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THRESNAHFLWEOI VAL 7 2 ARERTH
W, 7o LEHENIS ST LABRBE T THEVYIRED %
BT 5%,

4e[], FHE SIZLCBFICD W T & FE R R 2 M 1 12 2
4 % LW J % cefaclor (CCL), cefotiam(CTM), cefix-
ime (CFIX), cefteram (CFTM) 8 & U amoxicillin
(AMPC) & LWBHRET L 7o S 512, MR 23EYLE136)
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I. MLV HZE

1. BRARS BRI

WK EERHBRERAERIC BT, SHEHEK
BREME L D198IFIZHBSNIHED ) L, K
& G AE O F F W 14 B 8 302 % (methicillin- sensitive
Staphylococcus aurews (MSSA) 22 #%, methicillin- resis-

tant S. aureus (MRSA) 21 ¥k, Streptococcus pneumoniae
258K, Enterococcus faecalis 21%k, Haemophilus influen-
zae 27Fk, Moraxella catarrhalis 208k, Escherichia coli
208K, Klebsiella pneumoniae 18%K, Enterobacter cloacae
204k, Citrobacter freundii 204K, Proteus mirabilis 19
¥k, Serratia marcescens 214k, Pseudomonas aeruginosa
228k B X WAcinetobacter calcoaceticus 26¥k) 122\ T,
MIC2000 system (% 1 +7 v 7 #t) % Fv 7- @&k
FRRENTR/ANEEIRE (MIC) % I%E L 72, A HBZEA
& LT, CCL, CTM, CFIX, CFTM#$ & IFAMPC%
Bz,

B & LT — A E A & L TCSMHB(cation-sup-
plement Muller-Hinton Broth; Muller-Hinton broth 1¢
+ Mg?* 25ug/€+Ca®* 50ug/0) R ER L1727, S.
pneumoniae \Z 2 > T IZCSMHB + 3% LHB (lysed horse
blood) %R L, H. influenzaelZ2\Tik3%LHB+

*T903-01 b ARNL S ERIE T HT < EIF 207 4 3y
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NAD (nicotinamide adenine dinucleotide) (10 g/ ml) i
CSMHB% I L 700 A DE & H B RTL, S
pneumoniae & H. influenzaelZ OV Tid 64 pg/ml % B i if
Eel, MOBBICOWTIZ128ug/ml % RE A &
LCRBARIC L B12RTI 1R L7, BHEH 213

2. PRPRO9HRET

1) MRIEGZOWIREHE KFEB LUK
=2l

K RIEBNIFERKFHE—NHERE B L 2 ORE
BT BV TIERE AT » 7 IR 85 REALAE 1 3REBI T &

H. influenzae D AL 10'CFU/mlE e B £ H IZFREL, 2720 JEBID—EFK % Table 11IR L7,
fOBEIL T XTIOCFU/mIE 25 & )AL T %@Wsﬂc: BYEMER R, BYERpkgk2Bl, ikl
7% I, BPERERASH, BIEREL RO BEEE
Table 1. Clinical and bacteriological effects of loracarbef
. Dose Evaluation
Case AgeSex*BW Clinical (Days) Isolated BT | WBC CRP ESR - Side
(kg) diagnosis 4 organisms  [(°C) [ (/mm?) mm)| bacterio- clinical |effects
Total logical
200 mgx 3| normal flora |37.8| 7600 | + | 20
1 25°M+50 | acute pharyngitis 9 1 1 i I 1 | unknown good —
54¢g P. aeruginosa (35.8| 6900 | + [NT
200 mgx 3 E. cloacae 38.0/ 11800 | 3+ | 30
2 22:M+61 acute tonsillitis 4) ! i ! I | |disappeared| good —
24¢g 37.0| 5800 | + | 10
200 mgx 3 E. cloacae 38.4( 17800 6+ | 10
3 44*M-75 acute tonsillitis 5) 1 ! ! ! ) replaced good —
30g K. pneumoniae |35.6| 17700 [ 2+ | 15
H. influenzae
200 mgx 3 S. aureus 39.6| 12200 | 6+ | 40
4 38¢Fe42 pneumonia (14) 1 1 { L 1 replaced |excellent| —
84¢g K. oxytoca 35.8{ 5300 [ — | 28
E. cloacae
200 mgx 3| S. pneumoniae
5 38FNT acute bronchitis G H. influenzae 39.9] 4900 | NT | NT gi d
42g . { 1 ! i sappeared| good —
i - 35.9( 4500 | NT [ NT
200 mgx 3| normal flora |35.9] 7700 | NT | 4
6 68M+67 acute bronchitis (W] I ! i ! ! | unknown good —
4.2¢g normal flora [36.6| 8400 29
200 mgx3| ¥ aeniemost 1366 4300 | — |NT
7 87-M+41 acute bronchitis (W] P. aeruginosa ! 1 1 1 | persisted good -
42¢g K moniae 36.2| 4600 | NT | 10
200 mgx3| F "f"“”’ 36.3| 9900 | + |20
8 49°F+75 acute bronchitis 4(;/') E. cloacae s Gl . 85100 i 110 persisted good —
“ 8 | Pseudomonas sp.|
200 mgx3| normal flora (36.8( 6100 [ = | 2
9 61-M+65 acute bronchitis (15) 1 ! 1 ! 1 | unknown good -
9.0¢g normal flora (36.0 7300 | * | 2
acute 200 mgx3| ‘”ﬂl“e""” 35.8| 8000 |2+ | 55
10 72¢F+43.3 exacerbation of ©) H. influenzae 1 1 l 1 | persisted fair —
chronic bronchitis| 3.6 g M. catarrhalis 36.5 10400 | 1+ | 49
acute 200 mgx 3| normal flora |36.3| 6300 |2+ [126
11 | 67°M+57.4 | exacerbation of D l 1 i 1 1 | unknown fair -
chronic bronchitis| 4.2 g normal flora |36.5[ 6400 |6+ | 97
acute 200 mgx 3| H. influenzae |36.5| 4700 | + | 24
12 59+F+45 exacerbation of (W] 1 ! ! ! 1 |disappeared| good —_
chronic bronchitis| 4.2 g normal flora |36.5 4700 | * | 12
acute 200 mgx 3| normal flora |36.0| 7500 | + 4
13 38¢Fe52 exacerbation of G 1 ) i ! ! | unknown poor —
chronic bronchitis| 4.2 g NT 36.4 6600 | — | 4

BW: body weight BT: body temperature NT: not tested
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I. &% |
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LCBF &, fth @ *} B8 3£ K & MIC range, MICs,
MICgo % Table 2-18 &£ UTable 2-21Z/R L 7=,

MSSA I3t A3HE JIZLCBF & CCL, AMPCiiii¥
[6]% Td 570 CTMIZR OENTELRLEY,
CFIX, CFTMIZLCBF & D b H AR TH - 72,

MRSA 2 L Tid, LCBF % & tr & H| 12 MICs,,
MICoo & 32xg/mILAETH Y, BRRMZEIIHET
EnnkBbhis,

Table 2-1. Susceptibility of clinical isolates to loracarbef and other antibiotics
Organism o No. of strains with indicated MIC (ug/ml)
X Antibiotics
(No. of strains) range 50% 90%
loracarbef 1~8 2 2
Methicillin-sensitive cefaclor 1~8 2 4
Staphylococcus aureus cefotiam 0.5~1 0.5 1
(22) cefixime 8~16 16 16
cefteram 2~4 4 4
amoxicillin 0.063~4 0.5 2
loracarbef 64~ >128 >128 >128
Methicillin-resistant cefaclor 64~ >128 >128 >128
Staphylococcus aureus cefotiam 4~>128 >128 >128
21) cefixime >128~ >128 >128 >128
cefteram 32~>128 >128 >128
amoxicillin 8~64 32 32
loracarbef 0.25~2 0.5 2
cefaclor 0.125~1 0.5 1
Streptococcus pneumoniae cefotiam 0.031 ~0.25 0.063 0.125
(25) cefixime 0.063~2 0.25 2
cefteram 0.031~0.125 0.031 0.125
amoxicillin 0.031~0.125 0.031 0.063
loracarbef 8~128 64 128
cefaclor 8~128 64 128
Enterococcus faecalis cefotiam 32~128 64 128
21) cefixime >128~ >128 >128 >128
cefteram 16~ >128 128 >128
amoxicillin 0.5~1 1 1
loracarbef 0.031~8 0.5 1
cefaclor 2~16 4 16
Haemophilus influenzae cefotiam 0.25~4 0.5 2
27 cefixime 0.031~0.125 0.031 0.031
cefteram 0.031 ~0.031 0.031 0.031
amoxicillin 0.125~64 0.25 2
loracarbef 0.125~4 0.5 2
cefaclor 0.5~8 0.5 4
Morazxella catarrhalis cefotiam 0.5~2 0.5 1
(20) cefixime 0.063~0.5 0.063 0.25
cefteram 0.063~2 0.125 1
amoxicillin 0.063~8 0.125 4
loracarbef 0.25~16 0.5 0.5
cefaclor 0.5~128 1 2
Escherichia coli cefotiam 0.063 ~2 0.063 0.125
(20) cefixime 0.063~1 0.125 0.25
cefteram 0.125~0.25 0.125 0.25
amoxicillin 1~>128 2 >128
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Table 2-2. Susceptibility of clinical isolates to loracarbef and other antibiotics

Orgamsn? Antibiotics No. of strains with indicated MIC (ug/ml)
(No. of strains) range 50% 90%
loracarbef 0.25~1 0.25 1
cefaclor 0.5~2 1 2
Klebstella pneumoniae cefotiam 0.063~0.25 0.125 0.125
18) cefixime 0.063~1 0.063 0.125
cefteram 0.063~0.25 0.125 0.25
amoxicillin 1~>128 32 >128
loracarbef 0.25~>128 32 >128
cefaclor 1~>128 >128 >128
Enterobacter cloacae cefotiam 0.063~ >128 8 >128
(20 cefixime 0.125~ >128 2 >128
cefteram 0.125~ >128 1 >128
amoxicillin 2~>128 >128 >128
loracarbef 0.25~>128 16 >128
cefaclor 0.5~ >128 64 >128
Citrobacter freundis cefotiam 0.063~ >128 0.25 >128
(20) cefixime 0.063~ >128 0.5 >128
cefteram 0.063~ >128 0.5 >128
amoxicillin 4~>128 >128 >128
loracarbef 0.5~2 1 2
cefaclor 0.5~2 1 2
Proteus mirabilis cefotiam 0.125~1 0.25 0.25
19) cefixime 0.063 ~0.063 0.063 0.063
cefteram 0.063~0.125 0.063 0.125
amoxicillin 1~4 1 2
loracarbef 0.5~ >128 128 >128
cefaclor 1~>128 >128 >128
Servatia marcescens cefotiam 0.125~ >128 32 >128
21 cefixime 0.125~64 0.5 4
cefteram 0.125~ >128 2 16
amoxicillin 4~>128 128 >128
loracarbef >128~>128 >128 >128
cefaclor >128~>128 >128 >128
Pseudomonas aeruginosa cefotiam 128~ >128 >128 >128
(22) cefixime 16~ >128 64 >128
cefteram 16~ >128 128 >128
amoxicillin 128~ >128 >128 >128
loracarbef 2~>128 64 >128
cefaclor 2~>128 128 >128
Acinetobacter calcoaceticus cefotiam 1~>128 64 >128
(26) cefixime 2~>128 16 >128
cefteram 8~>128 32 >128
amoxicillin 4~>128 32 >128

S. preumoniae {3t 3 B HLHE J11IMICoo TIZAMPCAS
ROENR, 0.0634g/mITdHh 720 CTM, CFTMD2%E
#1XMICoo T0.125#g/ ml % 7% L, LCBF i MICyo T 2
rg/mECFIXER%E Th b LEEMBHRLL > T
P2HRR LR TN R MBE N 2 RT EE XL SR,

E. faecalislZ BV Tix, MICso, MICooll BT AILH
THEXAMPCO AA51 pg/ml L BEIR LA & B b N 2l
¥R L7z ASLCBF % & tofth ) & S H) 13 B bR Ah 8 % 103 5
TERWMETH -7,

H. influenzae {Z 3F L T X MICs9, MICog {2 B ¥ T
CFIX, CFTM& 0031 4g/mlLAF EBER T 7,
LCBFDIE HIZ I ISR SIETH D, MICeilB W

TIECCL, CTM, AMPCL WKW METH » 72,

M. catarrhalistZxF L TIZCFIX A MICoo b2 B2 T0.25
prg/mERSENTBD, R\ TCTM, CFTM,
LCBFOIETH - 7=,

E. colitZ3f L TIEMICoy TH 5 & LCBF120.5/.g/ml LA
T LVITE A A SN 7225, CTM, CFIX, CFTM
LN H>TWiz,

K. pneumoniae {2 &+ L TIiEMICgo TIZCTM, CFIX#AS
KOBOCITE N E AL, 0.1254g/mlTdH Y CFTM,
LCBFDIETH - 72,

E. cloacae, C. freundiilZ BV TIE, MICy TII & HE
FA128ng/mUk ETH Y, BK EIRE NP AL
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P. mirabilisiZ B> TIEMICs03CFIX & CFTMIZ0.063
pg/mlEROIMBEAMVENTB Y, LCBFIX1ug/mlD
MHEHD%ERLCCL, AMPCLE%ETH 5720 MICyo T
{3 CFIX, CFTM, CTM, LCBFONEIZBENTB Y
LCBF D4iH it 24g/ml & CCL, AMPC & M%7 {ET
i) 2 f:o

S. marcescens\Z B TlE, MICso TCCFIXA b IEN
T3, LCBFIZMICso, MICoo& b 128ug/milE L
BRI RIIIFETCELWETH - 72,

P. aeruginosa B & W A. calcoaceticus (2 3F L T it
MICso, MICoo& b BEXIIBRMELFHHETELW
ETH -7,

NED# B H»6 & B E, LCBF i3 MSSA, S.
pneumoniae, H. influenzae, M. catarrhalis, E. coli, K.
preumoniae, P. mirabilisiZxt L CIXEN - IME N L #HF
- TW/zA%, CFIX, CFTM, CTMIXLCBF & h{Eh/:
MEANEF > Tz, —7H, MRSA, E. faecalis, E.
cloacae, S. marcescens, A. calcoaceticus, P. aeruginosa
T AIMBENIALSTH - 72,

7, 1BH & DHETIZCCL & IFFEMENIT
BHhTh-72,

2. FRRMRRET

1) BRI

Table LWZHEBI T & DM % L B - AE, #HE®R
R, ERREE, MBEFMhR, BIfEH, Table 3
WCEERDE D T & o, Table 4ICBERREBO—EXK
TR L7,

ARMBIZB VT, T, BB, 2°H
e, BERh16I, ARET77% L DEREB, KB
AHRETT A L BUHRELROBMRE I L Tidd
BIRIBIORDAEHTH Y, BHEKEERGENDER
FIHEVEHTH - 72,

2) HMEFHHR

Table 10278 L 720 MSSA, S. pneumoniae 3 & 1 ¥t
FESN, BRESNT. H influenzaelIEHE LT
AFEBI A SR SN, 3BRATBRE SN2 K. preums.
niae IR RE & L TIIRE SN2 D o 1 A2KIRHR
BELTHBL. M catarrhalisiI1RRDSERIL L L
THHB L7o P. aeruginosa (X 1ERDSERE & L THRYE
Eh, BRESh LD o7, E5HEIEELI0%T, TH#
WABRE S N7z AS3RRIZTRAF L 7co ZCRE & L Tideh
WHBRLIS2BE b 77 ABRMETH -7,

3) EIER LEERMEMERE

Table LWIR L7z & 912, BERIZEER CTHEL
Lotz BRRRAMRE TidTable 4IZRLAL)
{216 TBUN, creatininefE® E5, 16 THEKED
FEPHBALLEPCTROBEHMRIDOTH 1,
BUN, creatinine® L F 3 HOFIRAICL Bb DL
EF XY (AN

o = £
LCBFD4E#I3 77 LIGHE L6 7T ABREEE T
DILVIENIZH 5,

FRR S BERR I T A BN REDRER, LA DL,
LCBF ¥ MSSA, H. influenzae, M.
catarrhalis, E. coli, K.pneumoniae, P.mirabilis%iZit
LTRENIMEN R R > T, LA LEYDS, |
KL IMDOER TEADBENR TN/ DIZCCLOATH
), CFIX, CFTM, CTMIXLCBF & h Eh/-HiBiN%
FoTw/, &5IIMRSA, E. faecalis, E. cloacae, S.
marcescens, A. calcoaceticus, P. aeruginosa®123t% %
FHOMEA IR RLBENMETH o722 b, KEH
ERBE OB L VB RER P, ANHREXA
2t L CEIEDH B L Bbhr, Bk, BYEKEX
%, BHREXLEHLE LKA OSEDIERICSE
WTE, ARETT%E, LOEETH-7. LA,

S. pneumoniae,

Table 3. Clinical efficacy of loracarbef

Diagnosis I::S'e(;f Excellent Good Fair Poor Efﬁc?;:') rate
Acute pharyngitis 1 1 11
Acute tonsillitis 2 2 212
Pneumonia 1 1 11
Acute bronchitis 5 5 5/5
dose metien | NERERE
Total 13 1 9 2 1 10713 ( 77
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Table 4. Clinical laboratory test findings before and after administration of loracarbef

RBC Hb Ht WBC |Eosinophils| Plts. S-GOT | S-GPT | AL-Pase BUN | Creatinine

Case |(104/mm®)| (g/d)) (%) (/mm?) (%) |(10*mm?%)| @UN) aIumn aun (mg/d) | (mg/dl)
e before| after [before| after [before| after [before| after {before| after [before| after |before| after |before| after |before| after [before| after [before| after
1 | 528|514 |14.815.3(47.0 |44.5| 7600 6900| 0 1 7 1235 16 | 13 | 12 9 (115|117 | 18.6 | 11.7 0.9 | 0.9
2 | 462|478 115.1115.343.0|43.3 11800/ 5800, ~ | ~ (16.8| ~ |32 | 25 | 93 59 | ~ 126 (13990 |10 |08
3 | 585|574 115.7|16.7|48.0 145.0 1780017700} 3 | ~ | ~ | ~ |49 | 36 | 79 | 79 | 236 | 240 | 9.4 123 |10 |10
4 |394 (385 (12.1{11.435.0]38.5[12200f 5300{ ~ 1 7/ 130.5( 13 | 19 8 (10 [ 8| ~ [10.0]114]0.7 |0.7
5 |417 | 410 {11.911.8 [35.0 |35.0 | 4900 4500/ 0 2 /7 |18 14 7111 19| 74 | 92]105({08 |07
6 520 | 469 |16.5]15.347.5]43.5| 7700/ 8400 2 1 7/ 115.0| 23 |24 |20 | 16 [ 110 [ 117 |15.0 154 |12 | 0.8
7 371413 [11.6 |11.9 [34.539.0 | 4300 4600 0 0 |11.9( ~» |32 |41 |17 | 23 | 138 | 159 |19.8 [21.5|1.0 | 1.0
8 | 551 | 545 |16.0(14.3|47.0 (46.6 | 9900| 8600 2 7/ [35.0139.0| 67 | 46 | 75 | 48 [ 195 [ 189 {155 (181 (12 |11
9 [556 | 551 [15.916.5(49.5(49.2 | 6100 7300 4 1 (171|146 19 | 21 | 30 | 33 | 220 | 208 |19.0 | 19.0 | 1.13 | 1.12
10 | 446 | 444 |12.2 (14.4 |41.7 | 41.0 | 8000[L0400{ 1 2 128.0127.9| 29 | 20 | 68 | 26 | 409 | 314 | 21.0 | 32.0 | 0.78 | L.15
11 [365(326 [10.9| 9.6(35.6(31.4|6300 64000 5 | 1 [25.9|29.2| ~ |20 | ~ |16 | ~ [188| ~[100]/ |08
12 | 459 | 446 [13.4 [13.1 [41.4 {40.3| 4700|4700 2 | 3 [19.9]19.7| 16 | 16 | 16 | 18 | 189 | 174 | 15.0 | 14.0 | 0.64 | 0.60
13 | 466 | 450 [13.7|13.8|41.5|41.5| 7500/ 6600( 6 |12 | ~ | ~» |15 |19 [ 12 [24 | /| ~ |141|108|08 |08

—: abnormal

BURETIROSHEE T HHEL A D L 46F
IBDRDPEREV I N LRETH - 7. MEF
HARLOHFETEITCHMETHHERTE LD -
o

EBRITIE, H influenzae DIRDVBRETE e h o 12
Z &, M. catarrhalis, K. pnewmoniae’s EDKAKE L L
THHLTWAZ L% EZ2 5 E1H600mgD B=TIid
KEOBERISBR L BRI IRAETH L LEE
PR (WAN

BETRZFEER 1B R ok ho T
HY, FAOREMIIBD TRV D ER LN,

UEDS%¥E 2, LCBRIZEMH FRER, it
RICBERDEVSPEFTE, BURERGEE CREFD
BRI RR L BUREMEDH B = L AR S T,
13
KEFEGLZ, B OB 45408 B AL EE
HFES VDRI YL,

1)

I
o)

X
BRI Z,

KT3777, ML, 1992
Cao C, Chin NX and Neu HC: In-vitro activity
and f-lactamase stability of LY163892. ] Anti-
microb Chemother 22: 155~165, 1988
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Laboratory and clinical studies of loracarbef

Yuei Irabu, Jun Inadome, Hiroshi Fukuhara, Hiroaki Nakamura, Hiroshi Kaneshima,
Katsuyoshi Shimoji, Keizou Kitsukawa, Yoshiteru Shigeno and Atsushi Saito
First Department of Internal Medicine, Faculty of Medicine, University of the Ryukyus
207 Uehara, Nishihara-cho, Nakagami-gun, Okinawa 903-01, Japan

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

Tyoutetsu Hokama
Kitakami Hospital

We performed bacteriological and clinical evaluations of loracarbef (LCBF), a new oral
carbacephem, in respiratory tract infections, with the following results.

1) Antimicrobial activity:

The minimum inhibitory concentrations (MICs) of LCBF were measured in 302 clinically
isolated strains, and compared with those of cefaclor, cefotiam, cefixime, cefteram and amoxicillin,
using the MIC-2000 system.

LCBF had wide antimicrobial activity against clinically isolated strains except methicillin-
resistant Staphylococcus aureus, Enterococcus faecalis, Enterobacter cloacae, Serratia marcescens,
Actnetobacter calcoaceticus and Pseudomonas aeruginosa.

2) Clinical efficacy:

LCBF, 200 mg X 3 (600 mg/day), was administered to 4 patients with chronic bronchitis, 5
with acute bronchitis, one with acute pharyngitis, 2 with acute tonsillitis and one with acute
pneumonia. Clinical response was excellent in one patient, good in 9, fair in 2, and poor in one.
Clinical efficacy was 77%.

Three of 4 strains of Haemophilus influenzae were eradicated. One strain of Streptococcus
pneumoniae and methicillin-susceptible S. aureus were eradicated. Two strains of Klebsiella
prneumoniae and one strain of Moraxella catarrhalis were isolated as superinfections. One strain of P.
aeruginosa was isolated as a causative organism, but was not eradicated.

Side effects were not observed, but mildly abnormal laboratory findings were noted in one
patient.



