168

CHEMOTHERAPY

Loracarbef Din vitroPL i 17 & Wk 25 YLSE (0] 3 5 BR R BURREY
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RO NINE T 2 bFRITEWR Dloracarbef DI EFHR 7TH I T Bin vitroFiE N
% cefixime(CFIX), cefteram(CFTM), cefaclor(CCL)3 & Uampicillin(ABPC) & L8R5}
L, FRRERRERPFELIOPNICH T 2BmRMR, MEFHHRL O PICREMLHRE L THRK
BIRLIBAS 1T % A A7, Methicillin-susceptible Staphylococcus aureus\Zxt3 2 E 1 iECFTM
X D1%E, CCLL V2% <, Haemophilus influenzae "3t B /IIXABPCL ) %554
CCL& 1) 2% %A 5 726 Escherichia coli & Klebsiella pneumoniaelZ3t L CIXABPCECCL& D 1
~4EH A 572 Methicillin-resistant S. aureus & Enterobacter cloacae, Serratia marcescens,
Pseudomonas aeruginosa /"3t AP N IZCCLE RBICA+ 4 TH - 720 BUREZ L2
B, MK, BYFERRE S EIBI DE 20511 A H £ 1H600~1200mg, 3~
I5HEES LT, HRHUETHEDOI1IFHPELSH, FH106], LREZ4BTHEHER R
79% Td » 720 FH X 51 12 Streptococcus pneumoniae 5FE, Streptococcus pyogenes 11K,
Morazella catarrhalis 18k, H. influenzae SERODET15BE D BE L, EHEFICHETEEL38%F9
BRASTHE L7ze BIERERGR S WY, FEIREHE 16, VS RA73IF—-¥ELER
ZIFNCRD A, BEBRTRIZVTNSHF L TV/z, LCBFIfE4 OIFRRERLE
ONREBHUT T 2B E-RBREFMO—DLEZ NS,

Key words : loracarbef, $iH#J7, W3R YAE

AUGUST 1993

Loracarbef (LCBF ) i3 15 FN1Mg B T £ sk R & H R HF
A CARSNBORREWETHY, FRHUN
t 7 2 ABHEDIRLE 7RI cefaclor (CCL) & [ — D)
BHEBELTBY, CCLISEM L IbEEE* BT
58, BFOBERIZIZCCLE VLM EESE R
e &ORIN, CCLE BIMDILISME AR b T 4,
Escherichia coli DPBP1A & PBP3IZ&t ¢ A5\ Btk
ENHDH VY, ZOFBIBRBEEICEDL HICK
B3 570, REHIMETAMELBbNIA,

SEFL I, FEIERHROME £ O 5 EERIR
MEICHT ALCBFOMICR I L CTHUDE DO HB-I
7Y LR ERBL, S612, HA QMR ISELE -t
TAHBEKE, MEZENNREL L ORER 2R L

T, BRMBMFICOVWTEBEL:DOTHRE T 4,
I. W& &H&

1. WEHHE

MIC2000 A 7 4 (Dynatech Laboratories Inc.) % i
Va7 R WUAE A BRI & D) LCBF, cefixime (CFIX),
cefteram(CFTM), CCL3 X Uampicillin(ABPC) DMIC
RRE L7z MR iSRRI B RbT & WEE ik
T4 8 S 1172 methicillin-susceptible Staphylococcus au-
reus (MSSA), methicillin-resistant S. aurexs (MRSA),
Haemophilus influenzae, E. coli, Klebsiella pnewmoniac,
Enterobacter cloacae, Serratia marcescens, Pseudomonas
aeruginosa D208k, BET1604RTdH 5, Mueller-Hin
ton broth (MHB, Difco) X & % & 3EH) D& 1A 7Y

*T980 lATHEXZHRIT4FLS
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PERL, RIS ATLDTF 4 ARV H—%HWTTA
ya7L— MIEBRMNICOImMTOPELL. —7A,
LREOKEMHBTI7C, 20WFMEEL, £010MEA
FHERYATADL ) F 2L =5 —2E )BT 2
120.0015mITOHEL 7, COBAOEEHE LIS
5 LB MEE CTL10°CFU/ml, 75 AEMREHRET
10°CFU/ml& % %, HMRHETEIA37C T20RRIRERE L
£ VADRB* WIRMICEIE L TRREH L HEL
7o 7% B, H. influenzae T iX 5% Fildes enrichment
(Difco) IMMHB% 541 & L THW 72,

2. ERARHORRET

1) MBLERRSHE B

FRTEAA ~FH2ESA LML HHVIEA
B LM 4 OIFRSFRGEFEERET, ARSMOREY
B7:BIICLCBF 2 &5 L7 NERIZAHRE X261,
LHERRIBI, REIIRE ZKESL4H, BHERE
FRDUMEIF B L OHFME KRR G458 OFH205)
Thb, BEREMEI S ZVWEI R E L
7, Bt oO B RILETTE, BMmEREKES, CRP
BRSO RS ), MEREOFEIHEETDH
bo FEWIX27~78%, FI64.45%, KEIL381~
63kg, F3950.6kg, BiIiz1555TH S, LCBFD
KE5EBEOHNRIZ1E200mg T1HIEA 105, 1[E
400mgT1H3EA2%), 1E400mgT1H 2[E A8 T
Hot, 5 AFII3Z~15H, FHI13HTHY, £
k5 2131.8~18.6g, F198.6gTH -7,

2) BRRBRHIEDKHE

MR E TEERAER - BT R (X, &k, 2,
fajs, WIRES, BT ES)B L OBRKREREHE
BEMATR, HibflE, BM¥kE, CRP, MILBXMATR
8)DUE LG L 7oA, TERD O IR IFEGE D
TRELRDIIIIREL TS, WL, BkEL1H
PMEME AL L CRKRIERDYENR R THOE
L<, &SR3 LAICSEEMAE D SR
BldHHVIE I NIZHET BB & L, AIIERTH 5H
FHELHEED L VITERICRD L, BREROYE
PIRSFGES BURICRD S Nzfldh b Vidiziz i h
ICET DL Lz, RREMIHEZNSRERD S
PERRIER DL E D T2 9 5 1261 B\ ITHE 8%
R H o -2 5% AR LUMICERER DS E
PRONZBIE L, EDIHEZENC S BRI O
EOROON L WEH B VIZELLBIE L, ME
FHEHROBEE TR Do HEFICOWT S LienkiE
WHE U THIRHEF1T 5 720

I. &% - |
1. WEhH

ZEROMICO 7 Fi#EFR & MICso, MICqo % Table 1
IR L7260 MSSAIZ3 S ALCBFOIEIICFTM L D)
1%, CCLL W 2% ih o 720 H. influenzaelZ3F %
LCBFOHE IIZABPC & ) % B HCCLL ) 2E# A -
720 E. coli & K. pneumoniae \Z X4 3 A LCBF DHLH 113
CFTMRCFIX & V45 b DDABPCECCLL W1 ~4%
7 5 726 MRSA &E. cloacae, S. marcescensdB & U°P.
aeruginosa 23T HLCBFDIE J1IZCCLE FHRIZAT
HTHo7,

2. FRIRRHK

1) BEER%ZHE : Table 2 & Table 3ITIEFIN—E L &
BRBEKRDRER L7 2067 196 TRFEH AT
BTHY, EHH, AHI0B, LXHEMbI, B
HOT, ARIFEIX789% Tdh -7z, WREF TIHEMHR
BREEHICBITLENEN66.7% EETEDL -2
h, BMBTI0% LEM T, EFI2IE, FHIIXS5H
HBICEBREORETMBIMFLTATOA FRID
BERRABE L0, HRAESE L SR LT,

2) HIEFEHEIFE | Table 4\ HEJMBEMNZR
¥R L72o AR 58 (2 Streptococcus preumoniae SHE,
Streptococcus pyogenes & Morazella catarrhalis H* % 1 ¥k B
& UH. influenzae SBRDET15R DS B S 7z, MBS
BIZh R DOHIE AT GE 72 134k P OMRD AR DIXFI2 LY
BHE LS, 3SR, 1RIEAEICIET 572,

3) FEF LTI RBZER ORBBRE & K
R EHEIZEET,

[EBI1] 31% & 62kg 2MREZL

Fig. LWERZEB R L, FHR2E1A14H8 2 HME
R, BEOEH, BRERE, WEE BHASHR
LCTI6AER 2% L7, 37.2C DR L KRILIE,
CRP, HMEKB DKL % RO WHXBEETRE
%, BHREIRESBH L, BE2LS
pyogenes % 10°CFU/mI 58 L 7z, AKI1[E200mg, 1H
3EIDIXGE MG L T2H BICIXBANZ LN, BEK
FEREFMROBELYE L RITEAFOHELLBEON
THEMEHE L,

[4EBI4] 575 B 515kg AMM%

Fig. 2|1 BEREB %R L72e FHRTE4A208H5
%, AL C24B LR &2 %2 Lo, BmMEKEX
11,100/ mm®, CRPI2120TdH b, BHK D DS
preumoniae ! ¥t 3 5 LCBF DMICIE 1.56 #g/ ml T & -
720 MIEBXE THET TMHEFICRESERENRONTA
PR & W L7z AR D1E200mg, 1H3EDES
BB, SHBICIIBANEO N, HEEDH
%, BERERBEOUE, BEAROHEEKLELNTE
BEHE L,
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Table 1. MIC ranges, MICy, and MICy, of loracarbef, cefixime, cefteram, cefaclor and ampicillin against
20 strains each of seven different species

. MIC (pg/ml)
Species Agent
range MICs, MIC,y,
S. aureus loracarbef 0.39~100 6.25 12.5
[MSSA*] cefixime 6.25~ >100 25 50
cefteram 1.56~ >100 6.25 12.5
cefaclor 3.13~>100 25 50
ampicillin 0.1~50 1.56 12.5
S. aureus loracarbef 100~ >100 >100 >100
[MRSA**] cefixime >100 >100 >100
cefteram >100 >100 >100
cefaclor >100 >100 >100
ampicillin 12.5~>100 50 100
H. influenzae loracarbef 0.78~>3.13 1.56 1.56
cefixime — — —
cefteram =0.025~1.56 =0.025 0.05
cefaclor 1.56~ >3.13 3.13 >3.13
ampicillin 0.1~1.56 0.2 0.39
E. coli loracarbef 0.78 ~ >100 6.25 >100
cefixime 0.1~ >100 0.78 100
cefteram 0.39~50 0.78 25
cefaclor 12.5~ >100 50 >100
ampicillin 3.13~>100 >100 >100
K. pneumoniae loracarbef 0.39~ >100 0.78 1.56
cefixime =0.05~0.2 0.1 0.2
cefteram 0.1~>100 0.39 0.78
cefaclor 3.13~ >100 6.25 12.5
ampicillin 25~ >100 50 >100
E. cloacae loracarbef 12.5~100 >100 >100
cefixime 0.39~>100 3.13 50
cefteram 0.2~>100 1.56 50
cefaclor 12.5~ >100 >100 >100
ampicillin 3.13~>100 >100 >100
S. marcescens loracarbef 25~ >100 >100 >100
cefixime 0.1~>100 0.39 3.13
cefteram 0.78~ >100 1.56 12.5
cefaclor >100 >100 >100
ampicillin 12.5~ >100 100 >100
P. aeruginosa loracarbef 50~ >100 >100 >100
cefixime 3.13~>100 50 >100
cefteram 3.13~ >100 100 >100
cefaclor >100 >100 >100
ampicillin 100~ >100 >100 >100

* MSSA = methicillin-susceptible Staphylococcus aureus
** MRSA = methicillin-resistant Staphylococcus aureus
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Table 2. Therapeutic effects of KT3777 on respiratory tract infection
; ; i Clinical response*’ (before/after)
Age, SexV —Diagnosis - Dally dose Clinical Adverse
No. g dy weight? querlyg;g x duration  Bacteriological MIC fever BSR CRP WBC gty  effect
disease (Total dose) effect (ug/ml) (°C) (mm/h) (/mm3)
1 3ly,f  _acute bronchitis 200 mg x 3/day x S . 372 3 9012 900 ood eosino-
62 kg - 14 days (8.4 g 366 11 <07 7,500 g phils t
2 58y.,m. acute bronchitis 8 400 excluded from
45 kg bronchial asthma 3 days (1.8 g) evaluation
3 60y.,f. acute pneumonia 200 mg x 3/day x o0d _
51 kg _ 7 days (4.2 @) 8
4 57y, m.  acute pneumonia 200 mg x 3/day x - excel
51.5 kg - 7 days 4.2 g lent
5 75y., m.  acute pneumonia 400 mg x 2/day x o00d _
48 kg bronchiectasis 14 days (11.2 g) g
6 27y, m.  acute pneumonia 200 mg x 3/day x .
63kg  bronchial asthma 7 days (4.2 g) Gir  GPT
7 My, f acute pneumonia 200 mg x 3/day x ood _
47kg  oldpulm. tbc (V) 8days (4.2 g g
8 65y.,m.  acute pneumonia 400 mg x 2/day x o00d _
49.6 kg  pulm. emphysema 14 days (11.2 g) 8
9 70y., m. acute pneumonia 200 mg x 3/day x ood GOT t
55 kg pulm. emphysema 7 days (4.2 g 8 GPT t
10 78y.,m  acute pneumonia 200 mgx3/dayx H:fuenzae(w) 813 384 88 60 TBW exeeh
38.1kg  pulm. emphysema 9days(5.0g) p. influenzae (+) 1.56 36.4 10 <0.5 4,000 lent
1 75y.m  acute pneumonia 400 mgx3dayx NP X7 B.Usne o _
60.5kg  pulm. emphysema 15 days (18.6 g) NF 35.8 1 <0.5 15,900 &
12 76y.f  bronchiectasis 200 mgx3idayx Fuenaae () B2.HIMY o -
ND plus infection 14 days 8.4 @)  H. influenzae (+) 3.2 51 0.9 4400
15 6ly.m  browiecuss 200mgxdday e () ®o B 62 M0
58 kg plus infection 15 days (9.0 ) —) %6 95 59 6800 -
4 6ly,f  bronchiectasis 400 mgx2/dayx H infuenze(®) 0.5 13 sm
41kg plus infection 14 days (10.8 g) (=) 364 57 32 4900 ar -
15 67y, m  bronchiectasis+ 400 mgx3idayx 5 pneumoniae(w) 378 87 5% 1080 excel
62 kg infection/DM 15 days (16.8 @) K. influenzae (+) 366 25 — 9,000 lent -
16 76y.m acute exacerbation 400 mgx2/dayx F. Muensae () | 625 S18 52 158 L4000 exe. .
48.5kg  of chr. bronchitis 14 days (11.2 g) (=) 362 14 06 5800 lent
17 64y, m.  pum. emphysema 400 mgx2/dayx H- fuenzze (W) iz B 32T
50.6 kg plus infection 13 days (10.0 g) =) 356 6 <05 4.900 go -
18 7ly.m  pum. emphysems 400 mgx2/dayx S:pneumomize () 078 878 32 76 890
45 kg plus infection 15 days (11.2 g) NT %62 39 27 ss00 F -
19 66y.,m pulm. emphysema + 400 mg x 2/day x S. pneumoniae (+) 372 62 113 2800 o0
421'( * infec'.ioﬂlold 7 d 5 6 .................................................................................... I —
g pum. the (V) ays (5.6 8) =) %2 42 <05 280 'nt
20 78y.,m pulm. emphysema + 400 mg x 2/day x M- catarrhalis (#), H. influenzae (#) 37.5 55 7.8 10,600
3 2.'k : infection/old 144 g 1 2y ~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~ good -
2R D, the (V) ays A28 influenzae (w) %0 45 11 5400

U Sex: m. = male, f. = female,

2 ND = not determined,

¥ DM = diabetes mellitus, old tbc = old pulmonary tuberculosis
4 NF = normal flora, NT = not tested
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[fEBI16] 765% % 485kg

EBUREIREMHE

Fig. 3ICEERZBER L2 FRITELILANORK L
RO - FHHREL TV, FRE2ANDY O KR
D& EISTIHVWRADBR L BUMDOHEEMDH 1 2
AoH %4# %% L7, HRikfE, CRP, HMERKE D
£ L IZIER D OH. influenzae T 58 L 72 BIERXAR
TRRELEILERDOT, BUHIEIROIHHEL
ZH L TARHD1E400mg, 1B 2B D5 %ML
720 2HEICIIBEL, EREDOHK L HICEKREK
EFTROYUENSE LN, EREHELT,

[#EBI19] 665 B 42kg

iR — R, BRIBMERTEEIZAE(VEY)

Fig. 4 \CERBZEBER LTz FR2ESA258» 5
%, &, 3TCHEDRHR, FREEFBIELI/0H
Be%2 L, Hibfl, CRP, HMEBOWMS & i
EHED 6 S. preumoniae k 5B L 720 MIIRXBEE THF
CRFE R, MBI REY L0 L, A0
400mg, 1A2EDFSIZL VB AICIIBER L, &
RIEER DY E L JICRAFDOHE LB O TER L H
E L7,

4) BERE . AHHRS L D) BE G ERE
L7z, Table 5IZHRIRMRERBEDHEB TR Lz, BIK
WEIERIZEBIED L b 572, EBI THBEEKED

%, fEBle, 9, 16M3BUITLT ¥ A7 I+ —Hifp
ERL, AR OBEENEZ ORI, LAL, WTh
SAFOHERTHICEFILLT, BETH-7,
m % %=

AHRMEF % O GEENRORMAEYME DI
BHEETHY, BLrOENERIHERE - ERLEN
2o SNHDERNDE LTI, EROEHDIFLETH
577 LEMEICHT AR TS IENB L VB lac
tamase \Z X T ARLEM E AR S NHS, —EHOE
K EBRWTIES. aureus I LD ETH T 7 LEHEIIC
T AMENNCLAKTT5, L) HELAIE-
720 LD L&A, FILORFITH T AR EE
DERRAFEAE IR T AHBHENS Y, B
EHEDNEIZBOTIZZFDEMATE 612587, 4%
ICHBEBRRRA L2 VWBER TORREILS 7 4K
YW EH. influenzae D%, TNHIIH LTH5 %4
HEM T AT HERINRTIIE —BIRE 2 5%, it
ROE At 7 2 LARER OB TIICCLARENE
K& BENnDD, 5ERET LALCBRE AV Nt T 2
LBMIZCCLERI—DRIEEF LW %A%, CCLLY
ENIHEILHLEEINE Y, ThDBRIZED S
B SN D ERETT 57 OB EHRE LB
RO 21T o728 25, UWTDX ) Zl#EI B LR
72

Table 3. Clinical efficacy of loracarbef in respiratory tract infections

Clinical effects
Diagnosis Number luded fr
of cases  excellent good fair poor excluced trom
evaluation
Total 19 5 10 4 0 1
Acute bronchitis 2 1 1
Acute pneumonia without underlying respiratory disease 2 1 1
Acute pneumonia with underlying respiratory disease 7 1 5 1
Secondary infection in association with bronchiectasis 4 1 1 2
Acute exacerbation of chronic bronchitis 1 1
Secondary infection in association with chronic 4 1 2 1

pulmonary emphysema

Table 4. Bacteriological effect of loracarbef

Bacteriological effect

Organism Number of
isolated strains eliminated diminished unchanged not determined
Total 15 9 3 1 2
S. pneumoniae 5 3 1 1
S. pyogenes 1 1
M. catarrhalis 1 1
H. influenzae 8 4 2 1 1
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1 5 10 15
Day 1 | | |
Therapy | Loracarbef 200 mg x 3/day ]
38
Body
temperature 37 b0
(oC) \\/\.\/\’_\/\/._‘
36
Cough
Sputum
Organism S. pyogenes (-) =)
isolated 10/ml 16 11
BSR (mm/h) | 34 0.90 <0.70
CRP (mg/dl) | 9.00 12,100 7,500
WBC (/mm® | 12,900 27.5 16.5
[Stab. (%) 27.5 44 39.5
Seg. (%) 49.5
Fig. 1. Clinical course of case no. 1 (31 years old, female, 62 kg) with acute bronchitis.
Day } 15
Therapy L Loracarbef 200 mg x 3/day
Body 387
temperature
(oc) 37 ‘/‘\’/\_‘\
Organism S. pneumoniae S -
isolated )
Chest X-P 0 ‘
Cough i T
Sputum 2 PM
BSR (mm/h) 55
CRP (mg/dl) 12.0
WBC (/mmd) 11,100

Fig. 2. Clinical course of case no. 4 (57 years old, male, 51.5 kg) with acute pneumonia.
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1 5 10 15
Day L 1 | 1
Therapy | Loracarbef 400 mg x 2/day
38
Body \
temperature 37
0
36
Cough
Sputum
Dyspnea \\ \m_
Organism H. influenzae
isolated [an) ) =)
BSR (mm/h) 52 38 14
CRP (mg/dl) 15.8 2.1 0.6
WBC (/mm®) 14,000 7,000 5,800
[Stab. (%) [ 9 [ 2 [ 1
Seg. (%) 61 52 45

Fig. 3. Clinical course of case no. 16 (76 years old, male, 48.5 kg) with acute exacerbation of chronic bronchitis.

Day } I5
Therapy L Loracarbef 400 mg x 2/day I
38
Body Q
temperature 37
(9]
36
Cough
Sputum

Organism
isolated
BSR (mm/h)
CRP (mg/dl)
WBC (/mm®)
[ Stab. (%)
Seg. (%)

Dysprea I NTrre.

S. pneumoniae
(+)
62
11.3
2,800
17
51

=)

42
<0.5
2,800

5
[61

Fig. 4. Clinical course of case no. 19 (66 years old, male, 42 kg) with pulmonary emphysema plus infection.
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Table 5. Laboratory data before and after administration of KT3777

Age, Sex! Daily dose Laboratory findings® (before/after)
No. Body weight? X duration RBC Hb. Pit. WBC Eo® GOT GPT AL-P BUN s-Cr.
(Total dose)  (x 10%mm?3) (g/dl) (x 10*/mm® (/mm® (%) (U/L) (IU/L) (AU/L) (mg/dl) (mg/dl)
1 3ly.f  600mgldayx 49 132 160 1290015-55 13 .S .13 w01 o7
62 kg 14 days (8.4 g 413 13.2 20.9 7,500 —4.0 12 10 120 108 0.8
2 58y,m.  600mg/dayx 2 .1 | S 13400 70 158 @ 1o 10
45kg 3 days (1.8 ) 512 16.2 29.1 12,500 NT 15 8 215 17.0 0.9
3 60y.f  600mgdayx 467 .63 27 16400 NT 1618 212 110 08
51 kg 7 days (4.2 g) 434 15.1 35.3 8500 1.0 15 25 203 80 0.8
4 S7y,m. 600 mg/dayx 438 .40 %20 1L100 ONT 21 30 241 140 11
51.5 kg 7 days 4.2 g) 444 140 422 7,000 1.0 21 31 185 200 1.2
5 75y.m. 800 mg/dayx 469 41 %7 B0 0. Mo 121 150 09
48 kg 14 days (11.2 g 433 129 271 4,800 0 31 23 101 150 0.9
6 27y.,m. 600 mg/dayx 50 .10 246 100 10 20 .36 165 10 10
63 kg 7 days (4.2 g) 489 14.6 36.3 8400 50 21 50 168 10.0 0.9
7 Tly.f 600 mgldayx .. 46 136 182 &S00 10 B .4 198 197 98
47kg 8 days (4.2 g) 446 13.6 18.4 5,000 0 24 13 177 169 08
8 65y.,m. 800 mg/dayx 529 .60 423 1350 10 10 1o 126 160 09
49.6kg 14 days(11.2 g 528 15.8 28.1 9,300 1.0 17 18 115 19.0 0.9
9 70y,m. 600 mg/dayx . 488 164 812 6100 NT 50 54 177 240 10
55 kg 7 days (4.2 g) 485 15.3 29.3 3,600 1.0 100 166 219 27.0 0.7
10 78y.,m. 600 mg/dayx 488 10 404 T80 0.2 %0 1% 200 12
38.1 kg 9 days (5.0 g) 383 8.5 29.6 4,000 0 16 14 106 250 09
11 75y.,m  1200mg/dayx 535 148 441 20600 1.0 10 7 238 210 10
60.5kg 15 days (18.6 g) 570 16.9 525 15900 3.0 14 14 259 260 1.2
12 76y.f  600mgdayx S0 a4 ap o 20 M 1 122 NT N
ND 14 days (8.4 g) 397 124 245 4400 1.0 18 10 147 NT NT
13 6ly,m  600mgldayx 458 136 . BS5 5m0 1o 17 o 195 120 11
58 kg 15 days (9.0 g) 433 13.4 25.0 6,800 4.0 23 11 210 14.0 1.1
4 6ly.f 800 mgdayx . 421 135 mS B0 30 u 8. .30 120 08
41 kg 14 days (10.8 g) 398 12.6 33.2 4,900 1.0 9 4 245 150 0.8
15 67y, m  1200mg/dayx 483 155 342 10,600 10 18 15 139 123 08
62 kg 15 days (16.8 g) 474 15.6 23.3 9,000 25 15 15 129 190 0.9
16 76y, m 800 mgidayx 466 150 . %65 14000 0. 1 29 150 08
48.5kg 14 days (11.2 g 453 14.0 32.0 5800 20 40 32 162 200 0.9
17 64y,m. 800 mgldayx . 436 146 164 760 20 2 18 172 160 09
50.6 kg 13 days (10.0 g) 452 14.5 16.5 490 50 21 12 146 11.0 1.0
18 7ly,m.  800mgidayx 463 144 24T 8900 10 13522 120 09
45 kg 15 days (11.2 g) 436 13.8 30.4 5500 3.0 12 8 199 11.0 1.0
19 66y.,m.  800mgdayx 2 W7 210 280 30 28 12 151 160 09
42 kg 7 days (5.6 g) 449 12.5 25.7 2,800 6.0 24 10 168 16.0 0.9
20 78y., m. 800 mg/day x . . “s 127 . 228 10600 10 30 25 3 La 13

43.2kg ld days (11.2 g 418 12.2 23.0 5400 1.0 14 6 289 22 1.4

D Sex: m.= male, f.= female, 2 ND = not determined, ¥ NT = not tested, * Eo. = eosinophils



176

CHEMOTHERAPY

AUGUST 1993

FRIZBVWTIE, £t 7 2 RDIZHERH &
HENACCLIZKH LAESD B Wiz ZNL EOiRVIE
HEETHIEBHObNS, T4bbH, MSSA, H
influenzae, E.coliB & UK. preumoniae 2313 AILE N
AMCCLE D 1~4E5h<, THIIERAOFERIA B
PRETARMEER D, INESITTASAEIDEIED
FEER B Tix79% DB RIEHIHER & iz, HEIBITIZ
ARERBZOL VANRRIEICB W THFICHETRE
BEIBONTEY, NRIZBWTGRIR - FHEINS
BOXBOEH*THICHETAERNTHALLERS
Nizo Thbh, HRIIBITLE—BIREFD—>
ELTEZTRWERER DN, T/, REDER
BITEIER IR ONT, BRKREEREIBELD
DTHoto EEEFTOBETLEERIZ2.89%,
BRREBRE OI4BDEVERETH), “eit
ICDOWTHENRTERIE BN,

Lk, MR2FEESE DS B TOLCBFOM BT %
179 70122 DMENIE L BRRE 21T > T T'h
LENREE B, e LTERRNL, Hicanr
0% 35 B fE DAV R ETIZ BT B 55— KOBINEH D —
DThHHEEZEZ LN, WTHIZLA, BABEDIEL
WRSE & EBIDIREED L DR DOANEIRE %+ 1248
B L7 EToOBY L5 I REIEEEOERTH
D, KREBRKICHATAHEIC0, 20X 2EUh
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In vitro antimicrobial activity of loracarbef and its therapeutic efficacy
in respiratory tract infections

Akira Watanabe, Yoshihiro Honda, Yutaka Tokue, Satoru Shoji,
Hiroaki Kikuchi, Hiroshi Takahashi and Masayoshi Motomiya*
Department of Internal Medicine, The Research Institute for Chest Diseases and Cancer,
Tohoku University,

(*Present address: Department of Internal Medicine, Sendai Teishin Hospital )
Seiryomachi 4-1, Aoba-ku, Sendai 980, Japan

Toshio Nakamura and Hideo Togashi**
First Department of Internal Medicine,
Yokohama City Seibu Hospital, School of Medicine, St. Marianna University
** Present address: Togashi Clinic ( Yokohama city)

We measured the in vitro antimicrobial activity of loracarbef (LCBF ), a new oral carbacephem
developed in Japan, and evaluated its therapeutic efficacy in respiratory infections. The minimum
inhibitory concentrations (MICs) of LCBF, cefixime (CFIX), cefteram (CFTM), cefaclor (CCL)
and ampicillin (ABPC) against 20 strains each of methicillin-susceptible Staphylococcus aureus
(MSSA), methicillin-resistant S. aureus (MRSA), Haemophilus influenzae, Escherichia coli,
Klebsiella pneumoniae, Enterobacter cloacae, Serratia marcescens and Pseudomonas aeruginosa were
determined by the micro-broth dilution method using the Dynatech MIC 2000 system. As shown
by MICs, LCBF was more active than CFIX, CFTM and CCL against MSSA. LCBF was more active
than CCL, but less active than ABPC against H.influenzae. Against E. coli and K. pneumoniae, LCBF
was more active than CCL and ABPC. Against E. cloacae and S. marcescens, LCBF was less active
than CFIX and CFTM. None of the agents tested showed potent activity against either MRSA or P.
aeruginosa. An oral dose of 600~1200 mg of LCBF was given daily to 20 patients for 3 to 15
days (mean: 11.3 days): 2 with acute bronchitis and 9 each with chronic respiratory infections
and acute pneumonia. One patient was excluded from clinical evaluation because he had received
steroid therapy during the therapy. The clinical effects were excellent in 5, good in 10 and fair in 4
(efficacy rate: 79%). Fifteen strains were identified as causative organisms: 5 strains of
Streptococcus pnewmoniae, 1 strain each of Streptococcus pyogenes and Moraxella catarrhalis and 8
strains of H. influenzae. Nine of 13 strains against which bacteriological effects could be evaluated
were eradicated by an administration of LCBF. No clinical adverse reactions were observed during
therapy. Eosinophilia was observed in one patient and an elevation of transaminase in three
patients, but these abnormalities in laboratory data disappeared after the completion of therapy.
From the above results, we conclude that LCBF is one of the most useful agents for oral use as a
first-choice treatment for respiratory tract infections in the outpatient clinic.



