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Fig. 1. Plasma levels of FK037 in aged patients Fig. 2. Urinary levels and recovery of FKO037 in aged
(1.0g, 1h, D.LLV)) patients (1.0g, 1h, D.I.V.)
Table 1. Pharmacokinetic parameters
No Ccr‘ Coax T1/2p8 AUC,-. Vdss Cl total Cl renal
’ (m!/min) (ug/ml) (h) (ug * h/ml) (1/body) (m!/min) (ml/min)
1 59.4 53.5 8.01 308 34.3 54.2 34.3
2 75.0 82.1 3.12 279 14.6 60.5 40.1
Adult Volunteers*
e 60.0 2.27 163 16.0 104 101

*: refer to phase I study by M. Nakashima et al.?
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Table 2. Concentration of FK037 in sputum Table 3.  Concentration of FK037 in bile
N Sputum concentraion (uzg/ml) N Bile concentraion (zg/ml)
o. o.
1h 4h 0~2h 2~4h 4~6h 6~8h
1 0.466 0.673 2 16.1 16.1 14.3 12.3
Table 4. Clinical results of FK037 treatment
N Age Sex Diagnosis Isolated organisms Dosage Clinical Adverse
o (yr) € (Underlying disease) (before/after) g X times Xdays efficacy effects
Pneumonia S. pneumoniae
1 | 72 | m | (Oldcerebellar H. influenzae 1.0x2x14 Good (=)
hemorrhage
D.M., Hypertension) (=)
Acute cholecystitis
2 74 M | (Gastric cancer ND 1.0x2x14 Good (-)
post operation)
Pneumonia H. influenzae
3 78 M | (Chronic obstructive 1.0x2x11 Excellent (-)
pulmonary disease) (=)
S. pneumoniae
4 85 F Otitis media 5 1.0x2x11 Excellent (=)
Cholecystitis, cholangitis - _
> 8 F (Rheumatoid arthritis) ND 0.5x2x10 Good (=)
6* | 57 | M Pneumonia NF 2.0x2x15 Good (=)
0| M Pneumonia NF 1.0x2x14 Excellent | (=)
(Small cell carcinoma)
N Pneumonia _
8 81 M (Bronchial asthma) NF 0.5x2x14 Good )
) S. pneumoniae
9 71 M Chronic bronchitis ) 2.0x2x7 Excellent (=)
10 76 M Infected bronchiectasis NF 2.0x2x15 Excellent (=)
Chronic bronchitis
11 64 M | (Lung cancer NF 2.0x2x14 Unknown (=)
post operation)
Pneumonia s
12 75 M (Bronchial asthma, . aureus 1.0x2x3 Unknown (—)
Old cerebrovascular ND
disease)
Cholangitis
13 | 81 | p | (Castriccancer ND 1.0x2%9 Unknown | (=)
liver metastasis,
D.M., Hypertension)

*: dose finding study*

ND: not determined, NF : normal flora

D.M.: diabetes mellitus
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Table 5. Laboratory findings before and after FK037 treatment
No, | Lefore RBC Hb | WBC | Eosino | Platelet |GOT|GPT|ALP| BUN | S<Cr
treatment | (% 104/mm?) | (g/dD) | (/mm?) (%) (10*/mm?) | (IU) | (TU) | (IU) | (mg/bl) | (mg/dl)

1 before 456 13.6 16,800 0 18.2 13 10 154 30 1.1
after 378 11.4 8,800 2.5 44 4 14 12 111 27 0.9
before 400 11.3 13,600 0 21.4 96 69 486 26 1.1

2 after 373 10.5 6,500 4 40.0 60 76 | 1524 9 0.9
before 370 11.4 6,900 1.0 55.4 21 26 257 17 0.9

3 after 371 11.6 4,500 5.5 35.1 28 38 135 19 0.8
before 268 8.7 10,200 — 26.0 15 6 127 44 1.5

! after 269 8.5 5,000 3.0 42.0 10 5 169 22 1.1
5 before 270 8.3 17,800 — 31.8 22 10 618 34 1.6
after 292 9.0 8,100 4.7 35.2 8 4 341 27 1.2

” before 422 12.7 14,500 0 21.6 18 9 148 25.4 1.0
after 390 12.1 3,900 0 43.8 27 19 169 16.8 0.9

. before 312 10.2 11,300 0 19.7 20 17 143 9.9 0.7
! after 301 9.9 6,800 2.0 34.3 15 17 152 11.8 0.8
. before 487 14.7 8,400 4.5 24.5 32 71 87 13.6 0.9
8 after 467 14.4 8,000 0.4 30.4 19 56 89 9.3 0.8
9 before 463 13.0 6,100 0 14.3 76 32 119 19.0 1.1
after 392 11.1 4,000 4.5 43.3 28 23 100 7.6 0.7

1 before 459 14.7 7,000 0 17.6 21 14 83 8.5 0.8
after 391 12.5 9,700 0.3 28.4 17 14 89 13.5 0.7

1 before 399 11.8 5,800 0.5 26.8 30 13 160 8.9 0.7
after 407 12.1 6,300 3.5 28.7 30 20 133 12.6 0.7

12 before 355 11.4 17,200 1 18.3 12 16 173 24 1.1
after 343 11.1 18,300 1 17.6 30 58 183 14 0.9

13 before 350 10.1 21,300 0 26.8 42 20 395 16 0.6
after 305 8.6 19,000 1 24.1 75 28 333 16 0.4

* - dose finding study®
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Basic and clinical evaluation of FK037
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We evaluated a dosing plan in elderly patients and clinical efficacy of FK037, a new injectable
cephem antibiotic. Bile, blood, urine and sputum samples were collected serially from 2 elderly
patients after 1 g i.v. 60 min infusion of FK037. The peak concentrations of FK037 in plasma were
53.5~82.1 ug/ml and T 1/2 B were3.12~8.01 hrs. Urinary recovery rate up to 8hrs were
49.0~58.7%. Sputum concentration pointed 0.67 xg/ml at 3 hrs after administration. Bile concen-

trations kept 12.3~16.1 xg/ml for 8 hrs.

The clinical evaluation was carried out in 13 patients (pneumonia 6, chronic bronchitis 2, infected
bronchiectasis 1, otitis media 1, cholecystitis, cholangitis 1, acute cholecystitis 1, cholangitis (suspi-
cion) 1). The clinical efficacy was available in 10 cases which were excellent in 5 and good in 5. No
adverse reactions or abnormal laboratory findings were observed on this trial.



