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Table 1. Q-T intervals of electrocardiographic examinations in beagle dogs administered
sparfloxacin orally for four weeks

Q-T interval (msec)

Dose . Before doging Recovery
Animal o dosing day 7 day 21
(mg/kg) no: day 14 o0 Py o0 h day 12
1 M 194 101 202 196 188 189
2 M 166 165 173 171 185
3 M 178 179 172 193 190
4 M 161 170 178 175 189
Vehicle 5 M 148 165 174 156 174 161
control 51 F 181 185 102 180 109 187
52 F 174 182 182 166 197
53 F 156 164 162 170 181
54 F 171 162 187 154 158
55 F 193 186 187 176 195 183
Mean 172 173 181 174 186 180
S.E. 4.9 3.5 3.8 4.3 3.9 8.5
101 M 170 176 188 188 194
102 M 178 172 181 188 194
5 103 M 188 195 182 180 191
151 F 178 185 204 176 200
152 F 178 176 2080 171 2110
153 F 144@ 177 190 147 185
Mean 173 180 192 175 196
S.E. 6.2 3.4 4.6 6.2 3.6
201 M 148 198 171 160 184
202 M 177 195 176 197 200
15 203 M 179 199 2050 191 181
251 F 189 185 2170 195 2060
252 F 185 183 190 189 197
253 F 177 177 2050 178 2320
Mean 176 190** 194 185 200
S. E. 5.9 3.7 7.4 5.7 7.5
301 M 166 181 203 188 194 162
302 M 187 191 192 184 2130
303 M 188 160 201 171 197
304 M 186 179 201 196 2310
45 305 M 201 173 2160 177 2150 184
351 F 174 176 188 186 2180 188
352 F 174 2100 2250 188 2320
353 F 178 193 2080 187 214
354 F 174 190 2090 203 2250
355 F 155 187 2240 188 2310 194
Mean 178 184 207** 187* 217** 182
S.E. 4.1 4.3 3.9 2.8 4.3 7.0

95% range : 146 —204
Oover the upper limit

@®under the lower limit

significant difference from the control at p < 0. 05

**significant difference from the control at p < 0. 01
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Table 2. Plasma urea nitrogen values in beagle dogs administered
sparfloxacin orally for four weeks
Urea nitrogen (mg/dl)
Dose . before dosing dosing recovery
Animal Sex day
no.
(meg/ke) -9 -3 7 18 21 7 13
1 M 15.0 14.5 16.5 14.5 15.5 15.5 13.5
2 M 16.5 18.5 18.0 16.5 18.0
3 M 16.5 16.5 19.5 17.5 20.0
4 M 15.5 17.5 18.5 17.5 17.5
Vehicle 5 M 15.5 16.5 16.5 15.5 17.5 15.5 15.0
control 51 F 17.0 19.5 19.0 18.5 22.5 19.5 18.0
52 F 13.5 13.5 15.0 14.5 17.5
53 F 15.5 18.5 21.0 17.0 20.5
54 F 12.5 16.5 16.0 17.5 16.5
55 F 14.0 16.5 19.5 14.5 16.5 15.5 15.0
Mean 15.2 16.8 18.0 16. 4 18.2 16.5 15.4
S. E. 0.45 0.58 0.60 0.47 0.68 1.00 0.94
101 M 19.5 21.0 21.5 21.5 21.0
102 M 17.5 19.5 18.5 18.5 20.0
5 103 M 15.0 16.5 15.5 16.5 18.5
151 F 15.5 17.5 22.0 17.5 18.5
152 F 13.5 13.0 16.0 15.0 16.5
153 F 12.0 15.0 17.0 14.0 17.0
Mean 15.5 17.1 18.4 17.2 18.6
S. E. 1.10 1.19 1.14 1.09 0.70
201 M 19.0 20.5 23.0 19.5 28.50
202 M 15.5 16.5 16.5 16.0 20.0
15 203 M 15.0 13.5 16.5 17.5 19.0
251 F 13.5 20.0 21.5 17.5 19.0
252 F 12.0 15.5 19.5 19.0 16.5
253 F 15.5 22.5 26.50 29.00  27.0C
Mean 15.1 18.1 20.6 19.8 21.7
S. E. 0.96 1.40 1.59 1.92 1.99
301 M 20.5 20.0 29.5¢0  21.0 26.00 24.0 23.0
302 M 15.5 16.5 21.5 20.0 22.5
303 M 28.50 28.50 28.0O 24.5 26.00
304 M 28.00  30.5¢0  35.00  32.50 32.50
15 305 M 16.0 16.5 17.5 15.5 16.5 15.0 13.5
351 F 12.5 13.5 22.5 16.5 18.0 16.5 16.5
352 F 12.5 14.0 16.5 16.5 17.5
353 F 13.0 14.5 14.5 13.5 14.0
354 F 16.5 20.5 32.5¢ 19.0 21.5
355 F 12.0 16.0 19.5 24.0 24.0 21.5 25.0
Mean 17.5 19.1 23.7* 20. 3 21.9 19.3 19.5
S.E. 1.97 1.89 2.25 177 1.75 2.1 2.70

95% range :9.7—25.9
Oover the upper limit

*significant difference from the control at p < 0. 05
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Table 3. Plasma creatinine values in beagle dogs administered
sparfloxacin orally for four weeks

- Creatinine (mg/dl)

Dose ) before dosing dosing recovery
Ar:::’nal Sex day
(mg/ke) -9 -3 7 18 21 7 13
1 M 0.45 0.40 0.50 0.45 0. 50 0.55 0.55
2 M 0.50 0.45 0.50 0.50 0.50
3 M 0. 60 0.55 0. 60 0.60 0. 860
] M 0.50 0.45 0. 50 0.45 0. 50
Vehicle 5 M 0.85 0.70 0.70 0.85 0. 60 0.70 0.70
control 51 F 0. 60 0.55 0.55 0.60 0. 55 0. 65 0. 85
52 F 0.50 0.80 0.85 0.60 0. 55
53 F 0.70 0.85 0.70 0.85 0.85
54 F 0.60 0.85 0.685 0.70 0.65
55 F 0. 65 0.55 0. 60 0.50 0.50 0. 60 0. 85
Mean 0. 58 0. 56 0.60 0.57 0. 56 0. 63 0. 64
S.E. 0. 026 0. 031 0.025 0.028 0.019 0. 032 0. 031
101 M 0. 60 0. 60 0.45 0. 60 0. 65
102 M 0. 65 0.65 0.70 0. 60 0.85
5 103 M 0.55 0.55 0. 60 0.60 0. 55
151 F 0. 60 0.55 0.60 0. 65 0. 55
152 F 0. 60 0.55 0. 55 0.50 0.50
158 F 0.55 0. 50 0. 55 0.50 0.50
Mean 0.59 0.57 0. 58 0.58 0. 57
S.E. 0.015 0. 021 0.034 0.025 0.028
201 M 0. 65 0.70 0.70 0.60 0. 65
202 M 0.55 0. 55 0.65 0.60 0. 60
15 203 M 0.60 0.45 0. 60 0. 60 0.55
251 F 0. 55 0. 65 0. 65 0. 60 0.55
252 F 0.55 0.55 0. 60 0. 60 0. 50
253 F 0.55 0.750  0.75¢  0.75¢ 0.75C
Mean 0.58 0. 61 0. 66 0.63 0. 60
S. E. 0.017 0. 045 0. 024 0.025 0. 037
301 M 0. 65 0. 65 0.75¢  0.60 0.70 0.70 0.70
302 M 0. 60 0. 55 0. 65 0.65 0.60
303 M 0. 60 0. 60 0. 65 0. 60 0.60
304 M 0.750  0.45 0.95¢  0.850  0.800
15 305 M 0. 60 0. 60 0.70 0.70 0. 60 0. 65 0. 65
351 F 0.55 0.55 0. 60 0. 55 0. 55 0. 60 0. 60
352 F 0.55 0. 55 0. 60 0. 60 0.55
353 F 0.55 0. 50 0.55 0.55 0.55
354 F 0.65 0. 60 0.80C 0.800  0.75¢
355 F 0. 50 0. 45 0.55 0. 65 0. 65 0. 65 0. 65
Mean 0. 60 0.55 0.68 0. 66 0.64° 0. 65 0.65
S. E. 0. 022 0.021 0. 040 0.032 0. 028 0. 020 0. 020

95% range : 0.40—0. 74
Oover the upper limit
*significant difference from the control at p < 0. 05
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Table 4. Histopathological findings in beagle dogs administered sparfloxacin orally for four weeks

Dose(mg/kg) Vehicle control

5 15 45

Organ & lesion animalno.® 1 2 3 4 5 5152535455 101102103151 152153 201 202203 251 252 253 301 302 303 304 303 351 352 353 354 355
sex MMMMMFFFFF MMMFFF MMMFFF MMMMMFFFFF

Spleen
: proliferation of fibroblasts
in capsule, focal

Kidney )

: proliferation of histiocytes
in medulla, focal

: fatty change of tubules

 interstitial nephritis, focal - - - - - - - - - -

Stomach
: microabscess

Pancreas
: focal fibrosis

Cecum
;inflammatory change
in mucosa (typhlitis)

Testis
:degeneration of seminiferous
tubules,focal

Mammary gland
fibrosis

- :not remarkable  * : very slight change
*animal numbers underlined were assigned to recovery group

+ : slight change

O : presence of lesion

Heart, thoracic aorta, lung, trachea, submaxillary gland, tongue, esophagus, liver, gallbladder, duodenum, jejunum,
ileum, colon, rectum, urinary bladder, thymus, submaxillary lymph node, bronchial lymph node, mesenteric lymph node,
inguinal lymph node, pituitary, thyroid, adrenal, epididymis, prostate, ovary, uterus, vagina, brain, spinal cord, sciatic
nerve, axillary nerve, thigh muscle, femur, femoral bone marrow, sternum with marrow, eye, optic nerve, skin : not

remarkable.
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FOUR-WEEK ORAL SUBACUTE TOXICITY STUDY OF
SPARFLOXACIN IN BEAGLE DOGS

Masatoshi lida, Masashi Yasuba, Fumihiro Nakajima,
Toshihiro Maeda, Nobuo Matsuoka and Kumio Ohnishi
Research Laboratories, Dainippon Pharmaceutical Co., Ltd.
33—-94 Enoki—cho, Suita, Osaka 564, Japan

Four—week oral subacute toxicity study of sparfloxacin was conducted in male and female
beagle dogs at dosage levels of 5, 15 and 45 mg/kg/day.

Dogs at 45 mg/kg/day showed vomiting during the dosing period. A slight suppression of food
consumption was observed at 15 and 45 mg/kg/day. Electrocardiographic examinations showed
prolongation of Q-T intervals at 45 mg/kg/day. Biochemical analysis showed elevations in
urea nitrogen and creatinine levels at 15 and 45 mg/kg/day. Erosion of the articular cartilage
surface was noted macroscopically at 45 mg/kg/day. The changes described had nearly recovered
2 weeks after the final administration.

There were no effects on body weights, urinalysis, ophthalmology, hematology and organ
weights, and no treatment-related histopathological findings.

Based on these results, the no—effect dose level for this study is considered to be 5 mg/kg/day.
At a dose level of 15 mg/kg/day and above, some indications of toxic signs were observed but
such changes appeared to be reversible.



