474 CHEMOTHERAPY AUGUST 1993

H S 0RMERI BRI B 1) Bloracarbef D EERERY - Farkaykkst

ROSRE - =R - NEBEH - KL B
REJR B KR IR AIRRAL

SRFE - FIL—BR - BIET - WA
IR BRI K B iRk B MR

RAKE= - WL EZ
HEJR B WL ST AL BE AR B SRR R

BEHE G
R E BR R A £ 7 e B SR IR Bt

KEFHEE - Bt L
HAE S PRI E SRR

REEXT
e YR B A 1T B B S MR

FORANVINE T 2 2FRIEY Eloracarbef DA FAEIZ DWW TRBER 2 & I BERRAG IS
BEtL, UTD&ERLEB,

1. AH200mgx PIBk L, Rtk - B TIRMEEMNIRE, L3 - 655 FHEMRRE S L Om
i iR E % bioassay 12 THIE L 720 45 #%1.2~ 3.2 CTRPAL MR 120.06 ~0.27
pg/g, ML HMEPREIX]21~4950g/mITh -7, BETIRAGHEE 120768 L0
0.43pg/g, MIETHMEPEREIZ2478 X U294pug/mIToh -7 T/, LR - 655
FIEAIRREI20.24~2.27 g/g, AHIET B ISP HEAEIZ3.09~7.104g/mITdH » 720

2. H SRR IR EAEAS T L CRAHIRE Lo FHREHEIC S AR R
EW136, BR126, LRARN6H, EH136), HERELIGTH 70 EX+A5BIT
HIE T REFEBI44B) P 25BI THIEST% Th - 7= MEFIRETTIE, FMATLTH -7
E43KPISHRDTHE L, HEEII8I% Th 7o, BMMEMEER IR, THIB, %52
B, OMEZBRBEEIIAALIB), ML L SAIBIDESHILI1%ICH SRR L%
S0HIEIZEDEE L. BRREBORE ZAMKBEOBL £ 161I28D7:,

BEX by, AENIE BIEEREISSEE & IS ERERREE IS L THRALERMEE X
bbb,

Key words : loracarbef, H BIHMEEIRESE, MEMNIEE, BKRMKRST

Loracarbef(LCBF ) i3 th FIBEBE T MR K HICTH 2/ LTWwad, LT, k MOfiB L) v BEER
REN:MOTOROBHINNET L LERERITH P CRERICENRTEY, FRLMCSBTHCCLER
bo AHE, HERXDIMLETMIIET 7200 BTHELEMIEbODTRETHL, I, HERX
(cCL) & —nfgA%E AL, CCLIZEM L7 bFEMEE FIAATREFEEI RV ENG, 7 2FFE
*T890 MLtk » [£8-35-1




vOL.41 s-3

H BIEWEFLEISIC 31T Bloracarbef DILRER - EERAUIRET 475

DAFTEPLCEHEER LTV A, KHIIE, v
bWLEIHROEOL 7 x 48 & FHEIZLERAOHR
BARZMSLEBFLTnA, HIZ, BERSHD
Escherichia coli, Klebsiella pneumoniae \Z X+ L TIiZCCL
WEAMENERT I LRI TS, T/, 4
HNEREDOHZE T mV iR & RPEINELE SN
AT LRMAERUI LA RERDE N L bR S
nTns?,

A, bhbiudE BIRMEEEE O S HEREE % 5t
RIZLT, KEDOFRMY* EBEH, BROIREZT
AEERBIDT, TORETHRET S,

I. E®RM KRG

1. MBEBIVHE

19903 A2 5199046 A ¥ TIZRE BB KEZEEFL
HRBEWGEICARL, BROFBENEB SN BHAE,
AlARXBLUOHETREROKAFAESS S I3
L, #ilZehEmEICLCBF, 200mg% O35 %, 1.2~
2B BB YR L, 7, FBEICKRY SR
I % PR L IiE % 58 L7z AR OMGRITRES &
ONIfIL 75 7 12 FE D I %€ (I Mlicrococcus uteus PCI1001 % 4%
EH & T AbioassayiEIl THREF L7,

2. A&

kARSI, LIRS, BB AR
K, BTBR2BREB L UZFNS 0MmiEl2REIz LR
HEIT o720 ZORHAIITable LISRTEBY TH A,
RHEHESRADOR, SRETIIREREETH 72,
Fig. L3 5% OMRAIRIGE M & MiETiRE, BLO
Rk, BB L3R - 8 EE ), B TRAESE~D
HBREITREDOMFREEYRLZLDTH A, Fig 2134%
5% ORI & 2 PhO@EBBITR YR L
bDTH A, LCBF 200mgik 5% 1. 285 A & 3. 205 [
FTIHERWM L -0FR/M(n=5), BETKR(n=2), &E&
PRI (n=3) DEHBITFHBE X, FhFho11
rg/g, 0.60ug/g, 0.98ug/gTdh o7, MiEtIZFig 2
KRT LI ENEFN40%, 22.7%, 179%THD,
R TIHHEBITEDS R 5720 0D, BT, B&
WAGIE Tl RAF R BB IT R S R,

I. BEEM &G

1. ¥BBBLWHE

19901 AN 519916 12A I CICERBRFH L
BEH B L N2 OMERR T L, BBROFENE
LNTHE 2B, BHRE k4B, BHERE X165,
BUHPEROZHUBELF, 2ERIRERIG), 8%
AR AHMESH, MR ETHORIE4SH %
MR L THRRMRE 21T o720 M OMFRIZE M9
B, wH36hl & LA %E L, ERMIBIII5EEL D778

FITT, FHEBITBHI73H, LH428KTH -
720 %5513, LCBF%1[1200% 7:13400mg% 1 H
204 B F 7233 AZBZEORS Lz, ERIZE,
1[81200mg 1 B 2[E4% 5-6iA5141, 1[E200mg 1 H 3[El4#x
561533040, 1E400mg 1 H2E{% 554126, 1[0
200mg 1 H2[E#%5-#%1E400mg 1 B 2@ 5128 L
7-9EBI16I, 1[|]1400mg 1 H2[El#%5-%1[81200mg 1 H 2
B 5 ICEE LERIBITH - 72, K5 BEIZ1~
18HTHY, BIKGEI1306~128gTh -7, K
RERBAARTICR= V) Y E i3 7 L AR ORAEME
KTV F-DBAENHLEE, BELYE - FEES
JUEELEBRE, AHEDOHLEE, HikdhH L
UZDWREEDH 5 BE, TOMEEEIAESY & H|
W L7-BESFINELOBRN LA, ZLTHEAIE LT
fDOIERI, R 704 N, HREERA, HREmHA
T EHRHEICEBY 5 2 AURMEDH HEHDIXS
3BT, BERAEHE IR, BEER, MENTR,
MEFIRE L ED SREMICHE L TEIEEDHIRT
W& D, Exh, AR, LAY, EY, HESEDS
BB CREli L7co B ERIBICHIREMRE L ITo 7oA
BERTHICT CICEREORIEIHEE L TV B AR
BT, BT L BT UARIEIREUI T D 2 2 o
Too ETBRRRIREICEAL CIdnRELZR D ET A &
IZL7

2. R

H G IRMERL EIS 0 R GFE 4501 AR % 3% 5 L 70iA
BRI Table 2-1, 2-2I2R"T BNV THAH, F7°,
KERBIIOE M X Table 31TRTEB Y TH 5,

FIHEEHEIC & HERREIIER136I, HRh120,
LR, EN13F, HWEREIFITH -7, %
B+ BB H 2 T REIE B 44 B 256 THME57%
Tholo KEBEJADRIE, NEAEEHUTIFAT
i, WTFRLAEBILSASNKT, FiE26lh 2 0H%
16, 1B, %ETIABPLRHENLIB), BEh3H)
Thote —F, BUTFERLEEHETIZISHIRER?
Bl, Hxhell, LLHEABI, BB THNEIL44%
Thoto LEL2HSSMELELTIE, IfFE
3B, Fxh5H, EHIFIE EbHTRIFTHY, 18
MR LR REEBE T, sBIhER206), HRHLH,
|26 T, BURHETIE, 6BITEDHTH -
720 B TRRPERTHDEIRL, HaBE% B
MR THEDEIEERTH 72, Table 4iF N5
DIEGITOMBEEMNDRERFT L ODTH B, V5
LGMHE T, 2RTIH/LI PSR, F05b
HIUTEE 2 b DIZ27THRTEF D ) H23kkAST K, 284S
BT, BRI TR L7, WEABLUHRIE T



CHEMOTHERAPY

476 AUGUST 1993

P -BHAERIR3% Th o 72, Rt Lz id2tke
b Staphylococcus aureus TdH o720 77 LREHE T,
EE T2 M SR, FETREL S DIX166IT,
ZD I LOKDHE, 6kkL R, 1MRAERXAERL

T2o ZOBIHEFE, 63%Th o7 FhELAEK
D % bt 3#k 13 Pseudomonas aeruginosa T, % DAL Alca-
ligenes xylosoxidansH 28k, Acinetobacter calcoaceticus 1

¥ Td o720 Bacteroides sp\2 D\ Tid2kkE biHEL

Table 1. Serum and tissue concentrations of loracarbef during treatment
No Tissue Time Tissue Serum Tissue/Serum
’ (h) (ng/®) (#g/ml) ratio (%)
Palatine tonsil (R) 2.9 0.06 147 4.1
1
Palatine tonsil (L) 3.2 0.08 1.21 6.6
2 Parotid gland 2.3 0.76 2.47 30.8
Palatine tonsil (R) 2.2 ND 2.80 —
3
Palatine tonsil (L) 2.5 ND 2.13 —
Palatine tonsil (R) 2.7 0.27 4.95 5.5
4
Palatine tonsil (L) 2.9 0.08 4.43 1.8
5 Parotid gland 3.0 0.43 2.94 14.6
Palatine tonsil (R) 2.5 ND 2.77 —
6
Palatine tonsil (L) 2.3 0.06 2.84 2.1
7 Mucosa of maxillary sinus 2.1 2.27 7.10 32.0
Mucosa of maxillary sinus 1.2 0.24 3.09 7.8
8
Mucosa of ethmoid sinus 1.2 0.43 3.09 13.9
ND: not detected
@ : Serum A : Parotid gland
A : Parotid gland A : Palatine tonsil
71 b A : Palatine tonsil 0O : Mucosa of maxillary sinus
0O: Mucosa of maxillary sinus o a @ : Mucosa of ethmoid sinus
8 : Mucosa of ethmoid sinus 30
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Fig. 1. Tissue concentration of loracarbef after single oral Fig. 2. Ratio (tissue/serum) of loracarbef after single oral

administration (200 mg).

administration (200 mg).
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Table 2-1. Clinical results of loracarbef treatment
Treatment . q
Age solated organisms . .. .
. . . Bacterio- | Clinical | Side
(iiose om Diagnosis Severity | daily dose |duration ;Zr:i (MGI C: ug/ml, logical effect| effect |effects
* |sex (mg x times)| (days) ® 10° CFU/ml)
1 2}? acute otitis externa |moderate| 200 x 3 4 2.4 S. aureus (6.25) eradicated fair -
S. aureus (0.78)
2 33 |chronic otitis extgma moderate| 200x3 8 4.8 A. calcoaceticus (100) decreased poor —
F | acute exacerbation l
A. calcoaceticus (25)
3 3179 acute otitis media |moderate| 200x3 3 1.8 — unknown poor —
4 i{s acute otitis media [moderate| 200 x 3 7 4.2| S. aureus (3.13) unknown poor —
5 SFZ acute otitis media |moderate| 200 x 3 11 6.6] S. aureus (3.13) eradicated fair —
6 i: acute otitis media |moderate| 400 x 2 9 6.8(P. aeruginosa (>200)| persisted poor —
7 7F7 chronic otitis media |moderate| 200 x 3 18 [10.8| A. xylosoxidans (100) | persisted poor —
g |70 | chromic otitis media | uy | 500, 3 5 | 30| S aureus3.13) | eradicated | good | —
F | acute exacerbation
9 59 | chronic otitis media moderate| 200x3 11 6.6| A. xylosoxidans (200) ersisted or -
F | acute exacerbation : - B P pof
46 | chronic otitis media E. coli (0.39) .
10 F | acute exacerbation moderate| 200 x 3 3 1.8 S. aureus (3.13) eradicated | good -
1 |41 | chronic otitis media | - uy 00,3 | 14 | 84| S awews 3.13) | unknown | far | —
F | acute exacerbatipn
12 65 | chronic otitis m?dla moderate| 200 x 3 11 6.6| S. aureus (3.13) eradicated | good -
F | acute exacerbation
S. aureus (1.56)
13 70 | chronic otitis mgdla moderate| 200 x 3 7 4.2 S. epidermidis (6.25) exchanged fair —
F | acute exacerbation !
CNS 3.13)
14 | 40 | chronic otitis media | 1o ol 400 x2 8 | 64| S epidermidis | eradicated | good
M | acute exacerbation . ’ ate go -
72 | chronic otitis media . .
15 F | acute exacerbation moderate| 400 x2 7 5.6|P. aeruginosa (>200)| persisted poor -
16 49 | chronic otitis mgdla moderate| 400 x 2 6 4.8 S. aureus (50) persisted fair —
F | acute exacerbation
17 | 60 | chronic otitis media |00 ol 200x3 7 | 42| K. ontoca (0.39) dicated d
F | acute exacerbation - - o . eradicate goo -
18 4}_:7 chronic otitis mgdla moderate| 400 x 2 8 6.4| S. aureus (1.56) persisted fair -
acute exacerbation
59 | chronic otitis media . .
19 F | acute exacerbation moderate| 200 x 3 4 2.4|P. aeruginosa (>200) | persisted poor —
37 | chronic otitis media
20 F | acute exacerbation moderate| 200x 3 7 4.2 S. aureus (3.13) unknown poor —
55 | chronic otitis media . .
21 M | acute exacerbation mild 200x3 7 4.2| S. aureus (3.13) eradicated |excellent| —
31 | chronic otiti di . .
22 F ‘;c:::me:acesrl:: ;o: moderate| 400 x 2 7 5.6| S. pneumoniae (0.39) | eradicated |excellent| —
66 | chronic otitis media .
23 M | acute exacerbation mild 200x3 4 2.4 S. aureus (1.56) unknown good -

CNS: coagulase-negative Staphylococcus
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Table 2-2. Clinical results of loracarbef treatment
A Treatment
ge Isolated organisms . - .
C ’ . . - linical | Side
nase (yr) Diagnosis Severity | daily dose |duration total MIC: pg/ml, B.acteno ¢ ffect
o 1s . dose 6 logical effect | effect | effects
ex (mg x times) | (days) ® 10° CFU/ml)
R . GNF-GNR (50)
24 11\: Z‘;ﬁ:’:z::;:;z Z.gl: moderate | 200 x3 5 2.6 ) exchanged | poor -
A. xylosoxidans (25)
35 . Streptococcus sp. (1.56) .
. t -
25 F acute sinusitis moderate | 200x3 11 6.6 Pseudomonas sp. (25) eradicated |excellen
26 3; acute sinusitis moderate | 200x 3 7 4.2 Peptococcus sp. eradicated |excellent -
26 N P. micros (12.5) .
27 F acute sinusitis moderate | 200x3 7 4.2 Bacteroides sp. (0.39) eradicated good -
28 ZP? acute sinusitis moderate [ 200 x 3 15 9.0| H. influenzae (6.25) | unknown good —
24 N M. catarrhalis (0.78) .
29 F acute sinusitis moderate [ 200x3 15 9.0 P. micros (0.39) eradicated good —
30 5]_,7 acute sinusitis moderate [ 400 x 2 16 |12.8 - unknown good -
33 200x2 3
31 acute sinusitis moderate ! ! 4.0 S. pneumoniae unknown poor -
F
400 x 2 4
30 A H. influenzae . .
32 F acute sinusitis moderate [ 400 x 2 12 8.8 S. pneumoniae eradicated good | diarrhea
31 R P. aeruginosa (100) .
33 F acute sinusitis moderate [ 400 x 2 7 5.6 S. preumoniae (0.78) eradicated |excellent —
kY 64 chronic s“‘“s“fs moderate [ 200x 3 7 4.2 | S. marcescens (200) unknown poor rash
F | acute exacerbation
37 chronic sinusitis . L.
35 F | acute exacerbation moderate | 200 x 3 7 4.2 S. epidermidis unknown good —
19 chronic sinusitis : .
36 M | acute exacerbation moderate [ 200x 3 7 4.2 | S. pneumoniae (0.78) | eradicated |excellent -
T bitter
37 52 chronic smusn!s moderate [ 400 x 2 3 2.4 — unknown [excellent | taste
F | acute exacerbation .
xerostomia
35 chronic sinusitis
38 F | acute exacerbation moderate | - 200x2 12 4.8 - unknown poor -
headache
39 19 acute tonsillitis moderate | 200 x 3 2 0.8 E. aerogenes (200) unknown |unknown |dizziness on
F C. freundii (6.25) -
standing up
19 a-Streptococcus sp.
40 F acute tonsillitis moderate [ 200x 3 1 0.6 (0.78) | eradicated |excellent -
Bacteroides sp. (0.10)
41 2[? acute tonsillitis moderate | 400 x 2 4 3.2 S. pyogenes (0.025) | eradicated |excellent| rash
18 400 x 2 7 Stret
42 M acute tonsillitis moderate I ) 80| & rep acamt.zssg.s eradicated |excellent -
2002 6 25)
32 f— S. pyogenes (0.10) .
43 F acute tonsillitis moderate | 400 x 2 5 3.6 A. luofii (0.78) eradicated |excellent -
38 P S. pyogenes (0.20) .
44 F acute tonsillitis moderate [ 200 x 3 3 1.6 S. preumoniae (0.39) eradicated |excellent -
45 2]_? acute tonsillitis | moderate | 200 x 3 4 2.2| S. pneumoniae (0.78) | eradicated |[excellent| —

GNF-GNR: glucose non-fermentative gram-negative rod
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Table 3. Clinical efficacy of loracarbef

' ) Clinical effect Efficacy rate
Diagnosis Cases -
excellent good fair poor unknown (%)
Otitis externa 2 1 1 0/ 2
Acute otitis media 4 1 3 0/ 4
Chronic otitis media 1 1 0/ 1
Chronic otitis mgdla 17 2 4 5 8/17
acute exacerbation
Acute sinusitis 9 3 1 8/ 9
Chronic smusxtfs 5 2 2 3/5
acute exacerbation
Acute tonsillitis 7 6 1 6/ 6
Total 45 13 6 13 1 25/44 (57)
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Table 4. Bacteriological response to loracarbef

Isolate No_'of Bacteriological response Eradicatio'n
strains eradicated persisted exchanged unknown rate (%)
S. aureus 14 7 2 1 4 8/10
S. epidermidis 3 1 1 1 2/ 2
S. pyogenes 3 3 3/ 3
S. pneumoniae 7 6 1 6/ 6
«-Streptococcus 2 2 2/ 2
Streptococcus sp. 1 1 1/1
P. micros 2 2 2/ 2
Peptococcus sp. 1 1 1/ 1
G (+) Sub-total 33 23 2 2 6 25/27 (93)
E. coli 1 1 1/1
C. freundii 1 1 -
K. oxytoca 1 1 1/ 1
E. aerogenes 1 1 —
S. marcescence 1 1 —
P. aeruginosa 4 1 3 1/ 4
Pseudomonas sp. 1 1 1/1
H. influenzae 2 1 1 1/ 1
M. catarrhalis 1 1 1/1
A. xylosoxidans 2 2 0/ 2
A. calcoaceticus 1 1 0/ 1
A. lwoffii 1 1 1/1
NGF-GNR 1 1 1/1
Bacteroides sp. 2 2 2/ 2
G (—) Sub-total 20 9 6 1 4 10/16 (63)
Total 53 32 8 3 10 35/43 (81)

*: (Eradicated + Exchanged)/(Eradicated + Persisted + Exchanged)
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Antibiotics 42 : 283~292, 1989

Matsukuma I, Yoshiiye S, Mochida K, Hashimo-
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Basic and clinical studies of loracarbef in infectious diseases
in the otolaryngological field

Kaneaki Haraguchi, Yasuhiro Miyazaki, Akihiro Uchizono and Masaru Ohyama
Department of Otolaryngology, Faculty of Medicine Kagoshima University
8-35-1 Sakuragaoka Kagoshima-shi 890, Japan
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Department of Otolaryngology, Kagoshima Prefectural Ohsima Hospital

Kouzoh Fukami and Motoko Kohno
Department of Otolaryngology, Kagoshima Prefectural Hokusatsu Hospital
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Fumiko lida
Department of Otolaryngology, Kagoshima Seikyo Hospital

Phrmacokinetic, clinical and bacteriological studies were carried out with loracarbef (LCBF) in
infectious diseases in the otolaryngological field. The following results were obtained.

1. The levels of LCBF in tonsil tissue and in serum were 0.06 ng/g to 0.27 ng/g and 1.21
rg/ml to 4.95 pg/ml, respectively, at 2.2 to 3.2 hours following the oral administration of 200
mg. The mean ratio of tissue concentrations to each serum level was 4.0%.

2. Inthe clinical study, 45 patients with otolaryngological infection were given LCBF at a dose
of 200 mg or 400 mg, 3 or 2 times a day by oral administration. The overall efficacy rate was 57%
in 44 cases. In otitis externa as well as acute and chronic otitis media, most of the isolated
organisms were non-sensitive to LCBF like Pseudomonas aeruginosa. The bacteriological
eradication rate was 81% in 35 of 43 strains isolated from the subjects.

3. As for adverse effects, rash in 2 cases, diarrhea in one case, xerostomia with bitter
gustation in one case, and headache and positional dizziness in one case were observed, but none of
them was severe. Abnormal laboratory findings were noted in one case.
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