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Table 1 Summary of healthy volunteers
Age B.L. B.W.
Subject Sex
(yrs) (cm) (kg)
A M 21 176.3 78.5
B M 21 171.8 79.5
C M 21 S , 1801 68.3
D M 21 Sf ij@ 169.0 64.7
E M 21 TETPETTT O 165.7 60.6
F M 21 L 168.7 66.2 .
Mean *+ S.D. - 21 171.9 £ 5.4 69.6 + 7.7
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Table 2 Serum levels of THR-221 and CTT in healthy volunteers, cross-over {n=6)
1g, i.v. (HPLC)
. Serum level ( ug/ml)
Drug Subject iz* /4 1/2* 1.0* 2,0 4 4.0° 6.0°* 8.0%* 12-0“(h)
A 153. 92 122. 42 90. 15 60.36 | 34.96 14.13 7.47 3.94 1.4
B 162. 04 130. 20 98. 27 69. 31 38.15 19. 60 10.18 5.81 1.96
C 199. 62 138. 06 103. 03 79.26 | 51.20 21,72 10. 54 6.34 2.29
D 236.72 179.91 144,97 103.07 | 59.54 25.90 12.53 7.09 2.02
THR-221 E 189. 27 139. 14 112,07 81.34 | 50.02 24.91 11.77 6.07 2.23
F 133. 94 101. 36 85.74 70.25| 49.56 26. 30 11.73 6. 26 1. 96
Mean 179. 25 135.18 | 105.71 77.27| 47.24 22.09 10.70 5.92 1.93
+SD | +3690|+25.91|+21,38|+ 14.73| £+ 9.09 |+ 469 |+ 1.80 | £ 1.06 | £ 0.41
A 127.47 102. 23 74.07 53.84 | 36.15 18.81 10.76 6.25 2.53
B 148.40 [ 110.17 92.30 65.82 | 48.06 24.76 15.09 8.57 3.3
C 152.88 | 127.54 93.33 72.87 | 50.24 27.47 16.61 8.99 3.9
D 189.71 152. 56 123.97 89.91 | 65.14 34.88 20. 50 11.97 4.9
Tt E 157.95 | 123.46 94. 57 79.62 | 50.89 30. 20 16. 40 10.77 4.37
F 141.79 | 117.00 88.92 66.95 | 43.30 24.62 15.39 9.05 3.58
Mean 153.03 | 122.16 94. 53 71.50 | 48.96 26.79 15.79 9.27 3.78
+ SD. |+ 20.84 | + 17.45| £ 16.27 | £ 12.42 | £ 9.63 |+ 5.48 |+ 3.14 |+ 1.96 | £ 0.85
* . p<0.05
** . p<0.01
Table 3 Serum levels of THR-221 and CTT in healthy volunteers, cross-over (n=6)
1g. i.v. (Bioassay)
Drug Subject Serum level (zg/ml)
1/12°* 1/4 1/2 1.0 2.0 4.0* 6.0°* 8.0%* | 12.0°*(m)
A 167. 27 128. 20 86. 60 66.42 38.35| 13.38 6.16 2.26 1.83
B 169.89 | 139.96 103. 44 65. 23 39.29 | 20.64 9.19 5.17 2.2
C 226.49 | 139.44 96. 62 88.93 47.33| 19.15 10.28 6.13 1.60
THR-221 D 247.64 | 188.95| 144.70 99.31 55.79 | 24.40 13.16 6.97 2.39
E 199. 14 155.50 | 107.58 73.00 44.97 | 22.57 10.98 5.4 1.79
F 129.60 | 101.03 89.18 74.68 45.76 | 22.64 12.02 5.99 2.13
Mean 190. 01 142.18 | 104.69 77.93 45.25| 20.46 10.30 5.33 1.99
+SD. |+ 43.14 |+ 29.21 | £ 21.18| + 13.47 |+ 6.31| % 3.91 |+ 2.45 [+ 1.63 | £ 0.30
A 124.86 | 114.07 77.44 45.91 32.30| 17.71 10.70 5.60 2.85
B 139.90 | 113.20 83.63 61.43 51.57 | 22.82 13.26 8.41 3.00
C 152.04 | 137.41 88.90 70. 06 50.62 | 26.93 16. 62 8.30 3.3
CTT D 182.65 | 151.55 | 114.73 82.42 67.85| 35.59 21.38 11.30 4.88
E 161.71 127.02 96. 15 85.95 54.94 | 32.78 15.96 10. 49 4.84
¢ F 142.80 | 114.17 96. 31 63.84 42.97 | 22.11 14.78 9.73 3.00
eeF| Mean 150. 66 126. 24 92. 86 68. 27 50.04 | 26.32 15.45 8.97 3.66
| £SD. |+ 19.95|+ 15.68 | + 12.96 | + 14.71 | £ 11.90 | + 6.81 |+ 3.59 |+ 2.02 |+ 0.95
* . p<0.05
** . p<0.01

»’ B “,Hgv &
.‘,"7’2 o1t

SR .t
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Fig. 1 Serum levels of THR-221 and CTT in healthy volunteers, cross-over (n=6)
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Table 4 Pharmacokinetic parameters of THR-221 and CTT in healthy volunteers, cross-over (n=6)

1g, i.v. (HPLC)
Drug Subject a A Tiz (a) Tz (B)** Vdss** AUC** Clp**
(h™") (h) (h) (h) (L) (#g-h/ml) (ml/min)
A 2.10 0. 361 0.331 1.92 9.76 233 71.5
B 1.84 0. 304 0. 377 2.28 9.71 277 60. 2
C 5.20 0. 381 0.133 1.82 7.59 318 52.4
THR-221 D 2.26 0. 369 0. 307 1.88 6. 06 390 42.7
E 334 0. 359 0. 207 1.93 7.71 329 50.7
F 7.61 0. 343 0. 091 2.02 9.47 298 55.9
Mean 3.73 0. 353 0.241 1.98 8.38 308 55.5
+SD. |+ 2.27 + 0.027 + 0.115 + 0.16 *+ 1.50 + 53 + 9.7
A 2.65 0. 286 0. 262 2.43 12. 48 249 66.9
B 3.27 0. 284 0.212 2.44 10. 23 318 52.4
C 2.75 0.274 0. 252 2.53 9.71 344 48.4
CTT D 2.56 0.272 0.271 2.55 7.73 437 38.1
E 3.34 0.274 0. 208 2.53 9.39 363 45.9
F 2.14 0.254 0.324 2.73 11.04 317 52.6
Mean 2.79 0.274 0. 255 2.54 10.10 338 50.7
+SD. | £ 0.45 + 0.011 + 0.043 + 0.11 + 1.60 + 62 + 9.6
* . p<0.05

** . p<0.01
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Table 5 Urinary excretion of THR-221 and CTT in healthy volunteers, cross-over (n=6)
1g, i.v. (HPLC)
0~2 2~4 4~6 6~8 8 ~ 12 0 ~ 12 (h)
Drug ?:3' Level Recovery®| Level® | Recovery®| Level Recovery Level Recovery Level Recovery Rm:over? Rate**
(pg/ml) (mg) (p8/ml) (mg) (pg/ml) (mg) (pg/ml) (mg) (pg/ml) (mg) (mg) (%)
A 4884.90 449.4]1 | 1822.72 153.11 | 1023.63 71.65 473.88 32.70 97.43 2].04 721.91 72.79
B 6024. 20 373.50 | 2269.88 143: 00 769. 38 63.09 393.58 38.57 94.71 i 30.69 648. 85 64. 89
C 7064. 51 388.55 | 2895.72 156.37 | 1174, 82 74.01 505. 26 35.87 155.01 31.31 686.11 68. 61
THR-221 D 6689. 55 394.68 | 3942.54 149.82 | 1800. 59 82.83 564. 74 37.27 162.29 24.99 689.59 | 68.96
E 6057. 99 357.42 | 3039.88 148.95 977.82 70. 40 390. 02 35.88 197. 40 27.64 640.29 | 64.03
F 4616. 52 337.01 | 1153.33 179. 92 246. 55 80.13 173.37 40, 57 59.11 30. 50 668.13 | 66,81
Mean | 5889, 61 383.43 | 2520.68 155. 20 998. 80 73.69 416.81 36.81 127. 66 27.70 676. 81 67.68
$SD. | £969.22 | + 38.56 | £985.05| £ 12.91| £508.61 | + 7.11| +136,74| + 2.69[ + 51.98| + 4.04]| % 31.79| £ 3,18
A 3401. 63 360.57 | 1459.19 137.16 246.21 56. 63 359. 27 43.47 42.45 29.55 627.38 | 62.74
B 2521. 67 55.48 | 1021.22 136. 84 318.59 79.97 368. 50 43.11 73.82 41.19 356.59 | 35.66
C 3038.03 273.42 | 1606.52 114.06 757. 39 62.11 531. 86 36.70 190.13 29.85 516. 14 5161
CTT D 2893. 82 321.21 | 1475.73 135.77 456. 19 49. 27 279.55 38.02 119. 29 32.45 §76.72 | 57.67
E 5022. 32 296.32 | 2184.45 126.70 814.80 66. 81 422.99 39.34 60.71 34.79 563.96 | 56.40
F 3175. 45 279. 44 943. 16 136. 76 300. 41 68. 19 299. 67 35. 06 45. 65 29. 31 548.76 54.88
Mean | 3342.15 264.41 | 1448.38 131.22 482.27 63.83 376.97 39.28 88. 68 32.86 531.59 | 53.16
1SD. | £874.18 | £107.19 | £448.42 | + 9.31| +245.98( + 10.54 | + 91.61| = 3.41| + 56.96| + 4.60| + 93.19| + 9.32
* . p<0.05
** . p<o.01
Table 6 Urinary excretion of THR-221 and CTT in healthy volunteers, cross-over (n=6)
1g. iv. (Bioassay)
0~ 2 2 ~4 4~ 6 6 ~ 8 8 ~ 12 0~ 12 ()
Drug | Sub- Leve)**| Recovery Level® | Recovery Level® | Recovery Level Recovery ®| Level Recovery®| Recovery®| Rate*
<t | G | me) | Gam) | me) | Gam) | me) | (amd | me) | (uemh) | mg) | me | (%)
A 4762.05 438.11 | 1697.05 142. 55 838. 41 58. 69 493.15 34.03 88.72 19.16 692.54 | 69.25
B 5584. 60 346.25 | 2055.55 129. 50 647.53 53.10 300.13 29.41 115.08 37.28 595. 54 59.55
C 6762. 00 371.91 | 2670.95 144.23 | 1217.56 76.71 422.58 30.00 145.50 29.39 652.24 { 65.22
THR-221 D 6405. 30 377.91 | 3202.58 121.70 | 1311.07 60. 31 404.47 26.70 136.04 21.00 607.62 | 60.76
E 5615. 82 331.33 | 2497.20 122. 36 893.85 64. 36 341.05 31.38 144.76 20.27 569.70 | 56.97
F 4231. 60 308.91 | 1079.13 168. 34 278. 30 90. 45 140. 66 32.91 52.52 27.10 627.71 62.78
Mean | 5560. 23 362.40 | 2200.41 138.11 864. 45 67.27 350. 34 30.74 113.77 25.70 624.23 62.42
+SD.| £955.45| + 45.06 | £754.38 | + 17.68 | +378.50 | + 13.84 | £122.57| £ 2.63| + 37.00| + 6.99| + 43.67| + 4.37
A 3406. 13 361.05 [ 1282.11 120. 52 262.45 60. 36 300. 65 36.38 38. 80 27.00 605. 31 60.53
B 2608. 66 57.39 | 1191.83 159.71 288. 87 72.51 380. 44 44.51 64.41 35.94 370.06 | 37.07
C 3027. 28 272.46 | 1662.71 118.05 761,52 62. 44 588.32 40.59 176. 41 27.70 521.24 52.12
CIT D 2825.19 313.60 [ 1654.75 152. 24‘ 405. 22 43.76 282. 14 38.37 106.03 28.84 576. 81 57.68
E 4612.56 272.14 | 2099.00 121.74 897. 00 73.55 425. 34 39.56 56.12 32.16 539.15 53.92
F 3458.79 304. 37 972.08 140. 95 307.73 69. 85 330. 80 38.70 52.69 33.83 587.70 98.77
Mean | 3323.10 263.50 | 1477.08 135. 54 487.13 63.75 384.62 39.69 82.41 30.91 533.38| S53.34
+SD. | £711.88 | £106.14 | +£406.75| £ 17.97 | £272.75| + 11.16 | £112.80| + 2.75| + 51.37| + 3.61 | + 85.87 | + 8.58
* . p<0.05

.

* p<0.01
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Fig. 2 Urinary excretion of THR-221 and CTT in healthy volunteers, cross-over (n=6)
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Table 7 Serum levels of THR-221 in healthy volunteers, cross-over (n=6)
1g, i.v. (HPLC)

. Serum level ( ug/ml)
Drug | Subject 1/4 1/2 1.0* | 20°*] 4.0°*] 6.0°*] 8.0°*12.0°*(n)
A 153.92 122. 42 90. 15 60. 36 34.96 14.13 7.47 3.94 1.14
B 162.04 130. 20 98.27 69. 31 38.15 19. 60 10.18 5.81 1.96
C 199. 62 138. 06 103. 03 79. 26 51.20 | 21.72 10.54 6.34 2.29
THR-221 D 236.72 179.91 144.97 103.07 59. 54 25.90 12.53 7.09 2.02
alone E 189. 27 139.14 112.07 81.34 50. 02 24.91 11.77 6.07 2.23
F 133.94 101. 36 85.74 70. 25 49. 56 26. 30 11.73 6. 26 1.96
Mean 179.25 135.18 105.71 77.27 47.24 22.09 10.70 5.92 1.93
+SD |+ 36.90 |+ 25.91 |+ 21.38| + 14.73|+ 9.09|+ 4.69 |+ 1.80 |+ 1.06 | = 0.41
A 181. 27 126. 36 101.72 77.32 58.42 36.59 19.51 11.27 3.41
B 188.14 157.61 116.92 99.63 63.73 | 44.20 27.31 16. 53 6.28
THR-221 C 183.73 153. 08 109. 69 80. 85 64.77 37.04 20. 98 12.88 4.74
with D 226. 27 157.08 138. 05 108. 24 83.60 | 43.17 27.29 15. 51 5.95
C E 223.37 157.22 140. 35 113.08 86. 61 53.10 31.79 20.11 7.49
probenecid
F 198.18 153. 94 126.78 87.90 66.35| 36.27 19. 52 12.13 5.14
Mean 200. 16 150. 88 122.25 94. 50 70.58 | 41.73 24.40 14.74 5.50
+SD. |+ 19.98| + 12.16 | + 156.53 | + 14.73 | + 11.60 | + 6.57 |+ 5.12 | £ 3.32 | = 1.40

* p<0.05
**  p<0.01
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Table 8 Serum levels of THR-221 in healthy volunteers, cross-over (n=6)
1g. i.v. (Bioassay)
. Serum level (ug/ml)
Drug | Subiest U | 1/ /2° | 1.0 2.0 ] 4.0°*[ 6.0°°[ 8.0°°[120° ()
A 167.27 | 128.20 86. 60 66. 42 38.35| 13.38 6.16 2.26 1.83
B 169.89 [ 139.96 [ 103.44 65.23 39.29 | 20.64 9.19 5.17 2.0
C 226.49 | 139.44 96. 62 88.93 47.33| 19.15 10.28 6.13 1.60
THR-221 D 247.64 | 188.95| 144.70 99, 31 55.79 | 24.40 13.16 6.97 2.39
alone E 199.14 | 155.50 | 107.58 73.00 44,97 [ 22.57 10.98 5.44 1.79
F 129.60 | 101.03 89.18 74. 68 45.76 | 22.64 12.02 5.99 2.13
Mean 190. 01 142. 18 104. 69 77.93 45.25 20. 46 10. 30 5.33 1.99
+SD |+ 4314+ 29.21 |+ 21.18| £ 13.47| £ 6.31 | £ 3,91 |+ 2.45 | £ 1.63 |+ 0.30
A 186.74 135.05 107.45 75.51 57.39 35.63 20, 30 11.87 3.62
B 197.29 | 159.46 | 116.71 99,92 66.46 | 46.42 25. 64 14.80 5.83
THR-221 c 200.88 | 161.11 123.70 81.95 63.12| 38.36 21.65 14.21 5.41
with D 222.69 157.03 132.92 102.79 88.75 42.19 26.78 17.18 6.30
probenecid E 192. 50 150. 71 131.54 115. 67 81.61 49.70 29.00 18. 65 6.50
F 198. 81 153. 50 126. 34 85.92 61.87 36. 25 20. 35 11.90 4.51
Mean 199. 82 152. 81 123.11 93.63 69. 87 41.43 23.95 14.77 5.36
+SD |+ 12.30| £ 9.50| £ 9.64 | £ 15.06 | £ 12.42| £ 5.72 |+ 3.69 |+ 2.75 | £ L1l
* . p<0.05
** . p<0.01
Table 9 Pharmacokinetic parameters of THR-221 in healthy volunteers, cross-over (n=6)
1g, iv. (HPLC)
Drug Subject a B* Tz (a) Twv: (B)* Vdss AUC* Clp**
(h'") (h) (h) (h) (L) (ug-h/ml)| (ml/min)
A 2.10 0. 361 0.331 1.92 9.76 233 71.5
B 1.84 0. 304 0.377 2.28 9.71 277 60. 2
C 5.20 0. 381 0.133 1.82 7.59 318 52.4
THR-221 D 2.26 0. 369 0. 307 1.88 6.06 390 42.7
alone E 3.4 0.359 0. 207 1.93 7.711 329 50.7
F 7.61 0.343 0.091 2.02 9.47 298 55.9
Mean 3.73 0.353 0. 241 1.98 8.38 308 55.5
+SD. |t 2.27 + 0.027 + 0.115 t 0.16 + 1.50 t+ 53 + 9.7
A 5. 47 0.277 0.127 2.50 8.58 397 42.0
B 2.72 0.234 0. 255 2.96 7.9 501 33.3
THR-221 C 3.26 0. 258 0.213 2.68 8.29 433 38.5
with D 7.45 0.283 0.093 2.45 6.33 538 31.0
) E 7.82 0. 254 0.089 2.73 6.34 603 27.6
probenecid
. F 2.87 0.275 0.241 2.52 7.61 440 37.9
0. Mean 4.93 0.264 0.170 2.64 7.52 485 35.1
+SD. |+ 2.32 * 0.018 t 0.075 + 0.19 + 0.97 x 77 + 5.4
* . p<0.05

L X N

p<0.01



VvOL. 36 S-5 CHEMOTHERAPY 381

Fig. 3 Serum levels of THR-221 in healthy volunteers, cross-over (n=6)
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Table 10 Urinary excretion of THR-221 in healthy volunteers, cross-over (n=6)

1g, i.v. (HPLC)
0~ 2 2~ 4 4 ~ 6 6 ~ 8 8 ~ 12 0 ~ 12(h)
Drug ]Se“c‘:- Level®**| Recovery *| Level®®| Recovery®| Level®*| Recovery®| Level Recovery Level Recovery®| Recovery T Rate**
(pe/ml) (mg) (pg/ml) (mg) (pg/ml) (mg) (p8/ml) (mg) (pg/ml) (mg) (mg) (%)
A | 4884.90 449.41 | 1822.72 153.11 | 1023.63 71.65 473.88 32.70 97.43 21.04 727.91| 72.79
B 6024. 20 373.50 | 2269.88 143.00 769. 38 63.09 393.58 38.57 94.71 30. 69 648.85 | 64.89
C 7064. 51 388.55 | 2895.72 156.37 | 1174.82 74.01 505. 26 35.87 155. 01 31.31 686.11 | 68.61
THR-21| D 6689. 55 394.68 | 3942.54 149.82 | 1880.59 82.83 564.74 37.27 162. 29 24.99 689.59 | 68.96
alone E 6057. 99 357.42 | 3039.88 148.95 977.82 70. 40 390. 02 35.88 197.40 27.64 640.29 | 64.03
F 4616. 52 337.01 | 1153.33 179.92 246. 55 80.13 173. 37 40. 57 59.11 30.50 668.13 [ 66.81
Mean | 5889. 61 383.43 | 2520.68 155. 20 998. 80 73.69 416. 81 '36. 81 127. 66 27.70 676.81 | 67.68
+SD. | £969.22 | + 38.56 | +985.05| + 12.91| £508.61 | + 7.11 | £136.74| + 2.69| + 51.98{ + 4.04| + 31.79| $3.13
A 1901.13 231.94 720. 65 92. 96 334.29 66. 52 267.83 45.00 123. 65 53.17 489.59 | 48.96
B 1360. 45 246.24 603. 50 101. 99 317.40 57.45 145. 06 44.97 121. 40 43.95 494.60 | 49.46
THR-221| C 1743.43 242.34 829.91 86.31 491.99 55.59 345.56 33.86 167. 58 44,91 463.01 | 46.30
with D 2441. 80 295. 46 819.77 91.81 515. 64 53.63 288.11 33.42 172.09 34.07 508.39 | 50.84
probe-| E 2362. 95 231.57 | 1135.17 94. 22 267.83 §7.05 220.53 37.93 156. 32 40. 96 461.73 | 46.17
necid F 1090.11 | 240.91 419. 90 94, 06 106. 76 54. 66 311.76 38.03 68. 80 37.01 464.67 | 46.47
Mean | 1816. 65 248.08 754, 82 93. 56 338.99 57.48 263. 14 38.87 134.97 42.35 480.33 | 48.03
1+SD. | £536.23 | + 23.94 | +241.15| + 5.05| £151.06 | + 4.65 | £ 71.50 | + 5.12| + 38.96| + 6.71| + 19.84 | +1.98

* . p<0.05
** p<0.01
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Table 11 Urinary excretion of THR-221 in healthy volunteers, cross-over (n=6)

1g. i.v. (Bioassay)

0~ 2 2 ~4 _I 4~ 6 6~8 J 8 ~ 12 0~ 12(h)
Drug sj‘el?t- Level®*| Recovery®| Level®®| Recovery *| Level®®| Recovery | Level Recovery ©| Level®*] Recovery®| Recover Rate®*
(u8/ml) (mg) (p8/ml) (mg) (ug/ml) (mg) (ug/ml) (mg) ( 48/ ml) (mg) (mg) (%)

A 4762. 05 438.11 [ 1697.05 142, 55 838.41 58. 69 493.15 34.03 88.72 19.16 692.54 | 69.25
B 5584. 60 346.25 | 2055.55 129.50 | - 647.53 53.10 300.13 29.41 115. 08 37.28 595.54 | 59.55
C 6762.00 | 371.91 | 2670.95 144,23 | 1217.56 76.71 422.58 30.00 145. 50 20.39| 652.24| 6522
THR-221| D 6405. 30 377.91 | 3202.58 121,70 | 1311.07 60. 31 404. 47 26.70 136. 04 21.00 ( 607.62| 60.76
alone E 5615. 82 331.33 | 2497.20 122. 36 893. 85 64. 36 341.05 31.38 144.76 20.27 569.70 | 56.97
F 4231.60 308.91 | 1079.13 168. 34 278. 30 90.45 140. 66 32.91 52.52 27.10 627.71| 62.78
Mean | 5560.23 362.40 | 2200.41 138.11 864. 45 67.27 350. 34 30.74 113.77 25.70 624.23 | 62.42
$SD.| £955.45| + 45.06 | £754.38 | + 17.68 | +378.50 | + 13.84 | £122.57 | + 2.63| + 37.00 + 6.99 | * 43.67| + 4.37
A 1912.95 233.38 813.84 104.99 358. 46 71.33 250.43 42,07 123.61 53.15 504.92 | 50.49
B 1436. 33 260. 00 658.71 111,32 323.74 58. 60 150. 26 46.58 124.75 45.16 521.66 | 52.17
THR-221| C 1853, 46 257.63 945. 35 98, 32 526. 06 59. 44 356. 07 34.89 165. 61 44.38 494.66 | 49.47
with D 2724.20 329. 63 958. 86 107. 39 511.29 53.17 276.13 32.03 157.27 31.34 §53.56 | 55.36
probe- | E 2546. 70 249.58 | 1239.42 102. 87 288.58 61.47 245. 16 42.17 162. 39 42.55 498.64 | 49.86
necid F 1341.75 296. 53 532,93 119. 38 121.51 62.21 331.38 40.43 66. 63 35.85 554.40 | 55.44
Mean | 1969.23 271.13 858. 19 107.38 354.94 61.04 268. 24 39.70 133.38 42.07 521.31| 52.13
1SD. | £565.28 | + 35.39 | £249.25| + 7.32| +150.74| + 5.96| + 72.85| + 5.32| £ 37.62| + 7.64| t 26.94| + 2.69

*  p<0.05

s 5<0.01

Fig. 4 Urinary excretion of THR-221 in healthy volunteers, cross-over (n=6)
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HIEAAT R CTORBKKRIELMIZ Table 130 E B H T,
FHOBHIC L DERREMOREERIALN L5
A

m. % »

THR-22113 Hoechst # # X U° Roussel #12 & - T3[H
RR S N7 cephem RILERTH BV, TR OHM 2~
I VIZBPIREEH DI NIZ, S. pyogenes, S. preumo-
nige, H. influenzae, N. gomorvhoeae 2 &'V O B LU,
7 cefuroximase LA} ) % §-1actamase - b WH TRE
Thb, FAMROE TORK OKRIT, Mkl ceph-
alosporin 4% 3 fiLiZ thiazolylthiomethyl X% H L T
ALOICRBERITY, TRV MAER LR
AN - MRBBITHERTILIZHD LI,

BB 12 THR-221% 1.g MHE L 7= & X O hilk i,

MHES FMHIC179.25 ug/ml DM L S oD D, 1,988
MO Tia(B)%e b > TR L TIZBEMMIZI131.93 g/ ml
IZETF L7se —7, FREMELZCTT IIRHES 2k
{2153.03 pg/ml & THR-22LIZLE L TR BME E 5 /2
Yoo, DEomPiREREBIZL)BRIRICET L(T.
(B):2.54FM), 12B8M T % 3.78 ug/ml DIRIE % #
BLT7 EROM2BEMEVD Ti(f)id, Cefota-
xime, Cefmenoxime, Ceftizoxime, Latamoxef, Cefpimi-
zole, Ceftazidime % &' @ Tvz(8) & 1) # {, Ceftriaxon
(CTRX), Cefpiramide(CPM), CTT % &' X D iz
DEER LN,

THR-221 DML A 12 3313 5 1285 M JRARER b [B] 4R 28 13
67.68% T, MERIZHA Lz CTT M53.16% & h (S
EREh, ZFOBHIZEL LTEREAMLTITbRA
bNLEBEINS, T, BHRFICOVTORFT

Table 12 Clinical results with THR-221

Case N ' , . .'Administration - . Response Side-
No. Age | Sex Clinical diagnosis Organism Daily ' dose | Duration Clinical Bacteriolog‘icll effects Remarks
(g X times) (days)
1 27 M Pneumonia S. aureus 1.0X2 d.i. 1 Good Eradicated - ldiop?mic
cardiomyopathy
1.0X1 1 Diabetes mellitus
2|78 M | Pneumonia N.D. 0.5X2 iv. 13 Excellent Inevaluable - Cerebral infarctios
1.0X1 d.i. 1
3 87 M | Pneumonia H. influenzae | Good Replaced - Hypertension
0.5X2 iv. 11
4 | 58 | M | Cholecystitis N.D. 1.0X2 di. 11 Excellent Inevaluable - G'allstone .
Diabetes mellitus
5 | 48 F | Chronic pyelonephritis E. coli 1.0X2 d.i. 10 Good Eradicated - Diabetes mellitus
ND. : Not detected
Table 13 Laboratory data on THR-221 administration
Case Before RBC Hb WBC PLTS GOT GPT Al-P BUN S-Cr
No. After (X104 (g/d1) (X10%  (X10% | (mU/ml) (mU/ml) (BLU/L) | (mg/dl)  (mg/dl)
1 Before 542 16.4 8.3 16.9 12 2 3.3 13 1.1
After 541 16.3 4.7 17.4 19 13 4.7 14 1.0
2 Before 430 12.3 22.7 16.8 8 2 2.2 12 0.8
After 425 12.2 8.2 23.4 8 4 2.4 19 0.8
3 Before 353 11.3 6.3 28.2 9 6 1.2 16 1.1
After 389 12.2 4.8 25.4 15 5 1.7 18 1.2
4 Before 440 14.1 11.0 19.0 13 10 2.4 18 1.1
After 451 13.8 4.9 25.4 21 41 2.9 20 1.3
5 Before 395 12.4 4.0 31.8 11 5 1.6 15 0.8
After 429 13.2 3.9 29.9 11 3 1.5 10 0.7
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iX, probenecid & DBERII= & h K] o) M1 M |3 AU
RBRRICHNTHEICH, »oBEL, RPEINEIH
BIETLAZI RS, FRICRREEILODLTE
ARSIz,

MR E & ORSEATG IR IL, —A I
AE LA L, M W T oM & -
TORMENDZZ L, IKHMLNEETHD, oL
i, MiRREAMEEIMWML, TARIEHERFEE LTk
RGMRBE & BN TS CTRX(Tiz(B) ; 6.8085 1),
CPM(Tw2(8) : 3.998:M)®, CTT" 2 &4k, W¥Fn bl
PN AE . THR-221i2E MR E & OM S
86% & CTT M93. 1% LTRPELY, £0 Wik
ML T OB AR EREMA T T GELREEH S
DRWbHHI LS, REOMPYERIIACTT DE
NINETFEMHBSRbDLHERINT,

bhbhiitik3pl, BEESLURERENLE
BIDET S B THR-221 X BRIRMEA L, 2MICHSLUE
DEME X7, B - BENLZRERRLAICALRT,
TLERCE DL BRDNIBRREBORE LTI b 20
2% (R3NP AN

AHRESICBRRNXERON, FOEPES LU
BUAHZEND 2 6L, THR-221EERDE LA 2B
HE L4572\ cephem RIERTHLEEL LN,
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CLINICAL STUDIES ON CEFODIZIME(THR-221)

ATSUSHI SAITO, JINGORO SHIMADA, MAsAHISA OMORI, KonyA SHiBA, TakEHISA YAMAJl, TosHio Hojo,
MasanoBu Kaiui, SHINICHIRO OkuDA, Seut Horl and TADASHI MIYAHARA
Second Department of Internal Medicine, The Jikei University School of Medicine, Tokyo

YasusHl Uepa
The Jikei University School of Medicine, Tokyo

Cefodizime( THR-221), a newly developed cephem antibiotic, was investigated for its absorption, excretion and efficacy
in the treatment of various infections in the field of internal medicine.

Absorption and excretion: THR-221 and cefotetan (CCT) were given i.v. at 1g each to 6 healthy adult volunteers, and
blood levels and urine excretion were compared for the 2 drugs by cross-over method. The pharmacokinetics of THR-221
in combination with probenecid were also studied to confirm secretion by the renal tubules.

The blood level of THR-221 5 min after administration of 1g was 179.25 xg/ml and decreased with a half-life( 3 -
phase) of 1.98 h and 1.93 xg/ml at 12 h. On the other hand, the blood level of the equivalent dose of CTT was 153.3 ug/
m! at 5 min and decreased more gradually than THR-221, with a half-life of 2.54 h. The cumulative recovery rate in
urine over 12 h was 67.68% for THR-221 and 53.16% for CTT. The half-life of THR-221 in combination with probene-
cid was prolonged(1.98—2.64 h), AUC was expanded(308—485 ng-h/ml) and urinary cumulative recovery decreased
(67.68—48.03% ). We therefore suspect that this drug is secreted by the renal tubules.

Clinical outcome: THR-221 1~2g daily was given to a total of 5 patients for 10~ 14 days: 3 cases of pneumonia, 1 each
of cholecystitis and chronic pyelonephritis. Clinical efficacy was excellent in 2 and good in 3 patients. Distinct pathogens,
— S. aureus, H. influenzae and E. coli — were eliminated. No subjective or objective adverse reactions, and no abnormal
laboratory findings were observed.



