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Table 1. Plasma and prostate concentrations of FK037 (1.0g 60min D.1.)

No. 1 No.2 No. 3 No. 4 No.5 Mean SD
Age (yr) 70 58 61 65 69 64.6 5.13
Body weight (kg) 60 61 66 57 55 59.8 4.21
Time* (min) 70 60 55 35 50
Prostate (ug/g) 14.0 14.1 15.8 17.9 11.3 14.6 2.44
Plasma  (ug/ml) 25.3 25.6 35.4 41.7 59.6 37.5 14.2
Prostate/Plasma (%) 55.3 55.1 44.6 42.9 19.0 43.4 14.8

*time after administration
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Table 3. Overall clinical efficacy of FK037 in complicated UTI
L. Pyuria Cleared Decreased | Unchanged | Effect on bacteriuria
Bacteriuria
Eliminated 2 2 6
Decreased
Replaced
Unchanged 3 3
Effect on pyuria 2 2 5 Case total 9
@ Excellent 2
Overall efficacy rate
:] Moderate 4
6/9
Table 4. Overall clinical efficacy of FK037 classified by the type of infection
Group NO.' of Excellent | Moderate Poor Qverall
patients efficacy rate
group 1 (indwelling catheter) 5 1 2 2 3/5
group 2 (post-prostatectomy)
Monomicrobial
infection group 3 (upper UTI)
group 4 (lower UTI)
sub-total 5 1 2 2 3/5
group 5 (indwelling catheter) 2 1 0 1 1/2
Polymicrobial B )
infection group 6 (no indwelling catheter) 2 0 2 0 2/2
sub-total 4 1 2 1 3/4
Total 9 2 4 3 6/9
Indwelling catheter NO.‘ of Excellent | Moderate Poor Qverall
patients efficacy rate
Yes 7 2 2 3 4/7
No 2 0 2 0 2/2
Total 9 2 4 3 6/9
Table 5. Clinical summary of acute prostatitis patients treated with FK037
Pt Treatment . WBC* Bacteria® Evaluation**
"|Age D Duration|Fever* Pain on C MIC Side IRemarks
ose uration micturition*lyr1lv ol pelvralv olepelr: . ount cffects
no. (g*/day)| (days) VBI[VB2IEPS|VB3|VBI|VB2|EPS|VB3|  Species (CFU/mb) |(ug/mi) UTI Dr.
GOT
H + + M| W O | P. mirabilis 107 0.05 —58,
10163 | 1.0x2 7 — === —— | excellent |excellent| — (3~
_ — _ — |+ 0 _ GPT
(22—-94)
+ H M| H O E. coli 104 0.05
11143 1.0x2 7 — — === == | — [ excellent |excellent| — -
- - — |+ = 0O -
~ | P. aeruginosa 107 1.56
+ H H H ( .
12149 1.0x2 7 _ o2 E Jaecalis 100 moderate| good _ _
- - * O\ P zenginosa|  10° 3.13
, before treatment .. UTI: criteria proposed by the Japanese UTI committee

Pt.: patients

after treatment Dr.: doctor’s evaluation
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Table 6. Bacteriological response to FK037 in complicated UTI and acute prostatitis

Isolates No. of strains Era¢(:loi/: )a ted Persisted S;rfz:ierrmst?e?;(;:errilrtlg
Staphylococcus aureus 1 1
Enterococcus faecalis 6 5 1
Enterococcus faecium 1
Escherichia coli 1 1
Enterobacter aerogenes 1 1
Proteus mirabilis 1 1
Proteus vulgaris 1 1
Morganella morganii 1 1
Providencia rettgeri 1 1
Pseudomonas aeruginosa 4 4
Acinetobacter calcoaceticus 2 2
Alcaligenes sp. 1 1
Total 20 15 (75.0%) 5 1

Table 7. Laboratory findings before and after FK037 administration

Patients RBC Hb | Ht | WBC |Eos.| Platelet | GOT | GPT | ALP | LAP | y-GTP | t-bil | BUN | S-Cr
no. (x10*/mm3)| (g/dl) | (%) | (/mm?) | (%) |(X10*/mm?) |(KAU){(KAU){(KAU)|[(GRU) |(mU/ml)|(mg/dl)|(mg/dl) |(mg/dl)
1 B 357 11.2 |32.8| 4,900 (2.4 26.3 17 17 6.8 | 11.4 0.6 17.2 0.9
A 399 12.4 |35.7| 6,300|1.9 24.2 31 43 6.7 12.4 0.8 16.0 0.8
2 B 438 13.0 |39.8] 8,700 |0 14.9 23 10 6.8 | 18.0 0.4 15.2 1.2
A 409 12.1 |37.6| 5,300 3.0 21.5 31 33 7.2 25.0 0.4 13.2 1.2
3 B 473 15.8 [45.8| 8,400 3.0 27.8 20 7 5.8 | 186 22.0 0.7 10.1 1.1
A 445 14.8 [42.4| 7,600 | 2.6 29.9 15 8 5.4 | 152 11.8 0.5 13.5 1.1
4 B 398 12.0 |35.7| 5,000 | 2.0 29.3 12 5 6.4 | 159 17.0 0.5 13.4 0.8
A 387 11.7 |34.8| 5,800 (0 29.3 13 10 6.0 | 206 22.0 1.0 10.8 0.9
5 B 350 11.0 |33.9] 6,800 (1.8 19.9 10 6 4.6 | 119 10.1 0.3 15.9 1.0
A 343 10.6 |33.6] 7,300 (3.0 27.4 9 5 4.0 | 115 12.4 0.3 17.7 0.9
6 |B 439 11.8 [37.7| 7,300 | 1.4 19.8 23 11 9.6 | 124 9.1 0.5 22.7 1.0
A 457 11.9 |39.6| 5,800 |1.9 20.7 28 15 | 10.4 | 126 9.1 0.5 20.8 1.0
7 B 390 12.0 (37.3| 7,000 | 5.8 31.6 15 11 6.8 | _ 17.1 0.4 12.8 0.9
A 375 11.4 |35.1| 6,800 (5.7 23.1 12 11 6.5 18.5 0.3 9.8 0.8
8 B 386 11.5 |35.2| 6,000 1.5 65 92 | 11.0 | 161 20.8 0.5 20.3 0.7
A 405 12.2 |36.9| 8,300 |2.4 85 163 | 11.5 | 184 23.2 0.7 15.2 0.7
9 B 409 12.4 |37.7| 4,900 | 1.6 23 25 5.3 113 9.1 0.5 17.6 0.9
A 440 13.7 |40.8| 4,000 | 3.0 18 17 6.0 | 123 10.0 0.6 16.8 0.9
10 B 476 15.2 [{44.5| 21,700 | 0 20.7 23 22 9.1 185 30.3 1.6 31.0 1.8
A 496 15.5 |47.1] 5,500 | 1.1 30.1 58 94 8.6 | 180 25.5 0.7 17.1 0.8
11 B 483 14.3 |41.0{ 18,200 | 0 15.9 12 11 6.2 | 147 7.7 0.9 23.3 1.2
Al 524 15.6 |45.1| 6,200 3.0 24.6 17 16 5.8 162 10.5 0.7 16.4 1.2
12 |B 391 13.2 |38.1{ 15,200 | 1.0 11.0 17 14 6.7 | __ 32.0 0.7 14.7 0.9
A 411 13.7 |39.7| 5,000 | 3.4 24.6 26 34 7.6 45.3 0.3 14.8 0.8
B: before, A : after, : not done

BH%ERL, ceftazidime M Enterobacter cloacae, RHABBITHEORE 21T o 72, —MIC, BISZARIZHT
Enterobacter aevogenes, Citrobacter freundii \= % i@ BEOBITEMNEVER E b TE YD, BINIRAE
WHIEES AR T I EBBES ML 5> T3, BB L Tid, EROHBBITESEE 2R

4, FIZARAEKRAERE S Pl 2RI, FKO37 DR ez eE1oh b, £ 1g 605 A5G
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Hypertrophied prostatic tissue levels and clinical evaluation
of FK037 in urinary tract infections

Shinichi Makinose, Toshihiro Goto, Toshihiro Kitagawa, Shinichi Eta, Motoshi Kawahara,
Kazuya Kawahara, Daishi Yamauchi, Yasuhiko Nakame, Morio Nishida and Yoshitada Ohi
Department of Urology, Faculty of Medicine, Kagoshima University
(Director : Prof. Y. Ohi)

8-35-1 Sakuragaoka, Kagoshima 890, Japan

We investigated the prostatic tissue levels of FK037, a new parenteral cephem, in the patients with
benign prostatic hypertrophy. In a clinical study, FK037 was evaluated clinical efficacy on urinary
tract infections (UTI) and acute bacterial prostatitis.

Prostatic tissue levels of FK037 were measured at 35 to 70 minutes after 1g drip infusion in 5
patients with prostatic hypertrophy, who underwent transurethral resection of prostate or open
prostatectomy. The concentration of FK037 was 37.5+14.2xg/ml in the plasma and 14.6 £2.44xg/g in
the prostatic tissue.

The ratio of prostatic tissue level to plasma level was 0.43£0.15.

FKO037, at daily doses of 1~2g for 5 days, was given to 9 patients with complicated UTlIs, 7 patients
indwelling catheters. The overall clinical efficacy rate evaluated by criteria of the Japanese UTI
committee was 6/9.

FKO037 was given to 3 patients with acute bacterial prostatitis at a daily dose of 2g for 7 days, and
the overall clinical efficacy rate was 3/3.

Fifteen (75%) of 20 urinary bacterial strains were eradicated.

No adverse reaction was observed in these 12 cases. As abnormal laboratory findings, a slight
elevation of GOT and GPT, and GPT was observed in each one case.



