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Table 1. Background of patients in whom pharmacokinetics were studied

Case Age Cystic
Sex Diagnosis Cholecystitis Stone duct
no. (yr)
open

1 42 M Cholelithiasis severe + +

2 55 F Cholelithiasis severe + +

3 61 M Cholelithiasis severe + +

4 74 F Cholelithiasis severe + -

5 75 M Cholelithiasis severe + +

6 38 M Cholelithiasis slight + -

7 60 M Cholelithiasis slight + +

8 61 M Cholelithiasis slight + +

9 61 F Cholelithiasis slight + +
10 63 F Cholelithiasis slight + +
1 72 M Cholelithiasis slight + +
12 27 M Cholelithiasis none + +
13 47 F Cholelithiasis none + +
14 59 F Cholelithiasis none + +
15 57 M Hepatoma slight - +
16 67 F Pancreatic cancer none - +
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Table 2. Concentrations in gallbladder bile components of patients in whom pharmacokinetics were studied

Case Components in bile
Bacteria T.chole. Phospholipid T.bil. D.bil. Amylase T.bile acid Free BA
MO 10Mml) (mg/d) (mg/d) (mg/d) (mg/d) UA) PP (umoll) umotny /T C/CDC FIC P
1 0 374 3325 477.4 409.2 0 7.650 187012 278.38  2.957 0.448 0.0014 0.230
2 3 43 110 20.1 20.1 2 7.232 43900 606.59 52.989 0.669 0.014 0.929
3 9 68 1245 274 18.1 234  8.100 71388 311.63 7.842 1.998 0.0043 0.281
4 — — — — — — — — — — — - -
5 — — — — — - — — — — — -
6 0 — — — — —  8.000 59630 402.77 2.454 1.287 0.0068 0.58
7 3 420 2627 24.0 86.0 10 7.180 — — - — P
8 0 210 2679 280.0 120.0 0 — 317423 1840.16 4.395 0.791 0.0058 0.968
9 0 400 2115 79.5 65.0 0 7.368 83587 0 4616 1.143 0 0.325
10 6 35 410 26.5 24.0 8 7.870 52581 -100.76  2.907 0.700 0.0019 1.064
11 5 190 2045 55.5 48.0 65 7.600 80692 3124.61 17.890 0.597 0.0402 0.876
12 0 220 2555 113.5 51.0 0 8.400 305883 562.47 5.289 0.873 0.0018 0.684
13 0 342 2739 412.2 3244 0 7.370 387321 2504.90 3.631 1.202 0.0065 0.409
14 0 336 1975 93.5 78.6 0 7.900 216956 0 2.875 1.141 0 10.133
15 — — — — — — — — - - - - -
16 0 171 1270 170.0 133.0 9 8300 89556 56.45 6.227 2.471 0.0006 0.326
—: not determined
Table 3. Temafloxacin concentrations in serum, bile and gallbladder tissue
. Bile Bile Gallbladder
*
(‘;lz;se D(l;:: :;:; ael;unr;) Gallbladder Bile duct tissue
' g (ug/ml) (ug/ml) ug/e)
1 3 2.58 74.27 — 10.2
2 2 3.80 44 .41 29.19 124
3 5 0.96 5.53 — 1.6
4 3 0.49 0.45 — 0.6
5 3 0.62 0.75 — 0.2
6 3 2.32 11.14 20.54 2.2
7 3 1.99 18.98 - 4.0
8 5 1.47 49.39 - 6.7
9 3 2.49 20.45 - 3.5
10 3 2.43 8.66 10.69 3.1
11 2 2.40 4.59 — 5.3
12 2 0.14 1.88 1.48 0.7
13 2 0.05 0.56 — 0.2
14 3 1.32 20.22 — 5.2
15 4 1.68 6.29 - 6.0
16 4 1.98 - — 2.7
Average** 3.1 +1.0 1.67 = 1.03 17.84 + 21.77 15.57 + 12.00 4.0 £ 35

*Time elapsed after oral administration of temafloxacin

**means +SE or SD
—: not determined (not tested)
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Table 4-1. Clinical summary of temafloxacin
CaseAge o . Underlying Isolated organism Temafloxacin Clinical Bactfeno- Adverse Surgical
no. o 1agnosis disease _before dose total effect logical effect procedure
sex after mg x time x days dose (g) effect
1 33 cholangitis intrahepatic  P. aeruginosa
M cholelithiasis K. pneumoniae 150x2x 7 2.1 good decreased — —
P. aeruginosa
2 43 cholangitis pancreatitis  E. cloacae
M D.M. K. pneumoniae
B. intermediust 150x2x7 2.1  excellent decreased — —
E. aerogenes
A. caviae
E. faecium
3 69 cholangitis gallbladder unknown 150x2x7 2.1  excellent unknown — —
F cancer
4 69 cholangitis pancreatic unknown 150x2x 7 21 good unknown «— —
F cancer
5 76  cholangitis gallbladder  P. aeruginosa
F cancer E. cloacae 150x2x 8 24 good decreased — —

P. aeruginosa

D.M.: diabetes mellitus
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Table 4-2. Clinical summary of temafloxacin

Age \ Isolated organism Temafloxacin . . . Bacterio- .
ia:e (yr) Diagnosis Ugieel::neng before dose total Cel;gz:'[ logical Adf\;erse Surgical
' sex after mg x time x days dose (g) effect © ect procedure
6 77 cholangitis gastric E. aerogenes
M cancer S. marcescens
X. maltophilia 150 x 2 x 14 4.1 good decreased — -

E. aerogenes
S. marcescens
X. maltophilia

7 77 cholangitis bile duct P, retiger

F cancer P. aeruginosa
S. marcescens epe e 150 x 2 x 14 4.1 good decreased — -
P. aeruginosa
P. rettgeri
E. faecalis
8 79 cholangitis intrahepatic unknown 150x2 x 7 2.1 good unknown «— —
F cholelithiasis
9 57 cholecystitis cholelithiasis K. pneumoniae 150x2x 12 3.6 good decreased — -
M liver cirrhosis K. pneumoniae
D.M.
10 65 cholecystitis cholelithiasis unknown 150x2x7 2.1 good unknown «—— -
M
11 72 cholecystitis ~cholelithiasis _ unknown 150x2x10 3.0  good unkmown — = —
M D.M. K. pneumoniae
12 74 cholecystitis  cholelithiasis unknown 150x2 x 14 4.2  excellent unknown —— —
F
13 62 post-op closure of  E. faecalis
M wound anus iliacus  E. faecium 150x1x14 2.1  excellent eradicated — —
infection chronic renal B. fragilis
failure (=)
14 66 post-op ileus K. oxytoca )
M wound E. cloacae 150x1x7 1.05 good eradicated — -
infection (=)
15 63 post-op gastric S. aureus 150x2x 7 2.1 good eradicated — —
M intraabdominal cancer (=)
abscess

16 65 post-op esophageal unknown
M  pneumonia cancer

150x2 x 14 4.2 good unknown «—— -

D.M.: diabetes mellitus
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Table 5. Laboratory findings before and after temafloxacin therapy

Case:“"l RBC Hg Ht WBC St. Seg. Eos. Bas. Ly. Mon. Plat. GOT GPT ALP4-GTP D.Bil. T.Bl. BUN Cr.
w gy (LOED ) (mnd) %) ) ) @) (B (%) (0%mmd) QU) @) (W) AU) (mg/d) (mg/d) (mg/d) (mg/d)
1 21 B 450 134 415 800 0 73 0 1 22 4 239 20 17 224 5 05 14 10 0.8
A 460 14.0 424 7600 0 63 1 1 25 0 224 20 18 270 46 05 0.6 8 0.6

2 21 B 32 108 314 11000 10 71 0 0 9 9 362 38 59 631 170 09 13 18 0.3
A 403 117 356 7600 0 68 O 1 20 2 277 13 24 357 53 04 07 10 0.7

3‘2.1 B 34 105 329 1400 15 70 1 0 8 6 5.5 8 92 738 124 12 18 35 13
A 351 108 342 4000 0 48 3 1 38 10 113 38 41 682 103 05 08 29 0.8

' 21 B 290 95296 15200 5 75 4 0 11 5 1561 106 58 570 78 06 12 22 1.5
A 293 97301 5100 0 73 2 1 20 3 159 22 23 230 13 02 04 10 0.6

5 24 B 353 111 336 12900 3 77 0 0 16 4 164 94 8 723 206 1.0 16 15 0.9
. A 377 114 357 8100 0 53 1 2 35 9 216 24 9 472 121 02 03 16 0.8

6 41 B 316 102 314 4500 7 73 0 0 20 5 171 22 17 251 63 11 15 21 0.9
A 295 97294 6700 0 8 0 0 10 5 176 24 13 183 34 07 09 18 0.8

g 41 B 3%6 124 353 13400 20 72 0 0 3 5 134 29 27 350 53 08 15 15 0.5
A 359 113 346 480 0 55 1 0 33 11 185 17 10 257 15 02 04 10 0.5

8 21 B 306 111 344 2400 21 63 0 0 11 5 163 18 24 36 21 01 03 18 0.6
A 406 111 348 4100 1 75 1 0 18 5 247 21 19 280 11 01 04 16 0.6

9 36 B 397 123 387 11100 12 8 0 O 2 2 139 105 721184 1021 67 76 31 2.2
A 352 102 348 6700 2 56 2 0 30 10 407 64 50 859 797 16 23 22 14

10 21 B 442 139427 13400 10 77 3 0 4 6 188 231 460 479 344 06 12 20 1.3
A 435 13.7 418 5400 0 35 3 1 52 9 314 20 28 251 155 02 02 20 1.0

1 30 B 404 119 353 5500 18 66 1 1 6 8 8.7 140 134 602 185 43 55 19 0.9
A'3%0 117351 4600 0 63 2 1 28 6 329 20 8211 17 02 05 10 0.7

p 42 B 371 11533910800 0 8 0 0 11 4 290 31 77 40 133 39 51 13 0.6
A 385 119371 650 0 52 1 1 38 8 448 24 20 337 42 06 09 7 0.5

13 21 B 34 110331 9700 1 8 0 0 8 5 113 16 1 256 268 02 03 93 105
A 357 110336 490 0 77 1 1 11 10 111 22 10 248 165 01 02 77 9.3

i 105B 280 87269 12600 0 8 1 1 7 5 362 20 31 475 159 03 04 64 2.0
A 271 85258 6000 1 71 2 0 16 10 573 15 19 371 8 01 02 70 2.0

15 21 B 314 12337113700 1 70 3 2 16 8 275 20 21 222 23 04 06 17 0.9
A 377 121370 8700 0 39 2 0 5 6 270 27 18 224 19 02 04 19 0.8

16 42 B 4% 106 351 10700 0 8 0 0 9 3 333 6 8 215 29 02 0.6 10 1.0
A 412 101 350 4400 0 65 1 0 28 6 244 20 7 173 23 02 06 12 1.0
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Factors influencing biliary excretion and clinical evaluation
of a new oral antimicrobial agent, temafloxacin

Takeaki Shimizu, Osamu Sato and Yoshiaki Tsuchiya
Department of Surgery, Shinrakuen Hospital
1-27 Nishiariake-cho, Niigata 950-21, Japan

The present study was designed to evaluate factors influencing biliary excretion and provide a
clinical evaluation of temafloxacin (TMFX), a new synthetic, oral antimicrobial agent. Sixteen
patients who underwent surgery, 14 with cholelithiasis, one with hepatoma and one with
pancreatic cancer, were tested for biliary and cystic excretion of TMFX and bile acid in bile. In
every case, 300 mg was administered orally before cholecystectomy. Materials were obtained 3.1
+ 1.0 hours after the oral administration of TMFX. The concentrations of TMFX in serum, bile in
the gallbladder wall and bile acid in bile measured by the HPLC method. The levels of TMFX in
serum ranged from 0.05 to 3.80 «g/ml, in cystic bile from 0.45 to 74.27 p.g/ml and in cystic tissue
from 0.2 to 12.4 pg/g. The levels of total bile acid in cystic bile were 158.0+121.2 mM/L. The
TMFX levels in serum correlated very closely with the levels in cystic bile (r=0.56154, p<0.05)
and in the cystic wall (r=0.76752, p<0.01). The TMFX levels in serum correlated negatively with
the total bile acid concentration in cystic bile (r=—0.75058, p<0.01). The biliary excretion of
TMFX indicated that there was an adequate drug concentration to treat biliary infection.

The clinical efficacy of TMFX was evaluated in 16 patients: 8 with acute cholangitis, 4 with
acute cholecystitis, 2 with operative wound infection, one with intraabdominal abscess and one
with pneumonia. The results were excellent in 4 and good in 12 patients.

No side effects were observed.



