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BRECELOA LN 200meg/ke, EHBEEIZ100mg/kg & KT N7z,
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Table 1. Groups and numbers of rats in 26-week oral toxicity study with temafloxacin

Dose Concentration of Volume Number/ Animal numbers
(mg/kg) temafloxacin (ml/kg) group/sex male female
0 0 10 28 001 ~020(021 ~ 028) 501 ~ 520(521 ~ 528)
30 — 100 0.33% — 1.09% 10 28 101 ~120(121 ~128) 601 ~ 620(621 ~628)
100 — 200 1.09% — 2.17% 10 28 201 ~220(221 ~228) 701 ~ 720(721 ~ 728)
300 — 400 3.26% — 4.35% 10 28 301 ~ 320(321 ~ 328) 801 ~ 820(821 ~828)

( ): animal numbers of recovery study
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WA 616 /DB EM PR PR LT,

2. —f%IRE

50 %l L CHEEASR G- %A S Ik 514 1k 1
TTICHE SN, TORBGIKIL400mg/ kel TITIT
26, 200mg/keBETHAHBI, 100mg/kelt T KB
Tdho7ze MIEE R —RREBOELTIIHEECLRD
HBOBEFRENEHR TR SNAEBETH -7,

400mg/kght TR 2o\ LEFEMIRAL S & h7zEh
Tit, BT TAHHLAMBH S BEHZHISH L,
BENOE LWET, #EFYE, IRIE, L&, BEES
D—IRIRBDEERT D OPALNT,

3. KEHMB(Fig 1 and 2)
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Temafloxacin 0 mg/kg
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Fig. 1. Body weight change in male rats treated orally with temafloxacin for 26 weeks.
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Fig. 2. Body weight change in female rats treated orally with temafloxacin for 26 weeks.
Table 2-1. Urinalysis in rats receiving temafloxacin orally for 26 weeks (after one month)
Sex Dose N Color pH Volume  SP. Gravity Na K Cl
(mg/kg) Y BY YB 5 6 7 8 9 (mlday) (mEq/day) (mEq/day) (mEq/day)
M 0 8 7 1 1 16 13.5+3.2 1.049%+0.009 1.48+0.17 3.16+0.31 2.04%+0.18
100 8 3 3 2 8 14.3*+4.8 1.051+0.010 1.44+0.19 3.47%£0.54 2.14%0.23
200 8 3 1 1 3 4 92%2.0 1.060+0.011 0.74+0.23** 2.76+0.34 1.64+0.21
400 8 7 1 2 51 123+7.4 1.057+0.016 0.79+0.25** 3.13+0.78 2.09+0.59
F 0 8 7 1 2 3 3 7.8%+20 1.057+0.009 1.03+0.31 2.09%0.52 1.44%+0.44
100 8 1 6 1 1 2 5 12.5%5.3 1.048%+0.009 1.27+0.35 2.71+0.82 1.76£0.47
200 8 6 2 3 5 11.4%55 1.049+0.016 1.05%0.32 2.43+0.49 1.65+0.36
400 8 3 4 1 341 7135 1.062+0.019 0.71+0.28 1.94+0.47 1.35+0.35
Color LY: light yellow Y: yellow BY: brownish yellow YB: yellowish brown
Mean+SD  ** Significantly different from control by Scheffe’s multiple comparison (P =0.01).
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Table 2-2. Urinalysis in rats receiving temafloxacin orally for 26 weeks (after three month)

Sex Dose N Color pH Volume  SP. Gravity Na K Cl
(mg/kg) Y BY YB 56 7 8 9 (mlday) (mEq/day)  (mEq/day) (mEq/day)
M 0 8 7 1 3 4 1 143+4.8 1.053+0.010 1.81%+0.30 3.61+£0.42 2.50%0.3%
100 8 5 1 2 7 1 13.9+4.4 1.055+0.012 1.66%0.35 3.76+0.66 2.65+0.50
200 8 4 4 5 3 12.0+4.7 1.060+0.012 0.95+0.30** 3.52%0.51 2.47+0.42
400 6 5 1 231 16.6+5.7 1.044£0.013 0.83+0.39** 3.44+0.47 2.63+0.42
F 0 8 6 2 1412 87+£3.6 1.057+0.012 1.18+£0.35 2.43+0.67 1.68%0.49
100 8 5 3 4 4 9.4+39 1.054+0.014 1.15+0.23 2.30+0.49 1.66%0.36
200 8 6 2 71 12.3+3.6 1.042+0.009 0.99+0.36 2.59+0.89 1.92%0.55
400 8 1 5 2 35 12.2+5.7 1.042+£0.022 0.70%£0.22* 1.96%£0.68 1.53+0.58
Mean+SD  * Significantly different from control by Scheff’s multiple comparison (0.01 <P =0.05).
** Significantly different from control by Scheffe’s multiple comparison (P =0.01).
Table 2-3. Urinalysis in rats receiving temafloxacin orally for 26 weeks (after six months)
Sex Dose N Color pH Volume  SP. Gravity Na K (o}
(mg/kg) LY Y BYYB 6 7 8 9 (ml/day) (mEq/day) (mEgq/day) (mEq/day)
M 0 8 5 3 17 15.1+ 5.9 1.052+0.012 2.03+0.38  3.70+0.75 2.59+0.48
100 8 4 4 4 4 16.6+ 5.5 1.049+0.012 2.01+0.39  3.78+0.47 2.83+0.48
200 8 4 3 1 1421 132+ 54 1.051£0.015 1.13+0.36** 3.11+0.55 2.13+0.63
400 5 1 4 41 23.2+10.8 1.037+0.013 1.13+0.20** 3.87*0.96 3.00+0.82
F 0 8 7 1 35 10.1+ 4.4 1.047+0.015 1.22+0.35 2.15+0.54 1.57+0.42
100 8 7 1 152 13.3+ 6.9 1.045+0.015 1.27+0.33  2.56+0.65 1.86+0.46
200 8 5 3 -6 2 125+ 5.9 1.045+0.012 1.21+0.20 2.46+0.51 1.87+0.26
400 7 1 6 5 2 17.2+ 5.9 1.030+0.016 0.85+0.21 2.21+0.53 1.69%0.31
Mean*+SD  ** Significantly different from control by Scheffe’s multiple comparison (P =0.01).
Table 2-4. Urinalysis in rats receiving temafloxacin orally for 26 weeks (recovery period)
Sex Dose N Color pH Volume  SP. Gravity Na K Cl
(mg/kg) LY YBYYB 56 7 8 9 (ml/day) (mEq/day) (mEq/day) ' (mEq/day)
M 0 8 8 3 4 1 13.1+ 58 1.059+0.014 2.03+0.35 3.61+0.41 2.69+0.40
100 8 7 1 2 51 16.1+ 4.4 1.050+£0.011 1.97+0.20 3.73+0.47 2.71+0.31
200 8 1 4 3 2 4 2 21.2+16.5 1.047%£0.016 2.17+0.50 3.67+0.20 2.76+0.30
400 5 3 2 5 18.4+ 8.6 1.047+0.011 2.23+0.51 3.87+0.93 2.94+0.64
F 0 8 8 5 2 1 13.8% 5.7 1.044+0.014 1.50+0.38 2.68+0.53 1.98+0.42
100 8 7 1 5 3 159+ 8.0 1.040+0.012 1.57%0.30 2.77+0.59 2.04+0.40
200 8 7 1 4 4 18.6* 6.7 1.035+0.008 1.67+0.40 3.05+0.63 2.24+0.43
400 8 7 1 4 4 184+ 7.5 1.038+0.010 1.73%+0.34 3.14%0.61 2.50+0.54

Mean*SD
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Table 3-1. Hematological examinations in rats receiving temafloxacin orally for 26 weeks (after six months)
Sex Dose N RBC Hb Ht Ret WBC PLT PT APTT
(mg/kg) 10YuD (g/dD) (%) (%) (10%/ul) (10*/ul) (sec) (sec)
M 0 19 900+ 41 15.0+0.6 49.0+2.7 10+ 4 54+12 103.7+12.0 16.3*1.2 21.6*1.9
100 19 896+ 28 14.6+0.5 47.9*13 10+ 4 54+11 111.3*+10.1 16.6*+1.9 23.2*3.8
200 20 854+ 95 14.1+1.6* 46.0%x5.1* 11+ 4 53+13 103.5+13.8 15.7*+1.6 21.4*1.9
400 16 889+ 44 14.6+0.7 46.9*2.6 9% 4 58+14 106,8+10.2 15.6*1.5 21.9%34
F 0 20 780+ 32 13.8+0.4 44.5*1.6 10+ 4 2615 975+ 9.9 13.2+0.4 19.2%1.7
’ 100 19 729+110 13.2*1.6 42.5*54 14+13 28+10 91.8+24,1 13.2+0.6 19.0%2.0
200 20 757+ 31 13.4%0.4 43.7%x1.5 10+ 4 27+ 8 96.1+ 9.6 13.2+0.6 18.9+1.6
400 19 760+ 42 13.4%0.4 43.0+x1.8° " 9+ 4 34+12 98.3+10.1 13.6+0.6 18.4*1.2
Mean+SD  * Significantly different from control by Scheffe’s multiple comparison (P =0.05).
Table 3-2. Hematological examinations in rats receiving temafloxacin orally for 26 weeks (recovery period)
Sex 'Dose N  RBC Hb - Ht Ret WBC PLT PT APTT
(mg/kg) (10%/ul) (g/dD) (%) (%) 107/ (10*/D) (sec) (sec)
M 0 8 901+ 28 14.8*+0.5 48.2*1.9 104%* 16 54+16 102.5+10.3 16.0+0.9 22.7%x1.9
100 8 919+ 46 14.9+0.6 50.5+24 11.8+ 3.0 50 9 1102+ 9.8 156+1.7 23.2+2.2
200 8 840*159 13.9*1.7 46.0+4.8 164*19.0 56+15 108.5%24.1 15.7+2.3 22.6+1.8
400 5 924% 59 15.1%0.9 49.4+26 84+ 43 58+17 110.5+19.8 16.2+1.7 22.5+2.2
F 0 8 7M% 55 138%+0.6 44.6*19 5.6+ 3.6 29+12 93.8+11.3 13.4+0.5 20.2%2.0
‘ 100 7 769+ 27 13.9+0.5 44.7t1.6 9.0+ 4.0 26%11 96.8+ 8.1 13.5*+0.3 19.2%1.7
200 8 777 47 13.7*0.8 44.8%25 105+ 7.0 36+34 98.3+21.9 13.1+0.3 194*1.7
400 8 797+ 36 14.2+0.8 458+24 83+ 2.8 41+24 106.7+£16.9 13.0£0.2 17.9+1.2
Mean + SD
Table 3-3. Hematological examinations in rats receiving temafloxacin orally for 26 weeks (moribund animals)
Animal Sex RBC Hb Ht Ret . WBC Neutro Lympho PLT PT APTT
0. mghkg (10%u) . (@d). - (%) . (B :: (A0Mph) (%) (%) . (10%u)  (sec) (sec)
318 M 400 1004 16.8 60.1 3 59 49 49 87.9  158.5 134.5
325 M 400 906 15.3 53.9 2 85 63 36 106.6 — -
804 F 400 975 17.5 55.2 1 33 25 75 94.5 14.1 18.9
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Table 4-1. Biochemical examinations in rats receiving temafloxacin orally for 26 weeks (after six months)
Sex Dose N  GOT GPT LDH ALP CPK Na K (v Ca iP

(mg/kg) (mU/m)  (mU/m) (mU/m) (mUm) (mUm) (mEq) (mEq/) (mEq/D (mEq/)  (mg/d)

M 0 18 814 4.1 122 123 54.3 145.9 3.84 106.6 4.79 49
t 274 +18.0 * 42 + 15 9.3 + 14 +0.29 + 17 +0.14 +0.63

100 19 73.9 38.5 113 145 56.2 146.1 3.69 106.8 4.81 5.46

+ 275 +13.7 * 53 + 22 +18.2 + 2.0 +0.36 + 1.2 +0.15 +0.9

200 20 104.7 35.9 114 142 58.4 145.3 3.65 107.4 4.78 4.89

+165.9 +12.4 + 55 + 31 +11.6 + 1.2 +0.25 + 13 +0.11 +0.72

400 16 68.1 37.7 94 143 63.5 145.1 3.38** 104.4* 4.75 6.08**

* 16.5 +72 %31 + 26 +39.9 + 30 +0.24 + 32 +0.11 +0.88

F 0 20 103.4 56.5 99 39 4.2 143.7 3.38 109.1 4.85 3.84
+ 70.4 +40.5 + 63 + 13 6.1 + 14 +0.26 + 14 +0.12 +0.83

100 19 152.4 76.7 176 41 40.3 143.4 3.4 108.0 4.93 3.89

+ 874 +46.6 +158 + 12 8.2 + 13 +0.34 + 20 +0.15 +0.73

200 20 128.8 54.4 168 42 435 143.3 3.32 107.3* 4.96 3.60

+ 99.5 +455 137 + 10 +18.0 + 09 +0.26 + 14 +0.17 +0.85

400 19 112.1 52.7 74 55** 40.7 142.9 3.21 106.2** 4.98 433

+ 84.6 +357 + 59 + 19 6.5 + 12 +0.23 + 18 +0.17 +0.62

Sex Dose N TP ALB BUN  CRNN UA GLU TC TG PL FFA  HDLC
(mg/kg) (g/d) @d) (mg/d) (mg/d) (mg/d) (mg/d) (mg/d) (mg/d) (mg/d) (mEqD) (mg/d)

M 0 18 6.25 2.82 13.4 0.41 0.96 159 59.7 70.4 111 0.53 404
+0.30 +0.12 + 1.2 +0.08 +0.63 + 18 + 85 +20.2 + 14 +0.07 +62

100 19 6.02 2.84 12.6 0.37 0.86 161 56.5 76.7 109 0.55 36.7
+0.20 +0.15 + 21 +0.09 +0.56 + 22 + 76 +15.5 + 11 +0.11 + 69

200 20 5.88**  2.85 12.6 0.37 0.87 165 56.4 68.4 109 0.55 36.9
+0.30 +0.17 + 13 +0.06 +0.47 + 20 + 95 +18.7 + 14 +0.10 *65

400 16 5.95* 2.95 22.7 0.60 0.58 168 53.9 74.2 103 0.65 33.5°
+0.32 +0.19 +24.5 +0.52 +0.39 + 60 +12.4 +24.6 + 20 +020 171
F 0 20 6.91 3.1 13.9 0.41 0.45 141 65.7 63.8 164 0.95 49.9
+0.52 +0.45 + 16 +0.04 +0.22 + 10 +14.5 +17.1 + 29 +0.25 *125
100 19 6.90 3.85 14.6 0.39 0.54 150 69.4 73.3 173 0.88 51.9
+0.53 +0.37 + 2.0 +0.04 +0.25 + 12 +12.4 +26.9 + 29 +0.16 *+ 89
200 20 6.77 3.89 13.3 0.39 0.45 145 71.2 61.7 173 0.97 55.7
+0.44 +0.34 + 1.3 +0.06 +0.23 + 17 +11.6 +15.9 + 24 +020 *110
400 19 6.62 3.68 14.5 0.43 0.32 138 67.6 54.4 156 1.01 53.2
+034 +023 +25 £0.06 %013 9 +13.0 *17.8 + 21 +0.17  *10.6
Mean+SD

* Significantly different from control by Scheffe’s multiple comparison (0.01 <P=0.05).
** Significantly different from control by Scheffe’s multiple comparison (P=<0.01).
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Table 4-2. Biochemical examinations in rats receiving temafloxacin orally for 26 weeks (recovery period)

Sex Dose N GOT GPT LDH ALP CPK Na K Cl Ca iP
mglky ~ @U/md) (mU/m) (mUm) @Um) (mUm) (mEq¢) (mEq/) (mEqg/)  (mEg/)  (mg/d)
M 0 8 86.0 47.7 166 131 57.2 148.4 3.78 109.9 4.77 5.66
: +£317 #2830 +79 o+ 21 +173 + 18  +0.25 + 1.7 +0.11 +0.64
100 8 93.8 45.5 216 121 64.0 149.3 3.75 110.5 4.79 5.30
+ 774 #3885 +178 + 12 +208 + 26  £031 + 28  +011 +0.50
200 8 83.0 35.0 205 158 69.8 148.3 3.92 109.7 4.73 5.29
+435 +£97 131  * 45 +17.1 + 29 057 £ 32 +0.09 +0.57
400 8 88.6 49.7 100 150 54.6 147.6 3.59 109.2 4.78 5.93
+ 402 #3226 +49 * 25 £77 = 17 +0.08 £ 20 007 +0.50
F 0 8 1208 71.0 89 44 37.1 141.8 3.56 107.2 4.59 3.46
+1041  #671 £ 95 £ 7 +£52 % 07 %039 + 1.8 *0.16 +0.59
100 8 103.3 45.7 114 37 37.0 142.1 3.60 107.4 4.64 3.94
* 564  +198 +58 %10 + 74 + 04  +028 + 19 +0.14 +0.55
200 8 146.1 58.7 160 47 36.3 142.0 3.53 106.3 4.83 3.48
+ 047  #363 +119 + 28 +£69 + 13  £037 + 08 015 +0.64
400 8 148.1 61.3 9% 51 36.1 142.6 3.46 106.8 4.84* 4.32
+203.8  +827 +8 18 +88 + 07  *026 + 1.7 021 +0.56
Sex Dose N TP ALB BUN  CRNN UA GLU TC TG PL FFA  HDLC
(mg/kg) (g/dD @d)  (mg/d) (mg/d) (mg/d) (mg/d) (mg/d) (mg/d) (mg/d) (mEg/) (mg/d)
M 0 8 618 2.68 14.0 0.33 0.84 153 60.3 92.6 107 0.58 38.5
£027 %019 £ 1.8  #0.06 +043 + 18  £10.6 +331 * 14  +0.07 + 8.0
100 8 597 2.88 144 0.45*  1.53* 158 60.6 76.8 112 0.59 419
+020 +0.16 + 15 +0.05 *049 + 8  *178 +194 + 27  +0.08 + 92
20 8 598 2.76 14.6 0.38 1.11 170 60.2 89.6 108 0.61 39.4
025 029 +27 009 *056 +32 +84 +289 + 7 1011 + 4.0
400 8 595 2.73 13.0 0.30 0.42 144 50.4 85.8 97 0.70 34.8
+015 +014 +£13  £0.02 #005 + 3 90 *215 + 14 +011 * 69
F 0 8 676 3.66 15.7 0.43 0.36 141 56.7 49.3 151 0.94 42.9
+041 033 +21 +0.03 *007 +12 128 +116 + 28 +010 * 88
100 8  6.66 3.75 15.5 0.39 0.43 138 69.8 80.2 176 0.93 50.7
£034 031 +£ 20 +0.04 +028 +17 *112 £279 + 31  +016 * 7.2
200 8  6.88 3.89 17.3 0.40 0.60 145 69.0 84.3* 185 1.09 50.8
£0.69 +0.70 * 1.2  #£012 +026 + 12 195 309 + 45 +024 +139
400 8  6.71 3.7 15.8 0.39 0.31 136 73.1 57.6 183 1.16 54.3
+047  +037 * 24  +0.04 £011 + 14 +145 +161 + 31  +0.10 £10.2

Mean+SD

* Significantly different from control by Scheffe’s multiple comparison (0.01 <P =0.05).
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Table 4-3. Biochemical examinations in rats receiving temafloxacin orally for 26 weeks (moribund animals)

Animal Sex Dose GOT GPT LDH ALP CPK Na K Cl Ca iP TP
no. (mg/kg) (mU/ml) (mU/ml) (mU/ml) (mU/ml) (mU/ml) (mEq/l) (mEq/l) (mEq/) (mEq/) (mg/d) (g/d))
318 M 400 83.8 76.8 228 307 294.0 1420 4.94 105.0 4.90 12,51 6.74
325 M . 400 193.9 78.7 601 299  3446.0 144.0 5.12 99.0 4.97 1744 6.33
804 F 400 39.5 17.3 113 82 118.8 1519 3.13 1164 554 1247 745

Animal Sex Dose ALB BUN CRNN UA GLU TC TG PL FFA  HDLC
no. (mgkg) (g/d) (mg/d) (mg/d) (mg/d) (mg/d) (mg/d) (mg/d) (mg/d) (mEq/M) (mg/d)
318 M 400 3.43 141.6 4.00 0.60 1245 64.6 199.6 147 1.67 40.3
325 M 400 3.48 149.8 5.68 1.50 842 579 2544 135 1.89 373
804 F 400 4.51 129.9 2.98 0.42 350 104.8 56.8 188 1.13 80.6

Table 5-1. Absolute organ weights in rats receiving temafloxacin orally for 26 weeks (after six months)

Sex Dose N BW Carcass Liver Spleen Kidney Heart Lung Brain Hypophysis  Adrenal  Thyroid Thymus
(mghke) (@) ® @® ® @g R ® ® @® @ Omg Rmg @ @
M 0 19 635 483 1420 0.89 1.74 174 1.93 1.79 219 128 281 279 268 033
+ 44 £ 32 +148 2015 £012 £0.15 £0.21 £0.12 +0.09 *+ 21 * 39 + 35 + 6.6 £0.12
100 19 619 466 14.86  0.90 1.74 171 179 1.74 217 13.0 304 287 293 030
+ 7 +52 $225 %014 £0.23 +0.23 £020 *0.13 +0.10 + 21 * 41 + 45 + 56 £0.08
200 20 572*  422* 1343 0.79 168 1.67 1.63** 1.63* 216 127 279 274 302 025
+53 %39 %205 +0.08 +0.15 +0.17 £0.13 +0.13 +0.07 * 1.7 * 33 + 2.7 + 7.5 £0.04
400 16 526 381** 12,73 0.72** 173 171 1.49** 167 211 121 292 294 258 0.23**
+65 %49 £210 +015 £0.36 +0.39 +0.15 +0.21 +0.08 * 18 * 59 + 6.9 * 6.3 +0.07
F 0 20 335 246 754 0.50 094 095 1.14 124 2,00 214 313 302 247 022
+33 £2 +0.82 +010 *0.09 +0.10 £0.11 +0.08 +0.09 + 45 * 3.4 + 4.1 + 49 +0.04
100 19 344 251 7.92 0.58 1.00 101 117 128 199 211 341 329 294 0.22
+38 £27 £096 012 *0.13 +0.10 +0.12 +0.10 +0.06 * 62 * 44 + 45 + 7.2 +0.04
200 20 320 229 7.55 0.54 098 099 1.07 125 199 21.0 345 329 241 021
+3 +27 £1.27 #£0.08 *0.12 +0.12 £0.11 *+0.10 +0.07 + 48 * 45 + 50 + 3.9 +0.06
400 19 297** 203** 7.19 0.53 097 098 1.00** 125 198 201 349 332 238 0.8
+26 *19 +0.88 £0.08 +0.12 +0.13 +0.12 +0.08 *0.11 * 34 + 54 + 58 + 57 +0.04

Values are mean absolute organ weights +SD.
* Significantly different from control by Scheffe’s Multiple Comparison (0.01 <P =0.05).
** Significantly different from control by Scheffe’s Multiple Comparison (p=0.01).
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Table 5-2. Absolute organ weights in rats receiving temafloxacin orally for 26 weeks (recovery period)

Sex Dose N BW Carcass Liver Spleen Kidney Heart Lung Brain Hypophysis Adrenal Thyroid Thymus
(mglkg) ® @® @® @@ @Lg R @ @@ @ (mg (@OLmg (Rmg mg (@

M 0 8 634 482 1449 079 181 175 207 178 221 15.6 283 292 272 022
£ 77 +59 +1.33 +0.08 +0.22 *022 027 +0.16 009 =+ 23 *43 52 +27 005

100 8 623 472 1444 083 165 1.62 189 1.8 2.15 13.8 26,5 291 254 024
+42 + 36 *111 *0.11 +0.05 *0.10 +0.23 +032 *0.09 =+ 25 * 34 37 £39 0.05

200 8 593 446 1541 088 164 156 198 173 2.18 13.7 36.7 368 247 022

£ 62 + 49 *2.73 +0.29 022 *0.28 *+0.29 +0.14 *0.05 =+ 2.0 +23.6 +22.6 * 3.0 £0.05

400 8 567 421 1387 0.82 171 166 1.86 1.64 221 12.2 24.7 281 266 0.24
£69 + 56 *2.08 *0.15 021 *0.24 +0.15 011 +0.04 =+ 20 20 * 35 + 34 £007

F 0 8 342 260 740 056 1.02 1.04 125 129 2.02 24.5 33.0 348 265 018
+ 52 +37 *121 #0.11 *0.16 *0.18 +0.19 *+0.14 *+0.08 =+ 92 +59 +61 +51 *0.04

100 8 344 256 759 052 1.01 1.02 118 127 2.04 19.7 296 324 29.0 0.21

£ 54 +38 #1501 +010 012 +0.16 018 *+0.22 +0.07 + 32 61 *63 %57 *0.05

200 8 341 254 840 060 097 099 130 130 199 20.8 335 371 241 023
+60 *45 +1.71 £0.31 +0.09 *0.07 +0.20 *0.15 *0.06 =+ 38 =+ 56 * 55 *4.9 %009

400 8 309 230 792 051 099 09 118 120 1.9 25.2 336 354 206 0.19

+ 43 + 32 +148 +0.06 *0.12 *0.14 *0.13 010 *0.05 =*104 =+ 56 *+ 62 + 33 £0.06

Values are mean absolute organ weights + SD.

Table 5-3. Relative organ weights in rats receiving temafloxacin orally for 26 weeks (after six months)

Sex Dose N BW Carcass Liver Spleen Kidney Heart Lung Brain Hypophysis  Adrenal Thyroid Thymus
mgkg @ % @B W W Ogh ®eg% 0 @ @  mgh) Omgh ®mg%h (mgh) (g%)

M 0 19 6% 761 2233 0140 0275 0275 0304 0282  0.347 202 445 441 424 0.081
T4 +09 014 £0.021 0023 +0.029 +0.026 =£0.025 £0.029 £036 060 054 £1.06 *0.018

100 19 619 753  2.39%6* 0146 0.281 0.277 0291 0284 0354 212 497 472 476 0.048
7 +£27 #0155 *0.021 +0.018 £0.021  £0.026 £0.035 +0.043 £037 £0.83 +0.81 £0.87 =%0.011

20 20 572* 73.8** 2339 0139 0294  0.29%4 0.286 0285  0.380 222 493 485  525* 0.045
£53 +14 #0187 +0.013 +0.024 £0.033 £0.030 +£0.025 £0.035 *£028 £0.89 *074 £1.06 *0.008

400 16 526** 725 2413* 0136  0.334** 0.330° 0286  0.319*  0.408** 231  5.66* 5.74** 491  0.043
65 +12 *0148 *0.020 +0.089 +0.096  +0.043 £0.036 £0.053  £027 =*151 +1.86 +1.02 £0.013

F 0 2 335 734 222 0150 0280 0285 0.340 0373 0.600 64 938 906 735 0.065
£33 +16 +0164 *0.025 +0.021 £0.028 +0.029 *0.031 +0.048 +138 *1.08 +123 +1.26 +0.013

100 19 344 730 2304 0169 0293 0295 0342 0374 0.583 617 1000 964 865 0.064
+38 +14 20175 #0035 +0.035 £0.032  £0.040 +0.040 +0.061 +1.81 =*1.54 =*157 =+2.58 +0.010

200 20 320 - 71.7** 235 0169 0309 0310 0336 039%5  0.629 6.59 10.86* 1033  7.66  0.064
3 09 018 £0.018 +0.030 +0.031 +0.029 *0.031 +0.072 +128 *1.39 *129 +1.62 *0.016

400 19 297** 68.3** 2.421* 0.178* 0.328** 0.331** 0336  0.423** 0.670** 681 1L77** 11.19** 8.02  0.061
2 10 +0193 *0.026 +0.031 £0.037 +0.030 +0.038 £0.063 120 +1.58 180 =*1.77 =%0.012

Values are mean absolute organ weights +SD.
* Significantly different from control by Scheffe’s Multiple Comparison (0.01<P=0.05).
** Significantly different from control by Scheffe’s Multiple Comparison (p<0.01).
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Table 5-4. Relative organ weights in rats receiving temafloxacin orally for 26 weeks (recovery period)

Sex Dose N BW Carcass Liver Spleen Kidney Heart Lung Brain Hypophysis Adrenal  Thyroid Thymus
(mgk) (@ @%) @ % Lg% Rg% @% %) (% (mg% ©Lmg% (R)mg% mg%) (g%
M 0 8 63 759 2296 0.126 0.286 0277 0.328 0.282 0.353 2.47 749 461 435 003
+ 77 + 0.6 £0.178 +0.010 *£0.026 £0.032 £0.043 £0.017 £0.034 +0.34 +0.70 £0.77 £0.67 +0.005
100 8 623 75.7 2322 0.134 0265 0.261 0.304 0.296 0345 2.20 426 468 4.07 0.03%
+ 42 + 1.5 £0.201 *0.018 +0.018 £0.027 £0.034 +0.048 £0.017 %028 +0.64 =*0.69 £0.44 *0.006
200 8 593 751 2598  0.149 0.276 0.262 0337 0296 0371 2.33 6.36 637 420 0.03%
+ 62 * 1.4 0419 +0.058 +£0.028 +0.040 £0.065 £0.046 +0.037 *0.42 +4.64 £4.47 £0.64 £0.008
400 5 567 742 2.442 0.144 0302 0293 0332 0.294 039% 215 441 500 471 0043
* 69 + 24 £0.169 £0.009 +£0.021 +0.039 +0.045 £0.042 £0.049 *0.28 *0.57 £0.67 £0.56 +0.015
F 0 8 342 761 2166 0.163 0302 0304 0.368 0.381 0.600 7.05 9.72 1030 7.76 0.05
+ 52 + 21 +0166 £0.017 £0.048 £0.042 £0.045 £0.031 £0.068 %171 £1.60 £2.06 £1.24 +0.008
100 8 344 746 2197 0.154 0297 0299 0.34 0.369 0.603 5.74 862 938 852 0.060
+ 54 + 11 $0.163 +0.033 £0.031 £0.045 £0.036 £0.024 +0.077 +0.75 £1.19 £0.65 £1.69 +0.013
200 8 341 746 2.457* 0172 0292 0.29% 0383 038 0.594 6.22 10.04 11.07 7.5 0.066
+ 60 £ 09 £0.140 *0.054 £0.061 +£0.040 +0.043 £0.040 £0.077 *1.29 *2.24 £2.01 +1.56 +0.015
400 8 309 743 2.548** 0.165 0322 0321 0384 0392 0.654 813 1093 11.48 6.76 0.061
+ 43 + 0.8 £0.228 +0.014 £0.034 +0.058 +0.051 £0.047 £0.096 *3.10 =*1.53 *1.68 +1.31 +0.012
Values are mean absolute organ weights + SD.
* Significantly different from control by Scheffe’s Multiple Comparison (0.01 <P =0.05).
** Significantly different from control by Scheffe’s Multiple Comparison (P=<0.01)
Table 6. Main macroscopic findings in rats receiving temafloxacin orally for 26 weeks
Found dead = Moribund Treated period Recovery period
M F M F male female male female

Dose (mg/kg)

Number of examined

0 100 400 100 400 400

115 1 2 1

0100 200 400 0 100 200 400 0 100 200 400 0 100 200 400

19 19 20 16 19 20 20 19 8

8 8 5 8 8 838

Spleen: Atrophy
Thymus: Atrophy
Stomach: Enlargement

: Petechial hemorrhage of

tunica serosa
: Reddish mucosa &
hemorrhage
Small intestine & Cecum
: Petechial hemorrahage of
tunica serosa
Cecum: Enlargement
Liver: Discoloration
: Atrophy
: Visible hepatic lobule
Lung: Darkish-red
: Hyperemia
Kidney: Swelling
: Discoloration
: White line in medulla

5 - 1 1
3 - 1 1
1 -1 -
1
1
1 1
5 2 1
1 2 2 -
« e 1
1 .
1 1 2
.9 .
1 1
2 2 1

R

. B .

Figure: number of rats.
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SL A REL L O 100mg/kgBE D 2H 2 5 VI
400mg/kgBEDME1BITIX A - SUEF B O REE AL,
WEAESEOBEE) — KD, BRORILRDS 5
WIIED S 5B & CRERISHRE A A bR/ Z &
25, BREBABEILZV LIZMANOBRESIZL S
boEHTI NIz,

—7, 400mg/kghE D LR % B PR TIHY
TIIEHOEMRETIZHEY, —REE(L L1
BEROBBTRICE 572, FRERERBEA %R L22H
FHZEY O MBRES L RERETIZIREREE,
JVTFZ s BIUER) O LR LS IBRAE
BEMSRD 5N, L7odT5 T400mg/ kgl TR 2
W LUBBBIRRE & 72 o - RR & L CHBR B I & A B
EPEZ LN,

P45 JU) W] T TRE T AL BY A T 1, 200mg/ kgl LA L
TRERMASILIR, S LG ORIk d A v i3
S BUE DA STz AS, TSRS D 5V idks
W LR OB S FAEIIW B UDOELERYT D
T, B % KRS LoamiclEr koL
HiWrsh b,

—#%iZF 0 REEFRHOT v MBI B
& LRI, #okgomm, Kb )DL
PElLR DL, EW S £ OWRE S ST
N2, KHBRIZBWT LR BV AL NIZ, %
TY, BB E 2 oy R RPiRR OEHER I
L BRI OFLICRE LB EE L LTy
bo ZOWE, HIFFEDORIMZGHEH S DK
IREPHIT A Z L& DEKEDORIMPRF M) T LB

Table 7. Main microscopic findings in rats receiving temafloxacin orally for 26 weeks

Found dead  Moribund Treated period Recovery period
M F M F male female male female
Dose (mg/kg) 0 100 400 ﬁ E I(B 0100 200 400 0 100 200 400 0 100 200 400 0 100 200 400
Number of examined 1 1 5 1 2 11919 20 16 19 20 20 19 8 8 8 5 8 8 8 8
Spleen: Decrease in lymphocytes -1 5 <2 1 - -1 - - 2 -« - -

Thymus: Decrease in lymphocytes -+ - 3 -2 1
Esophagus: periesophagitis

perforans 1 1 1
Liver: Congestion -1 4 1
: Vacuolation (*: with swelling)
in centrilobular < e . . 1* -
: Swelling in centri-
intermediatelobular e -1

: Disappearance of fine vacuoles
in intermediate-peripheral

lobular I | <2
: Vacuolation in intermediate-
peripheral lobular 3 1 .
Lung: Congestion -1 3 1 1 .
: Alveolar edema c 4 1 . .
Kidney: Dilatation of tubules 1 1 1
: Minelarization in tubules 3 2 1
: Degenerated tubules < e -2 1
: Hyalin droplets in collecting
tubule epithelium S . . 1

: Regeneration & defluxion of
collecting tubule epithelium + -+ 1 -1
: Mitosis of collecting tubule

epithelium e . . 1
Adrenal: Vacuolation & hyalin
droplets in medullary cells + - - -2 1

Eye: Retinal degeneration with loss
of outer nuclear layer & retinal
folding

_.1. PR .
1 3 5
1
3 6 - -
1 -
1 7 3 5
1 .
3 1
3 3 6
1
6
-1 - -
_ 1 - -

Figure: number of rats,  -: not examined
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LAY LORIERET 20T, &iliF koL
RPE DM % MERFT 2 22 DRPADF b 1) 7 L
BEHLDESELEFbA TS, LIdtsT, R
BT HAKNB & CBIRE OB i B OB &
H55DLEZ NI,

EHI, F/ 0 sREBMBAOWGREMLE LTH
BRE, ThbbMmKEcBiTBKE, BEMd BV
TR A 5 T B2, RRERICBITAHRE
ERBONMINE-TBY, FORHMEREEL
FTRTOBEGHICHFIEL, RIVAES L BB
W E BN R o DT, W RIS SRR LT
ILE MM L o7z BRAIC, A EA LN B
DT T v POMBICEHRBAET 2 FIKBIE
(Osteochondrosis) DIFEICHD THUT HHNDTH -
7=%

400mg/kg#% 5-B DM 1 B T & & N 7= HEBE A SR G
DHEREF /0y REERBERTHET )T 7 AR
BLUY ) FH Y /ITALNBEMDOBIRRE DI
LR -TEBY, ZORBFED S B ERSIC
BELAELERZZEZON P o7,

PAEICaAZ=13 2N, TR TR O Z2Ra A
ZDFHRIE O NIZAL, M LRI S A2 iFE
EERBTLREEALA TV AV, 7, &5HH
KTHIERBYORSRERNE TALNIEIES L
UFEERNHEMIFRAGMRETRES ALY

WV EMERICZ LV DL BN, B

Wi & UHIFEN BB T A b T ¥R AR

1125 1) Y RBROBVIEBIRIC L B DEEZ LN,

PED#HED S, 4 EORBREMNET TOTMFXOHK

deep i kI, BERRA B L CRBRETELDA

& 7:200mg/kg, MSCHR 12100me/kg& HIMT &tz
X 13
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A 26-week oral toxicity study of temafloxacin in rats

Takaaki Yamamura, Hiroshi Kuse, Masayuki Susami, Yoshiaki Kawai and Masaki Hori
Safety Research Laboratory, Tanabe Seiyaku Co., Ltd.
16-89 Kashima 3-chome, Yodogawa-ku, Osaka 532, Japan

As part of a safety evaluation program for the new synthetic antibacterial agent temafloxacin
(TMFX), a 26-week oral toxicity study (0, 100, 200 and 400 mg/kg/day) was carried out on rats
and followed by a 4-week recovery study. Four rats died during the treatment period and 3 rats
receiving 400 mg/kg were killed. In the moribund animals, soiled hair, gum, sedation and
hypothermia were noted and food consumption and body weight decreased. In the surviving rats,
body weight decreased in females receiving 400 mg/kg and in males receiving 200 mg/kg or more.
Water intake increased in rats receiving 400 mg/kg. As to clinical pathology, BUN, creatinine and
inorganic phosphate were elevated in moribund rats receiving 100 mg/kg. Urinary sodium
decreased in females receiving 400 mg/kg and in males receiving 200 mg/kg or more and the
serum level of protein decreased in males receiving 200 mg/kg or more. The weights of the kidney,
adrenal glands and uterus in the 400 mg/kg group were higher than those of the control group.
Enlarged ceca, atrophy of the thymus and spleen, discoloration of the liver and a white line in the
renal medulla were found in rats receiving 400 mg/kg. Renal lesions such as tubular dilatation
and degeneration or regeneration of the collecting tubular epithelium were observed
microscopically. After discontinuation of drug administration, most of the changes detected on
clinical observation and laboratory examination disappeared. Thus, the long-term non-toxic dose
of TMFX was estimated to be 100 mg/kg in rats.



