chemotherapy 40 (S-1) : 207~220, 1992
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=, 1987
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Twenty-six-week oral repeated dosing toxicity study of

SY5555 in beagle dogs followed by 5-week recovery study

Satoru Kamada, Hitoshi Shigeno, Yukihiro Nasu, Junichi Nagaya,
Hiroyuki Kobayashi and Kotaro Shimpo
Safety Research Institute for Chemical Compounds, Co., Ltd.
2-20, Kita 30-jo, Nishi 11-chome, Kita-ku, Sapporo 001, Japan
Masaharu Okamoto, Taehito Ochiai and Tadahiko Otaka
Suntory Bio - Pharma Tech Center

SY5555 was administered orally to beagle dogs for 26 weeks at doses of 100, 450 and 2,000 mg/kg/day to
examine repeated-dosing toxicity, followed by 5 weeks’ recovery, and the following results were obtained.

1) General signs included an increase in the frequency of diarrhea and soft feces in both sexes of the 450
and 2,000 mg/kg groups, increase in the frequency of vomiting in males of the 2,000 mg/kg group, and thin
hair and eruption on auricle, submandibular and other regions in one male and one female of the 2,000 mg/
kg group.

2) Higher water consumption was noted in both sexes of the 2,000 mg/kg group.

3) Hematological examination revealed decreases in red blood cell count, hematocrit and hemoglobin
concentration in females of groups given 450 mg/kg and upwards and in males of the 2,000 mg/kg group.

4) Organ weight study revealed an increase in relative weight of the kidney in females of the 2,000 mg/
kg group.

5) Autopsy revealed thin hair and eruption on auricle, submandibular and other regions, and histopath-
ological findings such as slight or moderate thickening of the epidermis, slight perivascular infiltration of
cells in the superficial zone of the dermis and slight fibrosis in the dermis were detected in those skins.

6) The changes mentioned above disappeared by the end of the 5-week recovery period.

On the basis of the results mentioned above, the non-toxic dose level of SY5555 was estimated at 100 mg/
kg/day for both sexes.



