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Table 1. MIC of loracarbef and other cephems against clinical isolates
Organism Antimicrobial MIC (ug/mi)
(No.) agent range MICs, MICq
MSSA loracarbef 1.56 ~ >100 3.13 >100
(21) cefaclor 1.56 ~ >100 1.56 100
cefteram 1.56 ~ >100 3.13 >100
MRSA loracarbef 1.56~ >100 >100 >100
22) cefaclor 3.13~>100 >100 >100
cefteram 3.13~>100 >100 >100
S. pneumoniae loracarbef 0.39~3.13 0.78 1.56
21) cefaclor 0.39~1.56 0.39 0.78
cefteram =0.0125~0.78 =0.0125 0.10
M. catarrhalis loracarbef 0.20~12.5 1.56 6.25
(25) cefaclor 0.39~25 1.56 12.5
cefteram 0.05~1.56 0.78 1.56
E. coli loracarbef 0.20~50 0.39 1.56
(53) cefaclor 0.39~100 1.56 6.25
cefteram 0.10~25 0.20 0.78
K. pneumoniae loracarbef 0.39~1.56 0.39 0.78
42) cefaclor 0.39~6.25 0.78 1.56
cefteram 0.05~3.13 0.20 1.56
E. aerogenes loracarbef 1.56 ~ >100 50 >100
(23) cefaclor 25~ >100 >100 >100
cefteram 0.20~100 0.78 100
E. cloacae loracarbef 0.78 ~ >100 100 >100
(54) cefaclor 3.13~>100 >100 >100
cefteram 0.025~ >100 0.78 >100
S. marcescens loracarbef 25~ >100 >100 >100
(54) cefaclor 100~ >100 100 >100
cefteram 0.39~ >100 12.5 >100
P. mirabilis loracarbef 0.78~3.13 1.56 1.56
(24) cefaclor 1.56~3.13 1.56 1.56
cefteram 0.05~0.10 0.05 0.05
P. vulgaris loracarbef >100~ >100 >100 >100
(25) cefaclor >100~ >100 >100 >100
cefteram 0.05~25 0.10 0.78
M. morganii loracarbef >100~ >100 >100 >100
(26) cefaclor >100~ >100 >100 >100
cefteram 0.05~ >100 0.10 >100
C. freundii loracarbef 1.56 ~ >100 >100 >100
(35) cefaclor 6.25~ >100 >100 >100
cefteram 0.20~ >100 6.25 >100
P. aeruginosa loracarbef >100~ >100 >100 >100
(52) cefaclor >100~ >100 >100 >100
cefteram 6.25~ >100 >100 >100
A. calcoaceticus loracarbef 3.13~>100 25 50
27) cefaclor 25~ >100 100 >100
cefteram 12.5~ >100 25 >100
B. fragilis loracarbef 25~ >100 >100 >100
a7n cefaclor 25~ >100 >100 >100
cefteram 12.5~ >100 100 >100

MSSA: methicillin-sensitive Staphylococcus aureus

MRSA: methicillin-resistant Staphylococcus aureus
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200 mg oral 8.8
400 mg oral
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Tlme (h) Time (h)
Case 01 2 3 4 6 8 Case 0 1 2 3 4 6 8M
— 28 46 4.0 21 0. . . 48872481908
59y. F, 36 kg Serum (ug/ml) " ! 8:6:0_}1,3 78_,0 78 54y. F, 42 kg Serum (ug/ml) 0.046 61?8 7.2 48:}12
DPB Chronic bronchitis T

Sputum (ug/ml) 0.018 0.018 0.022 0.044 0.066 0.066

Sputum (ug/ml) 0018 0.016 0.017 0.015 0.015 0.015

DPB: diffuse panbronchiolitis  —: not tested

Fig. 1. Serum and sputum levels of loracarbef, 200 mg

administered orally after meal.

Fig. 2. Serum and sputum levels of loracarbef, 400 mg

administered orally after meal.
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Table 2. Clinical effect of loracarbef on respiratory tract infections

Doses (g) s Lab. data Effect
Case Age, sex Clinical ot Bacter};ae;)\r:putum — Side
no. ' diagnosis i o _— acteno- |- effects
gn daily doses | days dosis ‘After WBC | CRP logical clinical
(+)
.. NF 5330| 0.87 epigastraglia
1 | 68, M | acute bronchitis 0.2x3 2 (1.0 ND 41301 0.63 unknown | unknown epigastric
discomfort
. NF 3710| 0.41 .
2 | 48, M | acute bronchitis 0.2x3 6 | 3.6 NF 11401 063 unknown fair (=)
S. pneumoniae, H. influenzae 4990 0.31
3 | 60, M | acute bronchitis | 0.2x3 7|42 (5x10%) (109  |—==-|——|eradicated| good (—)
4620
NF
.. H. influenzae (+) 19900 9.7 . .
4 | 51, M | acute bronchitis 0.2x3 10 | 6.0 NF 40|34 eradicated | fair (-=)
S. pneumoniae, H. influenzae 6080 0.14
5 | 42, M | acute bronchitis 02x3 7142 107<) (108) 8660 W decreased | good (=)
S. pneumoniae (5 x 10%) '
. NF 5020| 0.31
6 42, F | acute bronchitis 0.2x3 7142 ND 60201 0.02 unknown | good (-)
. S. pneumoniae (107 <) 9500| 0.74 i
7 | 80, M | acute bronchitis 02x3 7142 NF 5220 | 047 eradicated| good (=)
. . H. influenzae 107 <) 7070| 5.76 .
8 | 74, M | chronic bronchitis [ 0.2x3 7142 NF 7160 0.86 eradicated | good (=)
: 7
9 | 58, F |chronic bronchitis | 0.2x3 7142 H. m.ﬂ uenzae (10°<) 12010} 0.31 decreased | fair (=)
H. influenzae (10°) 5090 1.36
. H. influenzae (+) 10600 12.5 .
10 _
85, F pneumonia 0.2x3 7142 NF 9000l 15 eradicated | good =)
. H. influenzae (+ 10400 0.7 .
11 — _
54, F pneumonia 0.2x3 10 | 6.0 NF 7000 01 eradicated [ good (=)
e NF 15700(13.5
12 o9 _
17, M | acute tonsillitis 0.2x3 7142 NF 9800 | 0.7 unknown | good (—)
ND: not done  NF: normal flora
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Table 3. Laboratory findings before and after administration of loracarbef

No RBC Hb Pit. Eosino | GOT | GPT | ALP | T.Bil | BUN | Creat.
' 10%mm®) | @d) | A0%mm® | &) | QUM | AUM | UM | (mg/d) | Ghg/d) | (mgld)
L |B 390 11.5 23.5 2.3 31 18 | 180 0.4 17.4 13
A 398 11.4 24.4 2.5 33 12 | 178 0.3 143 | 09
, | B 468 13.3 25.0 7.6 15 17 | 141 0.6 14.9 1.0
A 458 13.1 23.6 5.7 14 14 | 134 0.5 16.7 1.0
5 | B 424 14.3 14.3 0.8 73 51 | 288 0.9 9.7 1.0
A 407 14.2 13.2 1.3 210 9 | 347 0.6 13.6 13
. | B 430 14.3 31.4 0.0 15 12 | 165 0.5 15.7 0.7
A 408 13.5 31.2 4.0 13 16 | 135 03 14.8 0.6
s | B 515 15.3 23.5 7.8 14 13 95 0.8 16.3 1.0
A 505 15.4 26.0 6.8 17 22 | 121 0.7 13.8 0.8
s | B 426 11.9 34.1 1.6 16 10 | 106 0.5 22.6 0.7
A 402 11.3 25.6 45 17 10 | 110 0.5 17.4 0.7
; | B 481 15.6 18.6 2.3 22 10 | 153 0.5 16 11
A 464 14.4 17.9 3.7 21 11 | 139 0.6 23 1.2
s | B 448 13.5 18.1 1.1 23 13 | 146 0.8 19 0.8
A 433 13.3 25.9 2.9 27 21 | 145 0.4 20 0.8
o | B 431 12.5 23.2 0.8 30 21 | 153 0.5 22 1.1
A 368 10.7 29.9 2.3 30 20 | 160 0.3 22 0.7
o | B 386 12.7 14.6 0.0 15 9 | 164 1.1
A 353 11.6 28.5 3.0 14 10 | 151 0.8
E: 386 11.6 32.0 3.0 11 9 | 172 0.3 16.8 0.6
A 401 12.4 29.0 5.0 13 10 | 160 0.4 15.1 0.5
2 | B 498 15.2 311 0.0 17 32 | 282 2.0 8.5 0.7
A 521 16.4 60.8 2.0 21 52 | 240 0.7 14.3 0.9

B: before  A: after underline: abnormal value

Table 4. Summary of clinical effect of loracarbef

Clinical effect
Diagnosis Total - -
excellent good fair poor

Acute tonsillitis 1

Acute bronchitis 6 4 2

Chronic bronchitis 2 1 1

Pneumonia 2 2

Total 11 0 8 3 0
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Laboratory and clinical studies of loracarbef in respiratory infection

Tohru Yamasaki, Masumi I[kuta, Issei Tokimatsu, Tomoku Ichimiya,
Mitsuru Masuda, Kazufumi Hiramatsu, Hiroyuki Nagai, Yoichiro Goto,
Takayoshi Tashiro and Masaru Nasu
Second Department of Internal Medicine,

Oita Medical University
1-1 Hasama-machi, Oita 879-55, Japan

Kaoru Nakama, Hiroshi Nagaoka and Saburo Urakami
Department of Internal Medicine,
Kenkohoken Nannkai Hospital

We evaluated loracarbef (LCBF), a newly developed cephem antibiotic, for its in vitro
antimicrobial activity, serum and sputum levels, and clinical efficacy in patients with respiratory
infections. The results obtained were as follows.

1) Antimicrobial activity

Against 521 strains composed of 15 species isolated from clinical materials, the minimum
inhibitory concentrations (MICs) of LCBF were measured by the standard method designated by
the Japan Society of Chemotherapy, and compared with those of cefaclor (CCL) and cefteram
(CFTM). Against methicillin-sensitive Staphylococcus aureus, Streptococcus pnewmoniae and
Moraxella catarrhalis, LCBF showed similar or slightly lower activity compared with other
competitive antibiotics. Against gram-negative rods and Bacteroides fragilis, it showed almost the
same activity as CCL.

2) Serum and sputum levels

Serum and sputum levels of LCBF were measured in two patients with chronic bronchitis after a
single oral administration of 200 mg and 400 mg of LCBF, respectively. The maximum serum
levels were 4.6 and 8.8 pg/ml at 2 h after administration. The maximum sputum levels were 0.066
and 0.018 ug/ml at 4 ~8 h, 0~1 h after administration. The rate of the maximum sputum level to
the maximum serum level was 0.2~1.4%.

3) Clinical efficacy in respiratory infections

We administered 600 mg/day t.i.d. for 2~ 10 days to 12 patients. The clinical efficacy was good
in 8, fair in 3 and unknown in 1. As an adverse reaction, epigastralgia was found in one patient,
who soon recovered after discontinuation. There were no abnormal laboratory findings in any of

- the cases.



