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Loracarbef (LCBF ) (3 15 A1 8B B T £ XS TH %
ENHLOWREOINMNEL T L LI TH D, BEIT
DRETEROBERE SN TVA IR, 77 sMEMIk
BW(GPC)» 5 &7 LEHARE (GNR) £ TIRILVWLE S
*HLTWAEETHB',

F7o, ARIXMBEBITOERTEY, ReoBEtd S
<, 24B5M £ TITH0% LLEARIRE N B DT, R
BEASENOE UL FTE B2,

bhbhizZ ) LR %* L DOLCBFICOW T, #
BERRETE LT M B L O8I BR K (human
prostatic fluid, PF)~DOEITRE Y HlE L7/z. BKH
WIS RS RAAE (UTI) & IR, 3R YE % E 2 16
R E LT, LCBFDOEERIGHE% 1T 572,

I. ¥ EF &

1. EBERRGT

RIS BRHE(PF )N OBATIREE I DWW THRET L 72,

LCBF 400mg% 4B DBMRI IR REE IS L T,
11 5 7% LB 3 BRIE i (expressed prostatic secretion,
EPS) 4R L, TH%PFOMEKE L CILiE & Fiis
FEMIE % 1T o 720 BIEHFEIIHPLCETIT 5 120

2. EERHIMGT

LCBF DG #xt §i%, HAM (BB %266, BFEE
RKoBl) & B (BERE 2301, BIE%1560) DUTI
H66 ) (FIERMS0.0+ 1885, 65U LD ERE
19%, HHE29%)T, T OMIZIEMETERE 2% 14,

@RI VIR 2513 136 (CE394E#50.1 £ 7.85% ) DaEH8OH
Thb, 5E1X1E1200~400mg%* 18 1~30 T,
5HEIx1~16 BRI (FI9kS5 A5.4+3.1HM)L
B b7 572, 1HIXG 213 F 10 B IR B R
(1213200mg X 2, HEMEVERR BE R B E 1213 200mg X 3,
400mg X 2, E@MATSIARAIZI1Z400mgX3E Lizo %
BHEIX, FETEETRETETEBRECL VD
Nize SNHDIEFID ) HLUTIFHEZLE O LB %
1o LR E B, C OEEICESWTHEY
Tolze BREMIZOWTIE, B TEMENEERD
RBUIOWTHE L2, BRREBEOEEHIE—FOR
R, AL, B, EHECELT, RERI%ROEER
L7,
I. & |

1. HBEMRRES

LCBF % 400mgi%5-1% 1515 B (451 TIi % 3 & UPF
MR xflE Lig7, miE(S)DikEIX3.24~21.94
prg/ml, PFIZ<01~1.21pg/mTHot0 #-7T,
PF/St2<0.01~0.055Td - 7z(Table 1)o

1) WRESEGSAE

i) S H MR B R G

B UTIOUTIZE D FF ML, 286124 BIA%F
Ml EETdH - o FBW1I76I, HRH7H THIMER
100% T, ERETIZ71% Td - 7-(Table 2)o UTI
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e TR L 7 AEB A & K THEERTIZ S8 L7226
BT AREHETHE, 96% 2 BRE & 7z (Table
3)s =D b TEscherichia coli D 1¥RARE S e
olre DHMREMRDEI% % 5D BE. coli 188 T,
MICi20.39~25pug/mliC AL THY, ZOE¥ -2
0.398 £ U°0.784g/mITdH » 72,

BEHEBRE IARRE SN, FDORNFRIZEntero-
coccus faecalis, E.colis X OEBW T - 7:(Table 3 1
) HBEIBEHETIE, 28Fh24F»AE L
T, AHE86%TH 7,

i) 1B PEREMENE IR B IR B AE

BHEMUTHE38BIH 326 AU TIER MEFM AT i T -
720 1161, BA#h1sH, EH6HIT, BEAREIZ
81% T ~7:(Table 4, 5)0 D) HLEHEIT34%
Tholo REH TIXHEMBEREI18FFEL L
15T, ANEIL83%, WEHEELETII146H1]
Bl, 79%DEHET, MBEICELXRD LD 7, W
Thdh7—T7 VIEBERESI TH - 7-(Table 6), M
HFEBHFRTIE, GPCOE24%kIZH LT, 20#k83%
PRESINI, TD) LERFLEEE, Staphyloco-
ccus epidermidis AR 24Kk A5, F 7-E. faecalis 9%k 2
HTH 70 GNRTIXSHE23 kAT S, 184k

T8% N SN0 E. colild B SN 11RETH R
W&N7o LA, Pseudomonas aeruginosatd, 2%k &
LBE SN o7, BATHRIH L TA B E, 38%K,
81% DHEEE%/R L7z (Table 7)o MICEREEDH
BEALE, 0.2~1.56pg/mIDOMICTIZ100%APRE
Ity THISH LT6.25~1004g/mlDOMICTIiEF
¥77%, 2200pg/mIOMICTIZ7THRFARDOBEEEL
KETH - 7z (Table 8), &5 &EFRIX194KED 5
N7zo % CIZLCBFIZAT L TMICA 2100 #g/ml Dfit %
%R 9T GPCRGNRTH » 7-(Table 9)o FIHEEIZL A
HETIIEDLLE, Hah146l, 2LEH6eHl, EZh6
Bl, HIEARRLIBIL 20, AL EE2561T, BEH
HEIZ68% TH -~ 72,

2) FRE % & HI IR (Table 10)

FEMRE IR E K& 15013400mg X 2/ B % 5H XS L
EHNTH - 7o BEIHE Icoagulase-negative staphylo-
cocci(CNS) TH - 720

12 M B M BTS2 BR % 1361 (400mg X 3/ B 12 B,
200mg X3/ H 1B FBREICE N HRHE LT 72,
AHR56I, LRARSH, NI THEHEILIZ% TH
o720 MIEFERIZIXE. coli, CNSTz ED128D 7 BEHE
D H6kk, 50%H5HEK L7z(Table 11),

Table 1. Concentration of loracarbef in EPSY and serum
) Time Concentration” of KT3777 | gpg
Weight Dose
Case Age kg (mg) after Serum EPS
dosing (ug/ml) (ug/ml) Serum

1 52 74 400 1 hr 21.94 1.21 0.055
2 63 64 400 1hr 11.46 <0.10 <0.01
3 52 74 400 1hr 3.24 0.12 0.037
4 47 53 400 1hr 3.61 0.10 0.028

1) expressed prostatic secretion

2) assayable concentration, 0.1 pg/ml

Table 2. Clinical efficacy? of loracarbef in acute uncomplicated UTI according to Japanese UTI Committee criteria

Dose No. of Excellent Moderate Poor Efficacy rate
cases
200 mg x 1 1 1 11
200 mg x 2 14 11 3 14/14
200 mg x 3 2 1 1 2/2
400 mg x 2 5 4 1 5/5
400 mg x 3 2 2 2/2
Total 24 17 7 0 24/24 (100%)

b Efficacy by doctor in charge, overall efficacy rate, 86% (excellent 19, good 5, fair 4, poor 0)
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3) w&EH meE, NEWBEREI N VIMBRTH 572, &
i) BRARMRE(E 58T, ELETEAMICERICELL, RBEE

5212 DV TARFIR 551 4 B R MR A 25T L 72
FRNCEDS  REBOLEE L Z2 6 N/ ERIL3FIT
Hot, REEBABTIX, AMIMKKDET 151(845%,
2, 5400—3000/mm®), FFHEAEMEDOEH16(41
%, B, GOT28—411U/1, GPT37—471U/1), &f
EEER I £ 160 (415%, &, 3—10%, 210—750/
mm’) THh o7z, WINBEEFIXNI S, BETH
o7z KIS ZIEDITId, REBEIHE & ZDEBE
BOEMICHBEEDAHIH - 72

i) BMEREIER

B ERBIER 18I0 b7, BB %
(415%, TH)DEFIT, MRBER, HFToOLERH

1380B151611.25% TdhH > 72,
m. = =

FLwEON VNt T 2 L RTEFILCBFE, Zh
FTCOKEOL7 = A ERMKIS, 7T LAB%REH
5, 77 AEHRE T TIRIZVIEARS T 4%}
D, L2 LSeratia spp.R°Pseudomonas spp. & V¥ 5 72
A L TILE A58, —F, b MM, Re
TOREMIZEN, cefaclor & LB L TEWAEYEH
FIREERTY,

EHNENRBSOAS L, FHDOREHER, 1
FIRED 5 AT, 200mghk 5 TTy/ 201178 H TH
ADT, 1H3EMIZH T TR THDONEEBHLELE

Table 3. Relation between MIC and bacteriological response to loracarbef treatment in uncomplicated UTI evaluated

according to Japanese UTI Committee criteria

MIC (zg/ml) Inoculum size 10° bacteria/ml Not
Isolate Total
=0.39 | 0.78 | 1.56 | 3.12 | 6.25 | 12.5 | 25 50 | 100 | =200 | done
S. aureus / / / 11 / / / / / / / 11
S. epidermidis / / / 11 / / / / / / / 11
Sg;;fo"c‘:i‘gs:e Oy A / n
Y-Streptococcus / / / / / 11 / / / / / 11
E. faecalis / / / / / / / / / 1/1 / 171
E. coli 5/6 6/6 | 2/2 / / / 2/2 / / / 2/2 17/18
K. pneumoniae 1/1 / / / / / / / / / / 11
P. mirabilis / / 2/2 / / / / / / / / 2/2
Total 6/7 717 | 414 | 2/2 / 11 2/2 / / 11 2/2 | 25/26 (96%)

No. of strains eradicated/no. of strains isolated

Strains (regardless of bacterial count) appearing after KT3777 treatment (E. faecalis 1, E. coli 1, Candida sp. 2)

Table 4. Clinical efficacy? of loracarbef in complicated UTI according to Japanese UTI Committee criteria

Dose No. of Excellent Moderate Poor Efficacy rate
cases
200 mg x 1 1 1 111
200 mg x 2 7 5 2 5/7
200 mg x 3 12 4 5 3 9/12
400 mg x 2 11 7 4 11/11
400 mg x 3 1 1 0/1
Total 32 11 15 6 26/32 (81%)

D QOverall efficacy rate by doctor in charge 68% (excellent 11, good 14, fair 6, poor 6, unknown 1)
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Table 5. Overall clinical efficacy of loracarbef in complicated UTI according to Japanese UTI Committee criteria

Pyuria Effect on
Bacteriuria Cleared Decreased Unchanged bacteriuria
Eliminated | 11 | 2 13 (41%)
Decreased 1 1 2 4 (13%)
Replaced 8 1 1 10 (31%)
Unchanged 1 1 3 5 (16%)
Effect on pyuria 21 (66%) 5 (16%) 6 (19%) pa“eg; total
L:l Excellent 11 (34%)

overall efficacy rate

|_—__—| Moderate 15 26/32 (81%)
| | Poor (including failure) 6
Bacteriological response
Total no. of strains Eradicated Persisted*
47 38 (81%) 9
* regardless of bacterial count
Table 6. Overall clinical efficacy of loracarbef classified by the type of infection evaluated according
to Japanese UTI Committee criteria
Group (Pgr?:;er(:: Z?S;: al) Excellent | Moderate | Poor em(z::;axgte
group 1 (indwelling catheter) 0
group 2 (post-prostatectomy) 0
M°?:f’enci§2:bial group 3 (upper UTI) 8 ( 25%) 4 4 0 100%
group 4 (lower UTI) 10 ( 31%) 4 3 3 70%
sub-total 18 ( 56%) 8 7 3 83%
group 5 (indwelling catheter) 0
Poillylrfr;icﬁrg:ial group 6 (no indwelling catheter) 14 ( 44%) 3 8 3 79%
sub-total 14 ( 44%) 3 8 3 79%
Total 32 (100%) 11 15 6 81%
Indwelling catheter (i(;;::rfltp:?f:ttasl) Excellent | Moderate | Poor e fﬁ(c);/ce;arll te
Yes 0
No 32 (100%) 11 15 6 81%
Total 32 (100%) 11 15 6 81%
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bhb, L LRPHMFEL AL E, 128 F T2
0% LT VENELRL, L bix58~100MH
HTH15pg/mA EDOEHRPIBEIFGONTNEY,
5T, UTIDEHFETIE, 1H2BDK%5 TH KT iHE
FTREBEHIBONDL Z EHFHRSINT,

SBIOUTIDEERE Y A5 &, BHMHUTITIE,
1B12200mg# 1A DA A 5400mg % 3[6] T THHE 2%
5hETCHEBErRA T, FOBRIETHDLULDORK
BTHo7z, BHMUTITIREREEN 2, HEHE
EOARFNENEZERERTE. coinsERE VS &
EDOAT, RELBERTHA, AV TIFAT VA%
Zz2T, 1H200mgX2%3~70MES5 T 52 LH0E
LIiGEREL Bbhi,

BHHUTITE, R ELTHT—TIVIERES
T, HDSerratia spp., Pseudomonas spp. &\ o 724 H|
WREEMOBRVWHREEIZ L AERESBRLEND
Bo ERICERBE R AL L L 2BORHIIBREA S
B olz, WHMUTITS HMMUTIE RIS, A
WIHKS B2 R X THRE L7225, 400mgX2T114l
F116 100% DAEMETENLEEIBONL, &

B1H200mg X 3D B, 12819961, 75% D
T, 400mgX 2D EFH~ND L FRRIZE 455
BIEHIL %L, HETHAEEHIIOWTIZI A Y M et
R 12\, EHENIZAT, GPCIZ83%, GNRIZ78%0)
BEERY AL L, KEIDinvitnTRLEL)
120, MBI L TREVWIEEE % L2 ATh
5o

MICE BREFRLDEFEEAB L, —a—F/0f
DIEFEBEIZA LGNS L 9 Z2break point*SA%IZ- &b L
B, Tt 7 L LRFDIZEALE L ERT
HbDo FICKANL, RFPICEHREICHOREMICDLS:
DHEENBDT, TDEHIRTENALNDEEL
SNb, FRIZBEEMUTIFEHEED ) H=2100pg/ml
DOMIC% 7R L7z 1288k, 67% BB IR THnAET
EDPLATHLHL,TH S,

AR RIIB FOREKN L HRERETH S, R
HDGEIIIE-HRRKEIE, E. coli, Klebsiella& \»
21277 LEMRETH S, BILRRORE, Z0L
I REREEIIN L TR REEEE OO 2L, IVK
HMBICERBOMICY LRI AT BITREXRTS

Table 7. Bacteriological response to loracarbef in complicated UTI evaluated according to Japanese UTI Committee criteria

Isolate No. of strains Eradicated (%) Persisted*
S. epidermidis 4 2 2
Other coagu{ase (=) 5 5 0
staphylococci
S. haemolyticus 1 1 0
G () 7Y-Streptococcus 3 3 0
E. faecalis 9 7 2
Corynebacterium sp. 2 2 0
sub-total 24 20 (83%) 4
E. coli 11 11 0
C. diversus 1 1 0
Enterobacter sp. 1 1 0
P. mirabilis 4 3 1
G(-) C. freundii 1 0 1
S. marcescens 2 1 1
P. aeruginosa 2 0 2
P. putida 1 1 0
sub-total 23 18 (78%) 5
Total 47 38 (81%) 9

* regardless of bacterial count
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Table 8. Relation between MIC and bacteriological response to loracarbef treatment in complicated
UTI evaluated according to Japanese UTI Committee criteria
MIC (ug/ml) Inoculum size 108 bacteria/ml Not
Isolate =0.20 | 0.39 [ 0.78 [ 1.56 [3.12 [ 6.25 |12.5| 25 | 50 | 100 | =200 | done Total

S. epidermidis / / 11 / / 172 / 0/1 / / / / 2/4
Other coagulase (=) |/ |/ Ay {3y | (| v | 0 | 0 | 0| | 5/5
staphylococci

S. haemolyticus / / / / / / / / / / 171 / 171
¥-Streptococcus / / 1/1 | 11 / / / / 1/1 / / / 3/3
E. faecalis / / / / / / / / 171 | 4/5 | 2/3 / 7/9
Corynebacterium sp. / 11 / 11 / / / / / / / / 2/2
E. coli 11 5/5 | 2/2 | 2/2 / / / 11 / / / / 11/11
C. diversus / 11 / / / / / / / / / / 11
Enterobacter sp. / / / 11 / / / / / / / / 1/1
P. mirabilis / / 171 | 2/2 / / / / / / / 0/1 3/4
C. freundii / / / / / / / / / / / 0/1 0/1
S. marcescens / / / / / / / 1/1 / / / 0/1 1/2
P. aeruginosa / / / / / / / / / / 0/2 / 0/2
P. putida / / / / / / / / / / 11 / 1/1

Total 111 7/7 | 6/6 |11/11| / 2/3 / 2/3 | 2/12 | 4/5 4/7 0/3 | 38/47 (81%)

No. of strains eradicated/no. of strains isolated

Table 9. Strains* appearing after loracarbef treatment in complicated Japanese UTI evaluated according to Japanese UTI

Committee criteria

Isolate

No. of strains

S. epidermidis
E. faecalis
E. faecium
E. avium

E. coli

C. freundii
P. vulgaris
P. mirabilis
M. morganii
P. aeruginosa
Candida spp.

CO B = = DN = DN = DN

Total

—
©

* regardless of bacterial count

Table 10. Clinical results of loracarbef treatment in patients with urethritis and prostatitis

Dr.’s evaluation

Diagnosis NQ' of - Efficacy rate
patients excellent good fair poor
Urethritis non-gonorrheal 1 1 0 0 0 1/1
Prostatitis chronic 13 0 5 5 3 5/13
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Table 11. Bacteriological response to loracarbef treatment in chronic prostatitis
Bacteriological response
Isolate - -
eradicated decreased* persisted** replaced***

Coagulase (—) staphylococci 19 1 20 ©
S. hominis 1
S. simulans 1
S. haemolyticus 1
E. faecalis 1 1
Bacillus sp. 1
E. coli 19 299
Entrobacter sp. 19
P. aeruginosa 1
P. acidovavans 19
A. calcoaceticus 1

Total 6 1 5 5
* bacterial count after loracarbef treatment: <10° bacteria/ml MIC (ug/ml): 0.78

** bacterial count after loracarbef treatment: =10° bacteria/ml

*** strains appearing after loracarbef treatment
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Clinical study of loracarbef, a new oral carbacephem antibiotic,
in the treatment of urogenital infections

Keizo Suzuki, Masaki Horiba, Toshiyuki Tanaka and Masahiro Yonetsu
Department of Urology, Hiratsuka Municipal Hospital
1-19-1 Minamihara Hiratsuka-shi, Kanagawa 254, Japan

Yorio Naide and Hideo Hibi
Department of Urology, Fujita Health University School of Medicine

Eighty patients with urological infections were treated with a novel oral carbacephem antibiotic,
loracarbef, at doses of 200 to 1200 mg/day, and the following results were obtained. The drug
was effective in 100% of the 24 patients with acute uncomplicated urinary tract infection and in
81% of the 32 patients with chronic complicated urinary tract infection according to the criteria
proposed by the Japanese UTI Committee. The drug was effective in 1 out of 1 patient with
urethritis and in 5 out of 13 patients with chronic prostatitis. As for side effects of the drug, in one
female patient appeared vaginal candidiasis appeared in one female patient. Regarding laboratory
abnormal values, eosinophilia, and slight elevations of GOT, GPT and leukopenia were observed

transiently.



