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Table 1-1. MICs of cefpirome and other antibiotics against clinical isolates

Strain Drug MIC (ug/ml)
=0.0125 0.025 0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12,5 25 50 100 >100
CPR 2 19 1 2 1 1 4 19 4
S. aureus CAZ 1 8 13 3 7 21
(53 strains) CZX 4 13 4 1 31
LMOX 1 19 2 1 6 24
CPR 1 2 2 9 29 9 2
E. faecalis CAZ 1 1 2 50
(54 strains) CZX 2 1 1 1 49
LMOX 54
CPR 1 1 2 2 4 16
E. avium CAZ 1 25
(26 strains) CZX 1 1 1 23
LMOX 2 1 23
CPR 2 3 19
E. faecium CAZ 24
(24 strains) CZX 24
LMOX 24
CPR 30 1 2 1 2
S. pneumoniae CAZ 1 9 19 2 2 1 2
(36 strains) CZX 8 21 2 1 1 1 1 1
LMOX 3 29 2 2
CPR 1 2 1 4 2 12 4
B. catarrhalis CAZ 1 7 6 1 1
(26 strains) CZX 1 5 2 8 1 9
LMOX 25 1
CPR 6 25 13 2
H. influenzae CAZ 1 10 27 8
(46 strains) CZX 43 1 1 1
LMOX 6 33 6 1
CPR 46 6 2
E coli CAZ 5 20 23 5 1
(54 strains) CZX 47 4 2 1
LMOX 18 15 14 4 3
CPR 44 1 6 1 2
K.
pneumoniae CAZ 1 30 12 5 4 1 1
(54 strains) CZX 46 4 4
LMOX 5 35 4 2 7 1
CPR 21 1 1
K. oxytoca CAZ 14 7 1 1
(23 strains) CZX 22 1
LMOX 11 11 1
CPR 2 17 5
P. mirabilis CAZ 18 6
(24 strains) CZX 24
LMOX 14 10
CPR 3 5 4 4 1 1 1 2 2 4
P. vulgans CAZ 9 8 2 2 3 1 1 1
(27 strains) CZX 18 1 2 1 3 1 1
LMOX 1 2 14 4 3 3

CPR: cefpirome, CAZ: ceftazidime, CZX: ceftizoxime, LMOX: latamoxef
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Table 1-2. MICs of cefpirome and other antibiotics against clinical isolates

MIC (ug/ml)

Strain Drig <005 010 020 039 078 156 313 625 125 25 50 100 >100
CPR 8 8 3 4
M. morganit  CAZ 10 5 1 1 2 1 2 1
(23 strains) CZX 1 1 12 3 1 2 3
LMOX 13 6 1 3
CPR 5 7 8 3 2 1
P. stuartii CAZ 5 10 1 6 2 2
(26 strains) CZX 23 1 2
LMOX 9 13 2 2
CPR 8 1 3 1 1 1
P. rettgeri CAZ 6 5 1 1 1 1
(15 strains) CZX 14 1
LMOX 8 6 1
CPR 9 3 1 1 5 4 4
C. freundii CAZ 1 1 4 4 2 2 1 4 7 1
(27 strains)  CZX 3 3 1 4 1 1 2 4 4 4
LMOX 7 2 3 1 1 5 6 1 1
CPR 16 5 3 2 3 1 1 3 18 2
E. cloacae CAZ 7 12 2 2 3 1 2 10 14 1
(54 strains) CZX 7 10 2 2 4 1 2 3 23
LMOX 3 14 3 1 1 2 6 4 4 5 5 6
CPR 11 1 11 4
E. aerogenes CAZ 9 2 1 1 7 5 2
(27 strains) CZX 7 5 4 10 1
LMOX 9 2 1 2 10 3
CPR 9 15 5 3 2 3 5 2 7 1 2
S. marcescens CAZ 21 5 10 2 4 6 1 1 2 2
(54 strains) CZX 6 10 2 8 7 6 4 7 3 1
LMOX 4 20 3 4 1 3 5 4 8 2
CPR 1 7 9 14 6 8 4 5
P. aeruginosa CAZ 2 3 14 13 9 2 3 5 1 2
(54 strains) CZX 1 1 9 9 4 30
LMOX 2 1 11 12 2 14 12
CPR 1 1 2 3 3 7 3 3
P. putida CAZ 4 4 4 4 6 1
(23 strains) CZX 2 3 4 3 11
LMOX 1 4 5 13
CPR 1 1 1 1 1 3 1 2 1
P. cepacia CAZ 1 1 3 5 1 1
(12 strains) CZX 1 3 3 1 2 2
LMOX 1 1 1 2 1 4 1 1
CPR 3 4 1 1
P. fluorescens CAZ 4 3 1 1
(9 strains) Czx 1 1 1 1 2 3
LMOX 3 2 4

CPR: cefpirome, CAZ: ceftazidime, CZX: ceftizoxime, LMOX: latamoxef
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Table 1-3. MICs of cefpirome and other antibiotics against clinical isolates

Strain Drug MIC (ug/m)
=0.05 0.10 0.20 039 0.78 15 3.13 6.25 125 25 50 100 >100
CPR 6 17 19
X. maltophilia  CAZ 3 4 2 8 11 6 8
(42 strains) CzZX 1 1 5 4 31
LMOX 14 14 3 6 5
CPR 14 12 8 9 1 2 1 6 1
A calcoaceticus CAZ 1 10 19 16 4 2 1 1
(54 strains) CZX 2 7 19 15 6 3 1 1
LMOX 1 1 7 10 18 9 8
CPR 1 1 1 3 6 1 25
Flavobacterium CAZ 1 2 1 2 32
(38 strains) CZX 1 1 9 3 24
LMOX 1 1 4 6 5 21
CPR 1 6 5 2 9
B. fragilis CAZ 3 6 6 8
(23 strains) CzZX 7 1 2 1 2 9 1
LMOX 3 5 4 4 2 4 1

CPR: cefpirome, CAZ: ceftazidime, CZX: ceftizoxime, LMOX: latamoxef
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90 Q Case no. 6, 66y.0., M, 65 kg, chronic bronchitis; 1 g i.v.d. for 1 h.
‘\ Case no. 7, 56y.0., F, 44 kg, DPB; 1 gi.v.d. for 1 h.
\ Case no. 8, 60y.o., F, 45 kg, old pulmonary tuberculosis; 1 g 1.v.d. for 1 h.
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Fig. 1. Serum levels of cefpirome after administration.
Table 2. Sputum levels of cefpirome after administration by bioassay (cup-phate method) (pg/mi)
* After DIV
Case DIV A
no. 0~1 1~-2 2-3 3~5 5~7 time (h)
6 1.50 1.78 1.96 1.50 1.31 1.31
7 1.66 1.93 1.94 2.27 2.35
8 1.38 1.45 1.62 1.41
* see Fig. 1 test organism B. subtilis ATCC 6633
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Table 3. Clinical efficacy of cefpirome on respiratory tract infection
Age (y). Sex Clinical R I . N Side-
No. Weight (kg) diagnosis Dose (g/day) | Bactena in sputum WBC CRP | Response effect
7. F bacterial S. pneumonia () 11700 | 4(1)
1 3k neumonia 1x2/10 $ ! ) } excellent -
& pne NT 4300 | (=)
65, F bacterial normal flora 6400 | 6(+)
2 "k neumonia 1x2/12 3 } } excellent —
8 pneu normal flora 4200 (+)
53 M bacterial Haemophilus (#) 10800 6( ) .
3 58 k neumon 1x2/9 1 $ fair —
g pneumonia normal flora 10600 4(1)
51 F | normal flora 7130 7.4
4 69‘k put:nonary 1x2/4 $ 3 ! ) poor —
8 abscess normal flora 5970 9.5
73, F chronic H. influenzae (+) 3300 2(+)
5 P bronchiti 1x2/10 ' 1 ! $ excellent —
g onchitis normal flora 3900 (=)
66. M chronic normal flora 5730 0.3 _
6 65 k| bronchitis 1x2/8 M ' ‘ fair -
& normal flora 5330 | 0.0
% F normal flora 6340 1.2
7 "k DPB 1x2/8 4 4 { good -
8 normal flora 8950 0.2
60. F old pulm. Tbec. P. aeruginosa (+) 6140 1.3
8 45 k + 1x2/8 4 4 $ fair —
8 Infection P. aeruginosa (+) 7580 0.6
DPB: diffuse panbrunchivitis
Pulm. tbc.: pulmonary tuberculosis
NT: not tested
Table 4. Laboratory findings before and after administration of cefpirome
No Before RBC Hb Plts. Eos GOT GPT ALP BUN Cr
’ After (x10*/mm®) | (g/d) | (x10*mm®) | (%) | AUN) | AUM) | (KA, UMD | (mg/dl) | (mg/d)
1 B *12 *5 *5.2 *10.4 *0.7
A 407 12.3 31.5 2 12 2 6.2 12.8 0.8
2 B 356 11.7 18.2 2 27 20 12.2 13.6 0.8
A *393 *12.8 *25.6 *4 *22 *13 *10.5 *15.7 0.8
3 B 463 14.6 29.9 1 27 16 7.4 12.8 0.9
A 463 14.2 49.7 1 52 81 10.7 10.5 0.8
4 B 410 12.7 42.2 2.8 17 18 222 14 1.0
A 395 12.5 329 5.2 16 7 176 10 0.9
5 B 355 11.3 25.0 0 12 5 5.6 12.7 0.7
A 348 10.7 51.5 0 22 11 4.8
6 B 448 14.7 31.6 7.9 13 7 124 14 0.8
A 393 12.7 24.0 94 14 6 17 0.9
7 B 429 14.2 26.1 2.5 20 8 160 7 0.9
A 402 12.5 32.5 3.0 20 14 137
8 B 396 11.3 31.4 2.5 15 6 164 17 0.9
A 318 10.4 23.3 2.1

* during treatment

— : abnormal value
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BASIC AND CLINICAL STUDIES ON A NEW CEPHEM, CEFPIROME, IN
RESPIRATORY TRACT INFECTIONS

Yoicuiro Goto, Tooru Y amasaki, Hirovukt Nacai, Hineaki Smceno, Jun Goro, Takavosi Tasuiko and Masaku Nasu
Second Department of Internal Medicine, Oita Medical College,
1-1 Idaigaoka, Hazama-cho, Oita-gun, Oita 879-56, Japan

Hirosti Mivako, Mayumt Nakanma, Kt Sato, Koicn Sucawara and Morio I1o
Clinical Laboratory, Oita Medical College Hospital

MitsunoBu AxAshi

Department of Internal Medicine, Tsurumi Hospital, Oita

We conducted a basic study on cefpirome (CPR), a newly developed cephem antibiotic for injection, and clinically studied its
application in the treatment of respiratory infections, with the following results.

1. Antibacterial activity

Against 928 strains of 27 species isolated from clinical materials (193 strains of Gram-positive cocci, 26 of Branhamella
catarrhalis, 454 of enterobacteria, 232 of nonglucose-fermentable Gram-negative bacilli, and 23 of Bacteroides fragilis) the
minimum growth inhibitory concentration (MIC) of CPR was measured by the criteria of the Japanese Society of Chemother-
apy. Comparison was then made with the antibacterial activity of ceftazidime (CAZ), ceftizoxime (CZX) and latamoxef (LMOX).
CPR proved to be active also against Staphylococcus aureus and Pseudomonas aeruginosa. Against other species of bacteria, it
was equally or more powerful than CAZ, CZX, or LMOX.

2. Blood and sputum levels

After 1 g CPR was given to three patients by drip infusion, serum and sputum levels were measured. The blood peak levels
were 28.0-91.5 p.g/ml at 1 h after administration, while the maximum sputum levels were 1.62—-2.35 z.g/ml. At 6—8 h the
concentration was still greater than 1.31 xg/ml in sputum.

3. Clinical study results

CPR was administered to 8 patients with respiratory infections at 2 g/day b.i.d. for 4—12 days. The clinical efficacy was
rated as excellent in 3 cases, good in 1, fair in 3 and poor in 1. We noted no objective or subjective side effects related to the
antibiotic, though a mild elevation in GOT and GPT was observed in one case. The increased level quickly normalized after

withdrawal of the drug.



