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Table 1-1. MICs of FK037 and other 8-lactam antibiotics

. . . MIC (ug/ml)*
Organism (no. of strains) Antibiotics
Range 50% 90%
Staphylococcus aureus (23) FK037 0.5 ~ 2 1 2
(MSSA) ceftazidime 8 ~ 16 16 16
flomoxef 0.25 ~ 4 0.5 1
ceftizoxime 0.5 ~ 4 1 2
cefpirome 0.25 ~ 2 1 2
cefepime 1 ~ 4 4 4
imipenem <0.031~ 0.5 =0.031 0.125
Staphylococcus aureus (21) FKO037 1 ~ 32 16 32
(MRSA) ceftazidime 32 ~>64 > 64 >64
flomoxef 1 ~>64 32 >64
ceftizoxime 32 ~>64 >64 >64
cefpirome 0.25 ~>64 32 >64
cefepime 16 ~>64 64 >64
imipenem 0.25 ~>64 16 >64
Staphylococcus epidermidis (22) FK037 0.25 ~ 8 1 8
ceftazidime 4 ~>64 16 >64
flomoxef 0.5 ~ 64 2 64
ceftizoxime 0.25 ~>64 1 >64
cefpirome 0.25 ~ 64 2 16
cefepime 0.5 ~>64 16 64
imipenem =0.031~>64 0.25 64
Streptococcus pneumoniae (19) FK037 <0.016~ 0.5 =0.016 0.5
ceftazidime 0.125~ 8 0.25 8
flomoxef 0.063~ 8 0.125 4
ceftizoxime =0.016~ 8 0.063 8
cefpirome =0.016~ 0.5 =0.016 0.5
cefepime =0.016~ 1 0.031 1
imipenem <0.016~ 0.25 <0.016 0.25
Streptococcus milleri group (24) FKO037 =0.016~ 1 0.063 0.125
ceftazidime 0.063~ 16 4 4
flomoxef 0.063~ 8 0.5 1
ceftizoxime 0.063~ 16 0.5 1
cefpirome =0.016~ 1 0.063 0.125
cefepime <0.016~ 2 0.5 1
imipenem =0.016~ 0.125 <0.016 0.031
Enterococcus faecalis (19) FK037 0.125~ 64 8 32
ceftazidime 1 ~>64 64 >64
flomoxef 32 ~>64 > 64 > 64
ceftizoxime 0.063~ 64 8 64
cefpirome 0.125~ 16 4 8
cefepime 1 ~ 64 16 64
imipenem 0.25 ~ 4 1 4
Moraxella catarrhalis (18) FK037 =0.031~ 0.5 0.125 0.25
ceftazidime <0.031~ 0.25 0.063 0.125
flomoxef <0.031~ 0.125 =0.031 0.063
ceftizoxime <0.031~ 0.125 <0.031 0.125
cefpirome =0.031~ 0.5 0.125 0.25
cefepime <0.031~ 0.25 0.25 0.25
imipenem =0.031~ 1 <0.031 0.25

*: 50% and 90% MICs required to inhibit 50% and 90% of strains, respectively.
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Table 1-2. MICs of FK037 and other B#-lactam antibiotics
o ) . _ Antibioti MIC (ug/ml)*
rganism (no. of strains) ntibiotics Range 50% 90%

Escherichia coli (26) FKO037 <0.031~ 0.063 <0.031 0.063
ceftazidime 0.063~ 0.5 0.125 0.25
flomoxef <0.031~ 0.25 0.063 0.125
ceftizoxime <0.031~ 1 =0.031 0.063
cefpirome <0.031~ 0.063 0.063 0.063
cefepime =0.031~ 0.063 =0.031 0.063
imipenem 0.125~ 0.5 0.25 0.25

Klebsiella pneumoniae (21) FKO037 <0.031~ 1 =0.031 0.063
ceftazidime 0.125~ 1 0.125 0.25
flomoxef =0.031~ 1 0.125 0.125
ceftizoxime =0.031~ 0.25 <0.031 =0.031
cefpirome =0.031~ 0.5 0.063 0.125
cefepime <0.031~ 1 <0.031 0.125
imipenem 0.125~ 2 0.25 0.5

Enterobacter cloacae (29) FK037 =0.031~ 16 0.125 8
ceftazidime 0.125~>64 0.5 >64
flomoxef <0.031~>64 8 64
ceftizoxime =0.031~>64 0.5 >64
cefpirome =0.031~ 8 0.125 8
cefepime =0.031~ 4 0.063 2
imipenem 0.25 ~ 1 0.5 1

Serratia marcescens (21) FK037 =0.031~ 2 0.125 0.5
ceftazidime 0.063~ 8 0.25 1
flomoxef 0.5 ~ 64 1 8
ceftizoxime <0.031~ 32 0.063 2
cefpirome =0.031~ 2 0.125 0.25
cefepime =0.031~ 2 0.125 0.5
imipenem 0.25 ~ 4 0.5 1

Pseudomonas aeruginosa (21) FK037 1 ~ 64 4 8
ceftazidime 1 ~ 64 2 4
flomoxef 32 ~>64 >64 >64
ceftizoxime 4 ~>64 64 >64
cefpirome 1 ~ 64 4 16
cefepime 1 ~ 16 4 8
imipenem 1 ~ 64 1 4

Haemophilus influenzae (22) FK037 =0.016~ 0.063 0.031 0.063
ceftazidime 0.031~ 0.125 0.063 0.125
flomoxef 0.125~ 1 0.5 1
ceftizoxime <0.016~ 0.031 =0.016 <0.016
cefpirome <0.016~ 0.063 0.031 0.063
cefepime =0.016~ 0.125 0.063 0.125
imipenem 0.125~ 8 0.25 2

Acinetobacter calcoaceticus (16) FKO037 0.063~ 2 1 1
ceftazidime 0.125~ ¢4 2 4
flomoxef 0.125~ 64 32 64
ceftizoxime =0.031~ 8 4 8
cefpirome 0.063~ 2 1 2
cefepime =0.031~ 4 2 4
imipenem 0.125~ 1 0.25 0.5

*:50% and 90% MICs required to inhibit 50% and 90% of strains, respectively.
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Table 2. Clinical and bacteriological efficacy of FK037
Evaluati i
Age*Sex*B.W.[  Clinical diagnosis . Dose Isolated B.T.| WBC ESR valuation Side
No. (kg) | (Underlying disease) Severity | (days) organisms | (‘C) |(/mm?) CRP (mm/h) | Bacterio- effects,
Total . Clinical | Remarks
logical
0.5g x2| S. pneumoniae |38.4|24,900(43.02| 70 S-GPT 1
1*| 58 + M- 48.5 Pneumonia Severe | (7) ! ! ! | |Eradicated Fair ALP 1
7.0g | normal flora [36.2(15,300 9.91| 85 y-GTP 1
Pneumonia 1.0gX2| M. catarrhalis |38.5|10,800| 9.91 48
2*|52 «M=+ 41 [(Fibrous leiomyomatous|Moderate| (15) ! ! l | |Eradicated| Unevaluable | (—)
hamartoma) 30.0g (=) 38.212,100{ 8.53 | 53
. 0.5gX2| S. pneumoniae {39.8|21,900| NT | NT ~
3* (49 M- 50 (Atrgnﬁiucm(;r:{aritis) Moderate| (8) ! ! ! L |Eradicated| Excellent g_gg,}: ;
phic g 8.0g | nosputum [36.2|10,600{0.19 | 7
ol Sr;f(‘)‘rr;‘;“‘a 2.0g%2| normal flora |38.2(12,600|26.7| NT
4075 M- 4 ptuberc lgsis Moderate| (10) 1 1 | ! |Unknown Good (-=)
! 40.0g | normal flora |36.5| 4,900 0.7| NT
Pulmonary emphysema)
B.W.: body weight B.T.: body temperature NT: not tested
* . patient in dose finding study®
Table 3. Laboratory findings of cases treated with FK037
Case RBC Hb | Ht | WBC Platelet [S-GOT|S-GPT| ALP | LAP |y-GTP| T-Bil | BUN | Creatinine
no. | (x10*/mm3) |(g/dl)| (%) | (/mm?) | (x10*/mm?) | (IU/1) | (IU/1) | AU/ | (IU/) | AU/1) |[(mg/d])|{(mg/dD)| (mg/dl)
) B 378 12.7 1 36.2 | 24,900 5.7 54 26 285 138 50 0.5 29 0.96
A 313 10.3129.8 | 15,300 38.8 76 50 407 NT 108 1.0 7 0.74
9 B 502 13.0) 40.6 | 10,800 43.0 18 16 215 153 36 0.5 11 0.87
A 476 12.5(38.7 | 12,100 32.8 25 21 280 174 43 0.4 10 0.75
3 B 456 15.3 | 42.6 | 21,900 26.5 14 34 227 165 35 1.2 21 0.8
A 431 14.4 | 42.0 | 10,600 42.1 39 108 216 167 30 0.3 12 0.76
s B 445 13.7 1 41.9 | 12,600 12.3 38 34 217 NT 30 1.4 10.2 0.7
A 450 14.0 | 42.5| 4,900 19.7 37 29 220 NT 19 0.4 9.9 0.7
B: before A : after NT : not tested
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ZEH 16, GOT, GPT OREH 1FI52 & iz,
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Basic and clinical studies on FKO037 in respiratory infection

Hiroshi Fukuhara, Jun Inadome, Tomokazu Kakazu,
Hiroaki Nakamura, Hiroshi Kaneshima and Atsushi Saito
First Department of Internal Medicine, Faculty of Medicine, University of the Ryukyus
207 Uehara Nishihara, Okinawa 903-01, Japan

Nobuchika Kusano, Isamu Nakasone, Yoshiko Furugen,
Shinko Taira and Seitetsu Hokama
Central Clinical Laboratory, University of the Ryukyus Hospital

Masao Tateyama, Yuei Irabu and Hiroyuki Ueji
Hokubuchiku Ishikai Hospital, Okinawa

We performed basic and clinical studies on FK037, a new parenteral cephalosporin antibiotic, and
the following results were obtained.

1) Antimicrobial activity :

The minimum inhibitory concentrations (MIC) of FK037 against a total of 302 clinically iso-
lated strains of 13 species were measured and compared with those of five cephalosporins (cefta-
zidime, flomoxef, ceftizoxime, cefpirome, cefepime) and one carbapenem (imipenem) using the
MIC 2000 System (Dynatech Laboratories).

FK037 provided a stronger bactericidal activity than ceftazidime, ceftizoxime and cefepime, and
equaled to or was stronger than flomoxef and cefpirome in bactericidal activity against gram-
positive bacteria, and had stronger bactericidal activity than imipenem, and was equal to or stronger
than five cephalosporin antibiotics in bactericidal activity against gram-negative bacteria.

FK037 had wide bactericidal activity against these clinical isolated strains except methicillin-
resistant Staphylococcus aureus.

2) Clinical study results :

FK037 was administered to 4 patients with pneumonia in daily doses of 1.0g to 4.0g for 7~15 days
by drip infusion. Clinical response was excellent in one, good in one and fair in one except unknown
in one patient.

No objective or subjective side effects related to the antibiotic were noted. Abnormal laboratory
changes were observed in 2 cases, but were transient.



