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Table 1 Subacute intra-muscular toxicity of KW-1070
in dogs. Administration doses of agents and
number of dead animals

No. of animals No. of deaths
Drug & dose ’ (Days of death)
Male |Female | Male |Female
Control 2 2 1] 0
KW-1070
12.5mg/kg 2 2 0 0
KW-1070
25mg/kg 2 2 0 0
KW-1070
100mg/kg 2 2 0 0
KW-1070
200mg/kg é 2 0 0
KW-1070
400mg/kg 2 2 0 0
KM
100mg/kg 2 2 0 0
KM 2 2 2/2 2/2
400mg/kg (16,25)|(12,23)
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Fig.1 Subacute intra-muscular toxicity of
KW-1070 in male dogs. Body weight
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Fig.2 Subacute intra-muscular toxicity of
KW-1070 in female dogs. Body weight
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Table 3 Subacute intra - muscular toxicity of KW-1070 in dogs - Organ weight (g)
. Control | KW-1070 | KW-1070 | KW-1070 | KW-1070 | KW-1070 | KM KM
em omrol 115 5mg/kg| 25mg/kg | 100mg/kg | 200mg/kg | 400mg/kg | 100mg/kg | 400mg/kg

No. of animals examined 4 4 4 4 4 4 4 4

. . Mean| 19 21 21 27 30°° 320 22 3
Kidney (right) | '¢ " 4 +3 +3 £1 +3 +4 £1 £6

, Mean| 19 21 22 28 31 32** 2 3%
Kidney (left) | 'gpy" 4y +3 +2 +3 +2 +3 +2 £5

Mean + Standard deviation, ¢: P<0.05, +: P<0.01

Table 4 Subacute intra- muscular toxicity of KW-1070 in dogs - Relative organ weight (mg/100g body weight)

Ttem Control | KW-1070 | KW-1070 | KW-1070 | KW-1070 | KW-1070 | KM KM
12.5mg/kg| 25mg/kg | 100mg/kg | 200mg/kg | 400mg/kg | 100mg/kg | 400mg/kg
No. of animals examined 4 4 4 4 4 4 4 4
Kidney (right) |Mean| 221 235 249°° 312** 332° 366°° 252 U6
yirgt l sp | z12 £15 +2 £29 £57 +29 +33 +21
. Mean| 212 240° 256°° 321°* 336°* 367°* 253 39°°
Kidney (left) | 'opy’| 46 +14 +9 +25 +47 +17 +32 +17

Mean + Standard deviation, * : .P<0.05, *+: P<0.01
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an@obh, ZOMRKSER (Table 3), HBE
L (Table 4) T\ TLESTbhi, %7, #&5
WA A OHMmA KW-1070, KM # 53t R
?gb 5hf\.'.o
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Table 6 Chronic intra-muscular toxicity of KW-1070 in
dogs. Administration doses of agents and
number of dead animals

No. of animals | No- of deaths

Drug & dose (Days of death)

Male |Female | Male | Female
Control 3 3 0 0
s RN
il |y s e |
emr | 3| 3| 0| 0
ﬂﬁﬂﬁ 3 3 0 0
S&gﬂ 3 3 |1a2)| o

Fig.3 Chronic intra-muscular toxicity of KW-
1070 in male dogs. Body weight
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Table 8 Chronic intra-muscular toxicity of KW-1070 in female dogs. Hematological, blood chemical and urine test
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Fig. 1 Chronic intra musculur toxicity of KW-
1070 in (emalc dogs. Body weight
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Table 9 Chronic intra - muscular toxicity of KW-1070 in dogs . Organ weight ‘g
Item Control KW-1070 KW-1070 KW-1070 | KW-1070 KW-1070
3mg/kg 6émg/kg 12.5mg 'kg 50mg. kg 100mg/kg
Sex R O T T T T O T T S S
No. of animals examined 3 3 3 3 3 3 3 3 3 3 2 3
Kidney (right) | Mean| 22 | 15 | 26 | 24| 25 | 22 | 25 | 19 | 29° 33 30 | 3%
v g SD. | +2 | +4 | £2 | +0 | +3 | 2 | £2 | 1 | x2 | x4 | +2 | +9
Kidney (left) ) | Mean | 23 21 25 25 25 24 25 19 29° | 33* | 30°| 37
y SD. | 2 | +4 | £0 | +1 | +2 | 3 | +2 | +0 | +2 | +4 | x2 | 10
Mean + Standard deviation, +: P<0.05, *+: P <0.01

Table 10 Chronic intr:

a - muscular tox

icity of KW-1070 in dogs - Relative organ weight (mg/100g body weight)

e Control KW-1070 KW-1070 KW-1070 KW-1070 KW-1070

3mg/kg 6mg/kg 12.5mg/kg 50mg/ kg 100mg/kg

Sex 3 ¥ 3 2 3 % Ey £ 3 2 3 ¢

No. of animals examined 3 3 3 3 3 3 3 3 3 3 2 3
Kidney (right) | Mean | 182 | 153 | 215 | 221 | 202 | 210 | 2167 189 | 2437 305" | 249°7| 342’
ying SD. | +6 | +53 | +30 | +18 | 27 | +9 | +4 | #11 | +5 | +30 | +8 | +49
Kidnew (ef(, | Mean | 188 | 206 | 207 | 227 | 200 | 222 | 219"t 190 | 247°¢ 304" | 256 353"
hdney te SD. | +3 | +16 | +19 | +16 | +16 | +11 | £6 | +10 | +11 | +31 | +8 | +55

Mean + Standard deviation, *: P <0.05, *+: P <0.01



Table 11 Chronic intra-muscular toxicity of KW-1070 in dogs . Histopathological findings
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20 JEPLALARCFIO AL ¢ A5 Ak Yt 4o Table 11 42,5 L
I

0 - 12. 5mg/kg LI D i3 F dose respo-
nse & 4 o TREURMIY Lz OB Ok, Zehadk,
TFRGOR M, KA, NPT PUBAL LAY, i,
BOB R MIAT G oD e A iR ed B b, 100 mg/kg D ikFR3E
T Ul 1 BT BB IR ANV LB DBIFE L3 < fRed b
7= (photo.5~8),

P GRALIA 2 i, ~T o 7Y vk, FIEAaE
M, MHEIEA B G52 12 121X dose response # §, » TR
Bdhhto, ALK A G Lic Control 123\ T,
FYIAAMNRIR M A iR it As, $G0E & Heigs L CIRE T

Bt
DRI, B ScikeR Uiz & Bbh 22 ik
bRl -1z,

IV. BELSIVEE
v Mk h M, BEEERER T E, KW=
1070 o4 22 X 2 Mgl @A 2 92 L1,
AR & b EBAA, POMK, #BE, PERME
EpoZtk, BUN, NPN OB EFIfFE S ami-

abnormal findings

Photo.1 Kidney : No
HE x 200
Control subacute

Photo.2 Kidney : Infiltration of round
cells HE x 200
KW-1070 400 mg/kg subacute
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B R N— T ——
Photo.3 Kidney : Degeneration of tubular Photo.6 Kidney : Dilatation of cortical
epithelia (Hyaline droplets)HE x 200 tubules HE x 100
KW-1070 400 mg/kg subacute KW-1070 100 mg/kg chronic

Photo.4 Kidney : Necrosis of cortical tu- Photo.7 Kidney : No abnormal findings
bular epithelia HE x 200 HE x 200

KM 400 mg/kg subacute KW-1070 12. 5 mg/kg subacute

Photo.5 Kidney : No abnormal findings Photo.8 Kidney : No abnormal findings
HE x 100 HE x 100
Control chronic KW-1070 6 mg. kg chronic

noglycoside RIENABHHE YV OFEEIC E#H X h TREDLhEh o1, ¥ Ao, BEEEAR T2 10
Bol b OZ i, MEMBHRBIC S TIREL LT mg/ke BOHC 1 ARSI, -hbDELHHO
25~100mg/kg BELLE, #BMEHMEARCKS VTR 125 BRI, BREBREEEEOLBCERYZD TV
~50mg/kg BELLEICFED BRI, Ft, 4 2B WT TEnD, BEENER Y 2 LTW530LELLL
X7y FZED bR EMBERIMA S X ORI bo WMAMHEWRAEBTO KW-1070 & KM rOFH#L
HICbRD DN -7, FEEEE, TEEHENARE Bz EWTILT » F TORE & AED 400mg/kg T
T KM 0 400mg/kg BFHicDHE D LR, KW-1070 KW-1070 0 A A B b2z, B L AD bR
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SAFETY EVALUATION OF KW-1070. II
SUBACUTE AND CHRONIC TOXICITY STUDIES IN DOGS

Sarosur NisHikawa, Takujyi Hara, Hipenaru Miyazaki
and Yujy OHgurO
Toxicological Laboratory, Kyowa Hakko Kogyo Co., Ltd.

Toxicological studies of KW-1070 were carried out in dogs for safety evaluation as follows:

1) Studies on subacute toxicity: Beagle strain dogs given intramuscularly KW-1070 at dose levels
of 12,5, 25, 100, 200 and 400 mg/kg and kanamycin (positive control) at dose levels of 100 and 400
mg/kg for 30 days, respectively.

2) Studies on chronic toxicity : Beagle strain dogs were intramuscularly given KW-1070 at dose
levels of 3, 6, 12.5 and 100 mg/kg for 180 days.

The results of the studies are summarized as follows:

1) In subacute toxicity studies, animals were observed dead only at the dose level of kanamycin
400 mg/kg (4/4) within one month. Main changes observed in subacute toxicity studies were renal
tubular disorder, which showed a close similarity to subacute toxicity studies in rats. It was observed
histologically at the dose level of KW-1070 25~100 mg/kg or more. Kanamycin produced more toxic
effects than KW-1070 at the dose level of 400mg/kg. The results were same as those of subacute
‘toxicity studies in rats.

2) The changes observed in chronic toxicity studies were almost similar to those observed in
subacute toxicity studies. An animal was observed dead only at the dose level of KW-1070 100 mg/kg
(1/6). Renal tubular disorder was observed at the dose level of KW-1070 12.5~50mg/kg or more.



