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WP 239 IR D B % B MR 1234 3 5 LCBF DMICs0 3 & UMIC0ld # L Eh, Staphyloco-
ccus aureus 12.5pg/ml & >100g/ml, Streptococcus preumoniae 0.78 xg/ml & 1.56 ug/mi,
Haemophilus influenzae 0.78 ug/ml & 1.56 g/ ml, Branhamella catarrhalis 1.56 #g/ml & 3.13
#g/ml, Pseudomonas aeruginosatIMICsotd >100ug/mliTdHh - 72,

BT EIREE BV T200mgH BS54 0 BB L Hil BE (21205 % D 7.7 g/ mI T,
ARFEIAT O MPIREIZ2.30g/ml & REFZMAPBAITAR SNz, F—EHTH200mg, 1
H3[E D EHIK G TIIMEHE P IREE X KEA0.154g/ miFith TH o 2 (RBMPREDY
2%)o WEHEF IR IR X5 0 B 00.33ug/ml, HEMFBREDL3% TH->70

FH| & B IR SR AAE OB L BMRE X RIBUC V-, BAEE3B, LLHRH3H,
BB EAHEIII0OBIZE EE o7z, MBEFRICESSBAIBREEN, FROLKEHICH
T AMICDO.78ug/mIBREATELNEIPDERRECHBLEZ LN,

BHERRRBDO O LD 5725 1BDKIIF VAT IF—EDLERANALN, FHOD
FIEIZTT AR ICHE L,

D ED#EFR X 0 IR 32 B GE DA BV TLCBFidcefaclor & W ¢ B HEA L
ThEY, HBBITLRVWILPHLP L R 5D THA R BOBES TR THNIHLE L
EREL LTHFCE S LERNTON S,
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20e4Z D\ TStreptococcus preumoniae & I OFRKE & L
TORBESREDE £ 72 5 7= Branhamella catarrhalisiZxt
LTREALTBENEE S o6 TH D,

Loracarbef (LCBF ) (3 1 fI BB B T £ MR =B EFF T
AR E N F Dcarbacephem RBZRIMEME TH 1,
34 (chlor) & 7fi (aminophenylacetyl £ ) {12 CCL & [6]
—DREEFEL TV AEY, FIIARYZ b AHCCLE
FULTBY, 7765677 LBRME T TLY
AL F o EWME TH B, MENR S T L%
BEHLICCCLE YD I DLILEFEEALTEB Y™, I
R EYSEDEF BV TCIERF 2 BRDEIB SN
Ay0LEifFIh TV,

4EFK 413, LCBF R IPREFBEAE*H & Lbs
BEICRKICH T 579, YRoBRMARERIEEE
R DMK IR E I L Tin vitrod LB H 2 HIE L,
BUREERMERE IO LEOKSHOmMFRES X
VERPIRELZBIE L, EEMRE TR, T2
AR 2 HRENICEERERREDRE P LICHY
BRARAAAEORET 21T\, PREFESAEIST T 5
k5&, E50KL L OECEBICOVWTEEEMA
A

I. % &

1. FREHRERE AT Din vitrod Ll

BRERREEYHWT, BRFREEDEEOE
LD 107cfu/mI> O LU 28 & o EIR 22K B
EELEED D b, 19884F1A 55 199045 A (25 #
SN7-Ek % BV TLCBF Din vitrod L 1 25T L7,
[FRF ISR O HUEAI TdH % amoxicillin(AMPC), clavula-
nic acid amoxicillin (CVA/ AMPC), CCL, cefotiam
(CTM), cefixime (CFIX), erythromycin(EM), mino-
cycline (MINO) 3 X Wofloxacin (OFLX) DILE 1 b il
L, LCBFOIE N & tBtgaS L7z,

ABERREH 7 BRI Staphylococcus aureus 51EK,
S. pneumoniae 418k, H. influenzae 46¥k, B. catarrhalis
458K, Pseudomonas aeruginosa 374K T, HAILFHE
FREREICE L ERIRAERECL Y RIREER
IERRE (MIC) % %E L 720

BREKRDS. preumoniae & B. catarrhalisiZ5% 7 <
J5 45 % 3 I #% 0 Mueller- Hinton broth (BBL), H. in-
fluenzae T3 5% 7 < {11 # i Mueller-Hinton broth
(BBL) ¥ Fivy, #0Dh & %E T idMueller-Hinton broth
(BBL) % Fi\>, 37C, 18BSRIE®E L -H W% E—
FresE B TAR L0t/ mUCTHE L b D% 4
BREBL L. ChODHREKREIAEL T8
7—YDENITMICHIE R ER EHF BRI HIEME L
o COEKKEMIL, S. preumoniae & B. catarrhalis i

1£5% 7 ~ Wi # 4 3 1M #& H0 Mueller- Hinton broth
(BBL), H.influenzae'Z135% 7 < {H L I0 # 1 Mueller-
Hinton broth(BBL), # DD FE (X Mueller-Hinton
broth(BBL) % i f L 7=,

2. EPIRERE

LCBF DN IR EBIE 121X, Micrococcus luteus
ATCCI341 ¥ MEB &L L, HREKRH I (X Heart infu-
sion agar(BBL) % I\ T, #&cupitil & % bioassay
1T 572 BIEREIZME & EET, —80CIHE
FRTF L7- b D& Rf#, homogenize L 72 % D % &k
& L7z BEIEIZIEN-acetyl cysteiniE I INZ % 22 5
1o B OFIRATIERIZ 12 Moni-trol (DADE) 3 &
) VR & W (PBS : pH7.0, 1/15M) % v, M
BELEIRPIREOME ISR ET AV,

3. BRRMARBHOKRET

1) XRIEF

RIGKFRFEFHEFRAFHIFERIESA D SF
B2F4R F TCOMMICAREENRZTZ LBE
D) bEBERERK - MBRERR - BBk T L 3B
FTRED, o MEHIFREEEESELNTL
10EBIT, »OEXRBEMORENEL NI, B
[EXLRSHI, [EZIRIELR, BHREIRIFT
Hb,

2) #&k5E -5

RAiEEX RBEIIN T HLCBFOKZ 5L, AH Din
vitoItl 1, BRPBITHS Y ZE L TG E - &5
EERE L7 1E200mgM 1 H 3E#% 5 & 1[H400mg
DIEEG 21752\, BROBEDEOKRIT*TH -
72

3) MRHEKHE

BEEK, tEMR, BRRERR, EREOHE
LIZHEOX, BEVIZE L TED (excellent), HE
(good), = RH#(fair), E%N(poor) D4R THE
L7

I. B B

1. MRHRERE IS AIE D

0% 3398 B L4 A LCBF & # DAt DAE O E A
Din vitrohLH J1 DRAE % Table 11Z/R L7,

1) S.aureus

A EDRREFIZH:S. aureus 518K IS 5 MICso
fitd, LCBFix12.5¢g/ml, AMPC & CCLIZ25¢g/ml,
CFIXi100xg/mlTdH 1), MIC,ofEHIxZFhFh >100
p#g/ml, 50pg/ml, >100xg/ml, >100xg/ml& #0O
B-lactamFIxf L Tl %R L Tz,

2) S. pneumoniae

S. pneumoniae 41 #k \2 3 § % LCBF @ MICs, fl &
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MIC7of, MICoofBix Z N Zh0.78pg/ml, 1.56ug/ h, MINOL h4&F+ R Tw,

ml, 3.13xg/mlTH Y, CTMIZIZ3E, CFIXIZid2%® 3) H.influenzae

EiE$, AMPC3 & UFAMPC & clavulan B @ & # AERFHCH W OMER OH. influenzae 46812
(CVA/AMPC) DITHE IR RIS Hho7ze L 1T BB HIZMICsofE & MIC,ofE THE$ % & CRIX
LLCBFOMICHED#ERIZCCLE IZIFFA%ETH - 720 EOFLXA & $12=0.025g/ml & B b BEA B A 5
B-lactamF) AN DFEH| & MICofE THE 5 &L LCBF 726 LCBF ® MICsofEl & MIC,of# 13 0.78 #g/ ml & 156
DRENIZEMEL W3EHSHLDD, OFLXL D 1ET #g/mlT, AMPCX h 1%, CVA/AMPCL W 2%4 5

Table 1. Comparative iz vitro activity of loracarbef and other antibiotics
pg/ml
Organism (n) Drugs
range MICs, MIC,;, MICy, peak
loracarbef 1.56~ >100 12.5 >100 >100 >100
amoxicillin 0.2~>100 25 50 100 50
cefaclor 3.13~>100 25 >100 >100 >100
S. aureus (51) cefixime 6.25~ >100 100 >100 >100 >100
erythromycin 0.2~ >100 0.39 3.13 >100 0.39
minocycline 0.2~25 0.39 1.56 25 0.2
ofloxacin 0.39~>100 1.56 12.5 25 0.39
loracarbef 0.2~ >100 0.78 1.56 3.13 0.78
amoxicillin =0.025~1.56 =0.025 =0.025 =0.025 =0.025
CVA/AMPC =0.025~1.56 =0.025 =0.025 =0.025 =0.025
cefaclor 0.2~>100 0.78 1.56 1.56 0.78
S. pneumoniae (41) cefotiam =0.025~6.25 0.1 0.2 0.39 0.1
cefixime 0.05~100 0.2 0.39 0.78 0.2
erythromycin =0.025~ >100 0.05 0.2 0.39 =0.025
minocycline 0.05~100 12.5 25 50 0.1
ofloxacin 0.78~25 1.56 3.13 3.13 1.56
loracarbef 0.2~12.5 0.78 1.56 3.13 0.78
amoxicillin 0.2~100 0.39 0.78 6.25 0.39
CVA/AMPC 0.2~1.56 0.2 0.39 0.78 0.2
cefaclor 0.78 ~50 6.25 6.25 12.5 6.25
H. influenzae (46) cefotiam 0.39~6.25 0.78 0.78 1.56 0.78
cefixime =0.025~0.2 =0.025 =0.025 0.05 =0.025
erythromycin 0.39~6.25 3.13 3.13 3.13 3.13
minocycline 0.39~3.13 1.56 1.56 1.56 1.56
ofloxacin =0.025 =0.025 =0.025 =0.025 =0.025
loracarbef 0.05~12.5 1.56 3.13 6.25 3.13
amoxicillin 0.2~12.5 1.56 3.13 6.25 6.25
CVA/AMPC =0.025~0.39 0.2 0.39 0.39 0.2
cefaclor 0.2~12.5 1.56 1.56 6.25 1.56
B. catarrhalis (45) cefotiam 0.2~3.13 1.56 1.56 1.56 1.56
cefixime =0.025~0.39 0.1 0.2 0.39 0.2
erythromycin =0.025~0.2 0.1 0.1 0.2 0.1
minocycline 0.1~0.78 0.2 0.39 0.78 0.1
ofloxacin 0.05~0.1 0.1 0.1 0.1 0.1
loracarbef 0.78~ >100 >100 >100 >100 >100
amoxicillin 0.05~ >100 >100 >100 >100 >100
P. aeruginosa 37) CVA/AMPC =0.025~ >100 >100 >100 >100 >100
: cefotiam =0.025~ >100 >100 >100 >100 >100
cefixime =0.025~ >100 >100 >100 >100 >100
ofloxacin =0.025~50 3.13 6.25 12.5 6.25

CVA/AMPC: clavulanic acid/amoxicillin
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Twich', CCLE D 2E D H3E T T/, LCBF
DpeakfE0.781g/ml b CCLL N 3IBERVEHEATH -7,
B-lactam#F| AN DEH| & D B TIXLCBFOHE D i
EMID1IE»L2BIIET TS Y, MINOE IZIT
F%TH -7,
4)
B. catarrhalis 458k (3% 3 5 LCBF D MICsof 131.56
pg/mlTHY, AMPC, CCL, CTMER%ETH -7,
LCBF DMICofi 133.13 #g/ml TAMPC & [61% TCCL,
CTM&L W 1EH - Tz,
5) P.aeruginosa
A BIRRET L 72P. aeruginosa 37THRDIT L A EDEDO
MEFICH L THMETSH > 720 OFLX DMICso 12
3.13pg/ml T - 72H%, LCBF, AMPC, CVA/AMPC,
CTM, CFIXDMICsofEi3100ug/ml% Bz T 7z,
2. ERIRBUIC BT B AR PR R i 58 Rk
EREBICEMELY AT H66RNDEBUHREI LD
EFICAFI200mg % RO S L 7B O MiE F kg %
Fig. LIZ7R L, AF200mg% 1 B 3BLESRS LI2EBD
IR PIRE % Fig. 20K L72, A#200mgH [3% 5
DIE IR L 2BE R EIC7. Tug/mIDOY — 7 IE L,
ABRBICBVT O 23ug/m e MR L THBY, M
BEBRRIFLZBITERTODEEZON, F—fE
BlICBI1T ALCBFDEFIX S T I B B EEDIBED

B. catarrhalis

¥— 271358 B120.33pg/mlZE L, BEPBITR(E
FEHPE— s fE/MPE— 2 EX100)134.3% TdH - 72,
LA LRFEIZ0.15ug/mlBTRICEFLTEY, Ihid
M- 27EN19% T -7

Case no. 6, 66 y.o. male, chronic bronchitis,
pneumoconiosis, BW 60 kg
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Fig. 1. Serum concentration after oral administration

of 200 mg of loracarbef.

Case no. 6, 66 y.o. male, chronic bronchitis, pneumoconiosis, BW 60 kg
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Fig. 2.

Concentration of loracarbef in sputum during oral administration of 200 mg, 3 times per day.

Maximum concentration: 0.33 xg/ml, minimum concentration: 0.12 ug/ml,
mean concentration *+SD: 0.15+0.03 pg/ml.
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3. BEARIRET B

AE %% 5 L7 10EF OBEE % Table 212, BERR
EREDILE % Table 312/R L7, EFIZEBRVTLE
200mg, 1H3M%&EOKS L7z, x5HEIZERAID
ASHE THITET7TEMTH o7, EHI3IZ1E
400mg, 1H3E%*7HMEKRS L7,

1) BRRshR

BN DEERLE % Table 412 F L O 72, JEFISITE
BEBICEREHUMEYE T AEET, B. catarrhalisil
I BEUREIRDERNTH 5720 ZOMDEED S
LEhITEREILRELY, BUHREIXAHITH-
“o REIOBERMDE L1061 EHIB, LRLAHF3,

BRHAG TEDEINII R D o720 AL LOFHER
30% TH -7

2) MEAFHHE

HMEEMERD T &% Table 5ISR L7z, BEAE
IXEBITHBE L7 H. influenzae £ S. pneumonice D
BEER 15 (ER10) 08 T TH ) BB KL
BITH o7z BMBERGED ) LDITIES. preumoniaedt
4B, H. influenzaeH 2%, B. catarrhalisDS3HTd -
Too BMBHEED I LOTHEAXNHRELEAEIC
ABE, S. preumoniaeld5BRT ) HL3IBkATHE L(BE
#60%), H.influenzaeld TR 1ERD AiHK L7 (BHE
#33.3% )0 B. catarrhalisid 38k 2kAS K L7 (BHE

Table 2. Clinical evaluation of treatment with loracarbef for respiratory infection

No Age Diagnosis Daily dose ’g:::ij BW [ Causative organisms MIC | Clinical Side
| Sex Underlying disease Duration ® kg) (cfu/ml) (ug/ml) | efficacy effects
; 8
64 chronic bronchitis 200 mg x 3 H. influenzae 1x10
1 — 4.2 l good none
M pneumoconiosis 7 days )
; 8
80 chronic bronchitis 200 mgx 3 H. influenzae 8x10 1.56
2 M ulmo emphysema 7 days 42 | 47 ! poor none
puimonary emphy Y H. influenzae 2 x 10®
; 8
70 chronic bronchitis 400 mgx 3 S. pneumoniae 1x10° | 0.78 .
3 - 84 | 70 ! fair none
M hypertension 7 days i
- . 5 s
55 chronic bron.cl'u.tls 200 mgx 3 S. pneumoniae 5x 10 0.78 GOT 16-238
4 M pneumoconiosis 7 days 4.2 | 45 l good GPT 19-168
chronic hepatitis (=)
; 7
61 chronic bronchitis 200 mg x 3 S. pneumoniae 6x10 0.78
5 M eumoconiosis 7 days 42 | 58 L poor none
pn 4 S. pneumoniae 6 x 107
: 8
66 chronic bronchitis 200 mgx 3 S. pmeumoniae 3% 10 0.2 .
6 —— 4.2 | 60 l fair none
M pneumoconiosis 7 days P
; 8
7 69 bronchiectasis 200 mg x 3 42 | 52 B. cattirrhalzs 3x10 d none
M atrial fibrillation 7 days ’ ) goo
; 7
52 acute bronchitis | 200 mgx 3 B. catarrhalis  1x10"| 0.78
8 M lung cancer 7 davs 4.2 | 63 ! poor none
8 4 B. catarrhalis 1x107 | 1.56
. . B. catarrhalis 2x107 | 0.78
o| o | s |z0mex | g |7 | e | o
p y S. pneumoniae 1x107
H. influenzae 2x10% | 0.78
. - S. prneumoniae 2 x 107
10 i; chromncletl);:c}uns 20(7) ;r;g: 8 4.2 | 50 1 poor none
Y H. influenzae 6 x 10®
S. pneumoniae 3 x 108
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Table 3. Laboratory findings before and after treatment with loracarbef
N before | RBC Hg | Ht | WBC |Eosino | GOT | GPT | AP | T-Bil | BUN | S-Cr | Na K a CRP | ESR
O | ater | (10%mm®) | @d) | %) | (mm® | %) | QUIL) | QUIL) | K*&U) | (mg/d) | (mg/d) | (mg/d)) | mEq/) | (mEq/) | (mEq/D | (mg/d)) | (mm/h)
before | 474 14.7 |44.0 | 6400 0 30 16 59* | 03 8 0.6 141 3.0 103 =)
1 after 497 15.3 |46.6 | 7900 0 29 18 9 0.7
before [ 393 115 1 36.3 | 5200 3 33 20 439 0.4 22 1.1 14 4.3 105 | 0.68 48
‘ after 366 11.0 (33.7 | 5100 6 26 15 388 0.5 19 11 143 4.2 107 | 0.76 46
3 before | 469 15.6 |47.0 | 7000 2 42 58 172 0.6 2 14 144 4.5 107 | 191 3
after 462 15.6 |47.3 | 5600 5 27 24 209 0.6 16 13 147 3.8 11 | 2.29 27
before | 399 13.6 |41.7| 7700 0 16 19 5.4* 8 0.9 140 3.2 104 (+) 29
4 | after 419 14.2 {432 8700 0 238 | 168 | 10.6* | 09 8 14 136 3.5 88 (=) 6
follow 29 36 8.0* | 0.6
5 before 426 14.7 1 43.0 | 14000 0 9 7 76* | 04 12 11 138 4.2 14 21
after 495 159 [50.5| 9700 1 7 6 74* | 08 15 1.1 134 4.2 14 14
6 before | 433 13.8 |42.9| 6500 2 16 6 6.2* | 05 12 1.3 138 4.3 100 | (=) 8
after 444 14.1 [45.0 | 7500 1 22 14 6.4* | 0.6 14 1.0 139 45 104 | (=) 13
7 before | 497 15.0 [47.5| 4900 3 21 7 6.9* | 03 21 12 (+) 40
after 486 14.9 [46.3 | 4700 0 26 11 7.3* | 02 21 11 143 3.7 104 | (%) 35
8 before | 356 111 (329 5100 | 10 15 15 140 0.4 13 1.2 146 4.4 108 | 0.74 28
after 363 11.2 (335 7100 9 11 9 148 0.5 16 1.1 145 4.5 107 | 291 62
B before [ 605 115 |42.1| 6400 1 9 4 137 0.5 1 11 137 4.3 % | (-) 13
after 536 103 |36.9| 6200 1 5 140 0.8 12 11 140 4.2 9% (-) 5
10 before | 330 6.6 [21.4| 9100 0 14 8 8.9* 9 0.8 142 4.1 108 | (=)
after 443 9.7 |34.0 | 4400 0 21 9 6.9* 13 0.7 145 4.2 106 | (-)
Table 4. Clinical results of loracarbef for respiratory infection
Daily dose Diagnosis No. of cases Good Fair Poor % of satisfactory
’ clinical response
acute bronchitis 1 1 0
600 mg chronic bronchitis 7 2 2 3 28.6
bronchiectasis 1 1 100
1200 mg chronic bronchitis 1 1 0
Total 10 3 3 4 30.0
Table 5. Bacteriological effect of loracarbef in respiratory infection
Daily dose Organisms No. of strains Eradicated Persisted Eradication rate (%)
S. pneumoniae* 4 2 2 50.0
600 mg H. influenzae* 3 1 2 33.3
B. catarrhalis 3 2 1 66.6
1200 mg S. pneumoniae 1 1 100
Total 11 6 5 54.5

*: Including case no. 10: mixed infection of H. influenzae and S. pneumoniae
Superinfected: case no. 9 (B. catarrhalis 2 x 107/ml — S. pneumoniae 1 x 107 ml)
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F66.6%)o &L L TIH11KkFHRIEELL TS
DEREEIIS45% TH o720 % B, B. catarrhalisBH
FED ) H1BIHS. preumoniael B E B L7z,

3) BREIIHT HERFOREN

RREHHE L2 10ER, 115D ) bEAKOME
& RE LIF78E BRI T 5 A DHUE S % Table 2
IZIR L 720 S. preumoniae i3 48K TAHFIOMIC % HIE T
AT EHNTE, 0.78ug/mlAs38k, 0.24g/mIA 1R TH
5726 H. influenzaet31.56 #g/ml & 0.78 ug/ml TdH -
720 B. catarrhalisi0.78ug/miAs28k T - 7255, FEHI
STIXIHERAIEZIZAH DOMICAH0.78 ug/ml D> 6 1.56 ug/
mUIZE L LTz, SEORE TIRERI3 BV Tid
£ T1E200mgH1 H3E, F600mgix5 THRARIRES L
THH, FHD1B600mgik 5 TIZB T HMBEERIR
REFHOMEN L DBEFRIZOVTHEND, MICH
0.2 ug/ ml D BR 13 1Bk TH 5K (S. preumoniae), 0.78
pg/mlOBEBRIZ6KRD 1), 3B THIEE(S. preumoniae
2%k, B. catarrhalis 1#k), 3¥R TR L 72(S. pneumo-
niae 1Bk, B.catarrhalis 1%k, H.influenzae 18k), MIC
1.561g/mI DERIZH. influenzae 1RO ATRE TE %
Motz EFNC K o TITEBERBRERER 2 LIREIC
HEDSH 5 ) D5, 5 EOBERIIRETH HMIC 0.78 g/

Apr. 18 19 20 21

mIAEK D1 H600mgk 512 811 5 B ZEHHHREOH
FLOBERBTHLLERSN D,

4) RERMEF O

@S. preumoniae B BAE T M PIREE, W HIRE L1
E LB/

EFI6IIEBEBICEMEYA T HBUREILD
66XNBMTH 5 (Fig 3)o FH2FE4A108ELY
RAE G (SBHME T3 R 2 o 72 DB D IE N & kbt
DEENPHERT B Lo, 48188 DEHKIZE
HMMETr 7 ARBICTEROEKAMIRE 75 L5
BB B L U ZDARIZE Y RO 72DS. preumoniae
L EUMELEZ, A#200mg, 1B3E, 7HH
DHEEET % o0 TOKEREFRTMOBEENH3X
108/ mliZ 73 B S N 7=S. pneumoniae\ i L7145, &
B, HREOEIIZDONLRh o700 EHE
HE Lo FREFIZLCBFOIM iR & EETBRED
BT 2-oTBY, TOER%Fig 1L 21K,
A OWEEPIRE DK 130.154g/mTH o -H %K
5130.33pg/ml T, BREE L & o 72S. pneumoniae D
MIC 0.24g/mlx* BETHLDTH o7 KEFICE
WORZHK, WK L OBEL BRERKOEEIMEDL
Moo DIIEBRBOEMEICE) L IADKEL,

22 23 24 25 26 27

777777 Joracarbef 200 mg x 3lday77 77 777

37.09

- a
temperature 36_0ﬂw N
T T T T T T T T T

35.5

Sputum
volume
(ml/day)

PM PM PM PM

Sputum culture

Streptococcus prneumoniae
Causative 3 x10%/ml
organism MIC: 0.2 pg/ml
=)
WBC (/mm?) 6500
Stab (%) 4
Seg (%) 55
CRP (mg/dl) =)
ESR (/1 h) 8

6200 7500
4 8
62 63
=)
13

Fig. 3. Case no. 6, chronic bronchitis

, pneumoconiosis 66 y.o. male, BW 60 kg.
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D OERPENRCRLEMILET b DEER
2% (WA

QEMTDH - 72B. catarrhalisRGSE

Fig. 442 B. catarrhalisiZ & 5 BHREIXREBI L
1IEBI8 % BN L7ze AREB I3 ZEREAR B F SR A
() L ZORMEBR* B LTV A2EDEHTE
FIIHBERIER T V2R OEM, FRI1EL11A 20
By REEAHRAL, 11A21HDOEES 5
LEBIZTERDOEHBMIRE 77 LBEHREKES &
VFDEEER DD /-7-8, B.catarrhalisiZ & 5 2%
SERRODHNIITAFI200mg%* 10 3E, 7HE%S
L1zo AEHRG 2O Db O TR, BREROEEL
LAEML, REKCOENLD ALN, BHEKEET
IR REDB. catarrhalis (LIEFRHETLIX 10/ ml &R
ETHoTo REEFITIILCBFH L., BREEPIZH
AROCFF /0y ZREAICEBE LA L 2 AP H
IR L7o LCBFOMICIEIEHRT130.782g/mI TihH#E
#%131.56 ug/mliZ 7% > T3 7z, LCBFOMIC 0.78 #g/ml
DA IHREF OB BBEE IR +5THE L
e % (WA

5) EIfER

AORET L 10ER TIREMER AN 2D 5 72
P, BEREBEORENER4C AN, EF4IE
BERE, BUMFRFERKBICLOBHEREXIRD

55 BT, S. preumoniaeBPAE (2K L TLCBF % A
Vi AS, Table 2 & 3IIR T & ) (ZIBRATDGOTA 16
IU/L, GPT#%19 IU/L7Z » /- fEA% G HKGOT %7238
IU/L, GPT#%168 IU/L& & o7z, $ERILMEZT A
CERCEAKRTIEBICHERLIZE ZAGOTIE29
IU/L, GPTi336 IU/LICTE L7,
m #% £®

B OIEIR 25 B Y SE 12 B W TILH. influenzae, S.
pneumoniae, B. catarrhalis, P. aeruginosa, S. aureus ¥
FELZBEAETHY, BIH3EIPLHUERETD
B2 F7oH influenzae (3 BB L OB M OFHRE
BEEDORRBEEL LTE—ROEWTHAN, I
hIccCLiz bt ngE—tKnEE*E T A Ocephem
FUERE I T ARBEHIA T TH 75700, W
WGP L Ixt LT, ARICAV SN AENIEAM
RFHRDOWHER TR h o7, SEDKRE D BRI
S. prewmoniae, H. influenzae B & O°B. catarrhalis D 3 W
b U7 IR 85 B AE L2 XF L T #) D carbacephem
FIEYE TdH HLCBF Din vitoItl ), M+ B LV
BIRRA~DBAT e EOEBREIRE 2+ 0172\, ER
DEEBIIHWTRZESBLIVERNBEHAEERETT S
ZELEYZIEE, IBEYEETHILILH ST,

UHERFOMNREFREHEOHEL BRI TS
LCBF Din vitrofUE ) X BR&ET L 78R, S. aureus & P.

Nov. 20 21 22 23 24 25 26 27
28 777/ loracatbel 200 mg x 31day 2 7777
Body
temperature 37 ]
36
80
Sputum g0
Volume 49
(ml/day) 20:
0
Sputum Culture
Causati Branhamella catarrhalis Branhamella catarrhalis
or a,s‘;el 1x 107/ml 1x107/ml
gant MIC: 0.78 pg/ml MIC: 1.56 ug/ml
WBC (/mmd) 5100 6800 7100
Stab (%) 12 1 2
Seg (%) 60 71 73
CRP (mg/dl) 0.74 4.22 2.91
ESR (/1 h) 28 62

Fig. 4. Case no. 8, acute bronchitis, lung cancer 52 y.o. male, BW 63 kg.
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aeruginosatI = N L ODEMRDEHIZA L TRHETDH
2720 ABDIME NN S5E 2 TS. aureus & P. aerugino-
sall X AR IFEAEFEIZ IR OF I L HFT L
LIXRETHLEHERINL S,

SEBIOBROFFEL ), REBEAS. preumonice, H.
influenzae, B. catarrhalis® VT HNOHEIZBWTH 1[0
&5 EH200mgN1H3E Tz +5 R EBRMHEIIES
Nizholze BEEOMIC 0.78 g/ mIAHIE FH %R
PRONDIBERELTHLER/ULD, ZhEEH
MICAS0.78 g/ mID W TIX L BARE T & A EHK
EBREATE LD 52 L2 L B, S EDin vitrlLE D
DIRET TIXLCBF OMICHS0.78 g/ ml A F DR D E &
i3, S. pneumoniae %68.3%, H. influenzae H5°60.9%,
B. catarrhalish44.4% T&H o720 H 2 AIZS. aureusid
0%, P.aeruginosal32. 7% TdH -7,

—h, KABEORER L ) AHD200mgMIR Tl
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IR SN 5238 | F=A5 5 TAH DO 1|IE200mgD
5 TMIC 0.78pg/mIVHRE ER R OYFTE B3
RELEICHDZLIESHIEBBTED,

4 [0] DI 23 BHHE 12 B 1) B BERRET TIAARIR A
HDIEDIZ30%, BREEDIS545% LT LLHROV
CRERTIR LD o720 A% BV 7 FPIREFERGSE DI
FTRIF LB E DT HIZEERD 2 VIR Y 1E+5
BZEORKS® Lt oiv, —F, RE&M0OE
PORIBIOAII—BED T V2T IF-EDLR
YRTH, BEELDODOTIERL, WIEBETRRLL,
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2 btz LLEDMET A & LCBF 13 FEIR S8 e (2 3t
LT, AHHOHFTE 2K D15 Ei12400mg
»5500mgD1 HI3MDIHZEHTTHOOLNENETH
59,

AENI M T Dearbacephem AR DFEOIMAEWHE TH
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DIEAMIMENICCLERIEU ETH Y, $IZH. in
fluenzae \ 23 L TIXICCLE D BB LB AR S
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In vitro activity, pharmacokinetics and therapeutic efficacy of loracarbef:
A new carbacephem
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Tsuyoshi Nagatake, Naoto Rikitomi, Masakazu Takasugi,
Moritoshi Akiyama, Kiwao Watanabe, Atsushi Takahashi,
Kazunori Oishi and Kenji Kawakami
Department of Internal Medicine,

Institute of Tropical Medicine, Nagasaki University
1-12-4 Sakamoto, Nagasaki 852, Japan

Toshiaki Yoshida
Department of Internal Medicine, Nagasaki Rosai Hospital

Hirofumi Tanaka and Soichiro Yamauchi
Iki Public Hospital

Mikio Taguchi and Hidehiko Hirose
Department of Respiratory Diseases,
Kawatana National Hospital

We evaluated the usefulness of loracarbef (LCBF), a new carbacephem derivative, in
respiratory tract infections. The MICs¢ and MIC7o of LCBF were 12.5 pg/ml and more than 100
pg/ml against Staphylococcus aureus, 0.78 pg/ml and 1.56 pg/ml against Streptococcus pneumoniae,
0.78 pg/ml and 1.56 pg/ml against Haemophilus influenzae, and 1.56 pg/ml and 3.13 pg/ml
against Branhamella catarrhalis, respectively.

The MICs( of LCBF against Pseudomonas aeruginosa was more than 100 xg/ml, and LCBF was
comparable or superior to cefaclor.

The pharmacokinetics of LCBF were studied in a patient with chronic bronchitis.

The maximum serum level was 7.7 pg/ml at 120 min after oral administration of 200 mg of
LCBF, and the serum level at 240 min after oral administration was 2.3 xg/ml. The mean sputum
level during a 200 mg oral administration was 0.15 xg/ml (2% of maximum serum level), and the
peak sputum level were 0.33 ug/ml (4.3% of maximum serum level).

Nine patients with lower respiratory tract infections were studied for clinical evaluation of
LCBF. LCBF was given orally at 200~400 mg per day, 3 times a day, for 5~7 days. The
causative organisms were S. pneumoniae (4 cases), H. influenzae (2 cases), B. catarrhalis (3 cases)
and a mixed infection caused by H. influenzae and S. pneumoniae. The rate of clinical efficacy was
30%, and that of bacterial elimination in sputum samples was 54.5%. Our data showed that the
effective MIC of LCBF against causative organisms might be set at 0.78 ug/ml.

Mild elevation of transaminase was observed in a patient with chronic bronchitis after
administration of LCBF (GOT 16—238, GPT 19—+168). The elevated transaminase level soon
returned to normal without any treatment.

We concluded that good efficacy in respiratory infections can be expected from the treatment
with a high dose of LCBF.



