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Table 1. Antibacterial activity of cefluprenam and other g-lactams against recent clinical isolates
Organism Antibacterial MIC (ug/ml)
(no. of strains) agent Range 50% 809% 90%
S. aureus, cefluprenam 0.5—1.0 0.5 0.5 0.5
methicillin-susceptible cefozopran 1.0—2.0 1.0 1.0 1.0
(15) ceftazidime 8.0—16 8.0 16 16
S. aureus, cefluprenam 1.0—16 8.0 8.0 16
methicillin-resistant cefozopran 2.0—32 16 32 32
(15) ceftazidime 32—>128 128 >128 >128
s e cefluprenam <0.063—0.5 0.5 0.5 0.5
. 1
pneumo(z;; cefozopran 0.125—2.0 1.0 2.0 2.0
ceftazidime 0.25—32 16 16 16
E. faecali cefluprenam 0.25—>128 2.0 8.0 16
. ali
aec 5(19) cefozopran 4.0—32 16 32 32
ceftazidime 8.0—>128 >128 >128 >128
E. faccium cefluprenam 16—>128 >128 >128 >128
Jaect 1 cefozopran 8.0—>128 >128 >128 >128
ceftazidime >128—>128 >128 >128 >128
E avium cefluprenam 1.0—>128 64 >128 >128
. 1
avit 5) cefozopran 0.25—>128 64 >128 >128
ceftazidime 8.0—>128 >128 >128 >128
M. catarrhalis cefluprenam <0.063—1.0 0.5 1.0 1.0
' (20) cefozopran 0.25—2.0 1.0 2.0 2.0
ceftazidime <0.063—8.0 0.125 0.125 0.25
E coli cefluprenam <0.063—0.125 =0.063 <0.063 =0.063
’ (15) cefozopran <0.063—0.125 <0.063 <0.063 0.125
ceftazidime 0.125—0.5 0.25 0.25 0.5
K. pneumoniae cefluprenam <0.063 =0.063 <0.063 <0.063
' (15 cefozopran =0.063—0.125 =0.063 0.125 0.125
ceftazidime =0.063—0.5 0.125 0.25 0.25
C. freundii cefluprenam <0.063—1.0 <0.063 0.5 1.0
' 15) cefozopran <0.063—8.0 0.125 2.0 8.0
ceftazidime 0.25—>128 0.5 128 128
E cloacae cefluprenam <0.063—0.125 <0.063 <0.063 =0.063
' (15) cefozopran =0.063—0.25 <0.063 0.125 0.25
ceftazidime <0.063—0.5 0.25 0.5 0.5
S, marcescens cefluprenam* 0.125—8.0 0.25 2.0 2.0
’ (15) cefozopran 0.125—128 0.25 1.0 8.0
ceftazidime 0.125—>128 0.5 2.0 8.0
P mirvabilis cefluprenam <0.063—0.125 =0.063 =0.063 <0.063
’ (15) cefozopran 0.125—0.25 0.25 0.25 0.25
ceftazidime <0.063—0.125 =0.063 =0.063 0.125
P. vulgaris cefluprenam 1.0—16 4.0 8.0 16
’ (15) cefozopran 0.5—64 2.0 4.0 32
ceftazidime =0.063—0.25 0.125 0.25 0.25
H. influenzae cefluprenam <0.063—0.25 =0.063 =0.063 0.125
’ 20) cefozopran <0.063—2.0 0.125 0.25 1.0
ceftazidime <0.063—4.0 0.125 0.125 0.25
P. aeruginosa cefluprenam 0.5—4.0 1.0 2.0 2.0
' (15) cefozopran 0.5—4.0 1.0 2.0 2.0
ceftazidime 1.0—4.0 2.0 2.0 4.0
A. calcoaceticus cefluprenam 0.25—8.0 05 1.0 1.0
’ (15) cefozopran 0.25—2.0 0.5 1.0 1.0
ceftazidime 2.0—16 4.0 8.0 8.0

*: 14 strains
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0.25) MFRNEAERD b2, EHIERITIZEACZS,
MRSA 12 3 \»C FOM & D FERIC 4.5 %@ b7
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MBEONFIL, Zxh56, B2, PRAEMIFTH
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R EX L ABOBRBRIRIE T TEHNTH ), HE
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(MSSA) Bt E TR Lk L 72, [BEZHRIE (1
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Table 2. In vitro combination effect of cefluprenam and cefazolin, cefotiam or fosfomycin against clinical inolates of Staphylococcus aureus

. No. of L Interaction® (%)
Organism . Combination drugs
strains synergism indifference antagonism
171 cefluprenam+CEZ 70.2 29.8 0
methicillin-resistant
S 171 cefluprenam+CTM 82.5 17.5 0
. aureus
157 cefluprenam+ FOM 31.8 63.7 45
180 cefluprenam+ CEZ 40.6 59.4 0
methicillin-susceptible
S _ 179 cefluprenam+CTM 458 54.2 0
S. aureus
174 cefluprenam + FOM 57.5 42.5 0

® Criteria: FIC index 0.5, synergism; 0.5<FIC index <, indifference; FIC index 22, antagonism.

CEZ: cefazolin, CTM: cefotiam, FOM: fosfomycin
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Table 3-1. Clinical and bacteriological effect of cefluprenam
Case | Age Diagnosis Administration Isolated effect Adverse
no. | Sex Underlying diseases (gxtimes X days) organisms bacteriological clinical reactions
Sepsis
70 - QE. coli
1 Gastric cancer 1.0x2x14 ! eradicated excellent (=)
M Pancreas cancer { Post op. (=)
Cholecystitis
Sepsis
78 - - QE. coli
2 Congestive heart failure 1.0x2x10 ! eradicated excellent (—)
F Hypertention ND
Ventricular extra systole
31 Sepsis (7)
3 1.0x2x8 (=) unknown excellent S-GPT 1
F AIDS
64 Pneumonia
4 1.0x2x10 NF unknown good (—)
M Wegener granulomatosis
22 Pneumonia
5 1.0x2x6 NF unknown excellent (=)
M Atelectasis
Pneumonia
76
6 M Chronic bronchitis 1.0x2x6 NF unknown fair (=)
Pulmonary emphysema
80 Pneumonia OH. influenzae )
7 1.0x2x14 | eradicated excellent Rash
M Pulmonary emphysema
NF
82 Pneumonia
8 0.5x2x10 ND unknown excellent (=)
M Atrial fibrillation
31 Bronchopneumonia
9 M = 1.0x2x8 NF unknown excellent Eosino. 1
- Bronchopneumonia
10 M Pulmonary emphysema 1.0x2x13 NF unknown good (=)
Amyotrophy
50 Bronchopneumonia
11 M = 1.0x2x8 NF unknown excellent (=)
49 Lung abscess
12 1.0x2x%20 NF unknown excellent (=)
M Hepatic dysfunction
32 Acute bronchitis
13 1.0x2x7 NF unknown good S-GPT 1
M Bronchial asthma
19 Acute bronchitis
14 1.0x2x8 NF unknown good (=)
F Bronchial asthma
48 Acute bronchitis
15 - 1.0x2x8 NF unknown good (=)
F Bronchial asthma
75 Acute gronchitis OS. pneumoniae
16 - 0.5x2x8 ! eradicated good Eosino. 1t
F Bronchial asthma NF
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Table 3-2. Clinical and bacteriological effect of cefluprenam
Case | Age Diagnosis Administration Isolated effect Adverse
No. | Sex Underlying diseases (g X times X day) organisms bacteriological clinical reactions
85 Chronic bronchitis OF. agglomerans .
17 1.0x2x15 i eradicated good (=)
M Pulmonary emphysema
NF
. .. ©A. anitratus
Chronic bronchitis
18 ;2( 1.0x2x13 ! eradicated good S-GPT 1
(=) NF
75 Chronic bronchitis OH. influenzae
19 0.5%x2%6 ! eradicated good (=)
M Pulmonary emphysema
NF
Chronic bronchitis
7 - OMSSA
20 Pulmonary tuberculosis 0.5%2x 14 | replaced good (=)
Disturbance of cerebrovascular X. maltophilia
Hypertention
75 Bronchiectasis ONonferm. GNR .
21 1.0x2x9 i eradicated excellent Eosino. 1
M Old pulmonary tuberculosis
NF
Pyelonephritis ©FP. aeruginosa
89 QE. coli. .
22 F Ureteral stone (?) 1.0x2x10 > wll eradicated good (=)
Senile dementia (=)
16 Sepsis 10x2x2
23 F ! / unevaluable (=)
SLE 2.0x2x4
6 Pneumonia 0.5%x2x%3
24 M Pulmonary fibrosis ! / unevaluable (=)
Chronic pulmonaryinsufficency LOX2x3
51 Pneumonia
25 1.0x2x3 / unevaluable (—)
M Lung cancer
Pneumonia
77 .
2 F (Pulmonary tuberculosis) 1.0x2x14 v unevaluable (=)
Hypertention
Chronic bronchitis
69
27 M Bronchial asthma 1.0x2x5 / unevaluable (=)
Chronic heart failure

NF: Normal flora, ND: Not done
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Table 4-1. Laboratory findings before and after administration of cefluprenam
N RBC Hb WBC Eos. Platelet GOT GPT ALP BUN S-Cr.
o (10*/mm?*) (g/dl) (/mm?) (%) (10*/mm?) (IU/L) (IU/L) (IU/L) (mg/dl) (mg/dl)
. B 366 11.3 17,500 0.0 60.5 12 7 216 16 1.0
A 333 10.3 8,700 4.0 35.2 10 5 229 14 1.1
) B 384 11.7 8,600 0 215 10 4 136 18 0.8
A 377 115 5,800 14 33.7 7 4 156 12 0.9
5 B 399 11.8 11,400 0 27.1 8 9 128 10.7 1.3
A 398 11.8 6,400 0 33.7 33 48 130 10.9 1.0
; B 361 11.3 4,800 0 19.9 16 14 262 23.2 0.8
A 329 104 1,400 1.0 20.9 24 16 235 17.3 1.1
5 B 468 13.3 10,000 1.0 22.6 19 11 108 14.8 0.7
A 423 124 7,500 4.0 46.0 12 16 112 15.6 0.8
6 B 401 10.7 7,100 1.0 379 12 3 59 19 1.0
A 364 9.6 5,400 5.0 32.0 13 2 53 13 0.9
] B 339 10.0 20,000 0 45.3 37 32 358 17 1.2
A 306 9.0 7,000 2.0 35.6 8 7 147 19 1.3
g B 399 12.9 9,400 0 8.9 62 12 111 23 1.2
A 340 10.7 4,400 3.0 24.0 24 23 99 12 1.1
9 B 470 13.9 12,700 4.0 45.5 32 105 369 12.9 0.8
A 509 15.3 9,600 6.0 42.5 31 67 280 10.5 0.8
10 B 364 11.0 5,000 29 27.2 16 7 114 31.7 0.8
A 374 11.3 5,700 0.5 24.2 14 9 103 34.9 0.9
1 B 417 13.8 7,200 3.0 14.1 16 15 125 8.5 0.9
A 417 14.1 5,500 0 15.3 19 30 131 10.0 0.8
12 B 426 13.2 15,300 0 46.6 31 73 380 11 0.8
A 405 12.2 6,500 2.9 30.4 17 43 178 8 0.7
13 B 531 14.8 9,800 2.5 27.8 48 92 218 9.4 0.9
’ A 460 13.0 7,200 2.0 30.9 50 230 145 10.0 0.8
1 B 497 13.5 19,400 0.5 44.2 7 5 78 5.4 0.7
A 442 12,5 12,100 0.5 38.8 7 6 80 8.1 0.7
15 B 518 15.0 8,100 0.3 334 16 12 139 4.2 0.8
A 439 13.0 8,200 0.1 36.7 11 19 107 7. 0.7
1% B 404 11.2 8,100 5.0 21.8 14 6 186 12 0.6
A 364 10.0 6,300 9.0 34.6 13 8 160 14 0.7
17 B 399 13.2 21,200 0.5 44.4 27 21 102 28.1 0.7
! A 395 13.4 6,900 1.5 23.7 30 37 86 16.3 0.8
18 B 437 13.3 11,200 0 25.8 14 23 141 10.4 0.7
A 462 14.2 8,000 3.0 24.0 31 44 146 14.7 0.9
19 B 504 14.6 5,100 — 7.3 20 8 138 13 0.8
A 468 13.5 3,300 6.0 6.9 19 10 109 17 0.9
20 B 306 9.0 4,200 0 15.7 19 5 129 15 1.2
- A 276 9.0 4,100 3.0 18.8 20 12 141 16 1.1
21 B 333 10.1 4,900 35 17.2 15 6 74 16 0.9
A 369 11.3 3,600 11.0 23.3 36 33 76 19 0.9
» B 355 109 11,900 0 36.3 15 8 80 12 0.6
- A 291 8.6 4,400 5.0 34.7 14 9 102 12 0.5
2 B 393 9.6 8,200 0 23.6 424 110 655 22.3 0.5
A 363 9.0 11,700 — 44.5 451 103 — — —
24 B 321 10.1 10,700 1.0 31.6 27 22 255 22 0.5
A 320 10.0 17,400 0 30.5 16 18 — 27 0.3
25 B 371 11.7 24,100 0 — 26 58 122 259 0.6
A — — — — — — — - — _
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Table 4-2. Laboratory findings before and after administration of cefluprenam
N RBC Hb WBC Eos. Platelet GOT GPT ALP BUN S-Cr
o (10*/mm?3) (g/dl) (/mm?®) (%) (10*/mm?) (IU/L) (IU/L) (IU/L) (mg/dl) (mg/dl)
2% B 340 9.6 5,300 0 31.5 19 5 139 8.3 0.9
A 326 9.4 4,000 1.0 23.0 17 8 144 6.3 0.6
27 B 495 11.8 6,000 — — — — — 6.0 0.5
A 501 12.0 7,700 2.0 — 30 61 192 14.7 0.6
B: before, A: after
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Basic and clinical study on cefluprenam
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We performed the basic and clinical study on cefluprenam (CFLP), a new parenteral cephalosporin. The
in vitro antibacterial activity of CFLP was compared with those of cefozopran (CZOP) and ceftazidime
(CAZ) against recent clinical isolates. CFLP showed a broad antibacterial spectrum against gram-positive
and gram-negative bacteria. Against Staphylococcus aureus, Enterococcus faecalis, and members of the
family Ewnterobacteriaceae, except for Serratia marcescens and Proteus vulgaris, CFLP was 2- to 4-fold more
active than CZOP. The activity of CFLP against Pseudomonas aeruginosa was almost the same as that of
CZOP and was about 2-fold higher than that of CAZ. The in vitro synergistic activities of CFLP in
combination with cefazolin (CEZ), cefotiam (CTM), and fosfomycin were examined against methicillin-
resistant strains of S. aureus (MRSA). Combinations of CFLP plus CEZ and CFLP plus CTM demonstrated
synergy against 70 and 80 % of the MRSA strains, respectively. CFLP was administered to 27 patients with
various infections, consisted of 3 with sepsis, 1 with sepsis suspected, 8 with pneumonia, 1 with lung abscess,
3 with bronchopneumonia, 4 with acute bronchitis, 5 with chronic bronchitis, 1 with bronchiectasis and 1 with
pyelonephnitis. The overall efficacy rate was 95.5% (21/22). Skin rash was observed in 1 patient. Eosino-
philia and elevations in S-GPT were observed in three patients, respectively.



