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Loracarbef (LCBF ) 12 17 F1 8B &% T %€ (&% ) 5L W 7P
THREIN:, BLHTOROBINVINET 2 LK|T
HNHY, FOHE X7 bIidcephalexin (CEX),
cefaclor (CCL) & [ Tad A 4%, MHENIZCEX L Y 54
{, CCLE3IFRS% L shby, £/ 5 ABEHREIC
3 BIE N i cefixime(CFIX)IZH B A5, 75 LM
B L TICFIX L i & ah b,

AANIABREE L 2ICHE L RIS h, AT
HINBZ L% RPICHRERE S D25, JRPICIZ 245
BILAAIZ90% LA EASENX &, EMEHFIBFIL X
LOTEWEREINTVBY,

ARNZDOWTIZ1989F 28 7 6 EEBEOIRELD
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MY BEME L RENIHER SN, ZO®RITONIE
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PRIRGIE (4 A AK OF AN % ZEMICEHET 5B
T, CRIX%ABEE L L Z“EERLEREBREITS
ek LT,

I. REELUHE

1. WREBL L UEELMN

A R BILIRES (S HBER B A T 5 MM R B
fit & L, BEFMGUTIIERDEM B (B3 15
Wy, 53 /HPFLLEDBRIR &£ 10" CFU/m1 LA E D HIE IR
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HHEZENG, BOKOELE % AEIE T 2 13PEE
DMK RIEICRETAEMT, 7 -7V
BEODNEEF THDEI ELEMEE LTMAT,
S5I2KH], CFIX & L IZEINTaH B 2 & HBEHE % Pseudo-
monas aeruginosaB L WE BB &, B IRATEL »
AUNOERIFENT A L E L

NS DEFNII991E8A £ 1199243 A DRIIC,
ZE33»TOR AR T %2 L, KIRFOEM
WK+ EBEIT, KBRESMOEEI BN
THEBITH D, HBARRIIEHHRDIERELESZHS
DEKEEFTITbNIT,

2. PrEZEA

WE SR & LT1H 7V HIZLCBF 200 mghk &4
158 7V (B T ERX SR %, o0
BEHIE LC1H 7R VHIZCFIX 100 mgk BH T 5
# 7V (BEIREE S L SR 2 v 7o,
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OO 7 2 LRIOHRT, FREGEEFEDEHIIL B
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RPRGENDLHICHABELE T TV I -4
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$/:LCBFICH L TIHA BRI RBROE R, REF
HEASLCBF 1[E 200 mg, 1 H 3E#% 5B (LC-6008)
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BEF—) oM A/NERERIIBWCHEINICIT» 7
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Z &L,
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YRE L7, ROt 5 N7254E 1213, Mantel-
Haenszel{# % 721335k Manteli® % B\ TZ DAY E A
R Z2-EBYRET L, AEKEIEAISYS &
L7, 2Z20-omMll%DERLKILTAILE
L7
I. B 5

1. BtRAEROBEENH

MEHOEEREROBMIL, KRNI LLCBF
1399.5%, CFIXi3988% Thh, HEIIAETHD
NDTHo70 TILCBFD T F+tKH 7, CFIXD
To5ERHTENEDIIEFETELEALTELT,
NBEEL TN TNOEELHBAINARFETH S Z L AHER
Y (VAN

2. MRFHEGI$%(Table 1)

REIITONIEFILEERT2606ITH - 7245, K

BAEBIA48%, FILBIA 3B, BRAEBALIE, NEg
KBIA6H, NBAEFH6BIHY, ThbDRE
251645 % B < LCBF#% 5 B (LCBF &) ® 100,
CFIX$% 5B (CFIXE) mo6fl » A DRFMxt$ & L
72

AT LB DOARIZTable 202K L7125, AEHKE L
L CTHEA10' CFU/mlI KFBOEFIIERDE L, 20
TP. aeruginosa 3 BEGI, EEFBEGIAE H 5 120

B - b EMEER ILER  TCFIXDkS5 1 fThh
Tl e, RERBELUMERREL2D >7161%K
{LCBFE 1336 & CFIXEE D 12561 % 5FMlixt R & L
oo FoBRRRRRACMEIC RITT B, REFEOBRK
BREIEB SN2 2572176, REBAHH48 0L
TN106), B L OERF TCRIXARS SN T
165 DEF28%) % B < LCBFEE D 11961 & CFIX& D113

Table 1. Patients assessed
Treatment group
No. of patients evaluated for - Statistical test
Loracarbef Cefixime
Clinical efficacy 100 96 NS
Clinical adverse reactions 133 125 NS
Laboratory adverse reactions 119 113 NS
Overall safety rating 115 115 NS
Clinical value 90 95 NS
Total no. of patients 134 126
NS: not significant
Table 2. Reasons for exclusion
Treatment group
Reason
Loracarbef Cefixime
bacteriuria less than 10* CFU/ml 20 14
infection due to P. aeruginosa 2 4
infection due to fungi 2 1
Ineligibility infection due to P. aeruginosa and fungi 1 1
inpatient 1 1
administration of cefixime just before treatment 0 1
sub-total 26 22
Discontinuation discontinuance due to side-effects 0 3
Dropout no visit after first consultation 1 0
shortage in duration of medication 1 0
. combination of other antimicrobial agent 1 0
Violation . .
no examination of bacteriuria 3 1
sub-total 5 1
Therapeutic noncompliance delayed urine examination after treatment 2 4
Total 34 30
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BUERESEEER, BRBREMICKIITEEDORKR
HOoWTNh S bBRA SN 26 &, BIFER O FHEL
S LR A ERREBICRITTREORF» 51
Bo s nz26Bh 0, BIERARED O35 % k<
236, M, B, BREREOVTIA2IER ST
Lh o 75BIDE306 & FF AT R 0 H Bk &, LCBFE,
CRIXBE & LIC115BI % EFflixd & & L7z,

ERME, B LBEREEOFEOV TS
bpat s 126, MEZEEOF MR L IE% 5
1B DA R A SIS N526 5 5,

BIfER 72 SRR EMERES R L7276 2 B < 45
B, BEMEDFEMT G & 3% o o ABHE R O FFHb
OB S 7188 DEH756) % Bx < LCBF# M 90
Bl & CFIXBEDISHI % FHEAd R & L7

3. ERET

ARUEOFMIRE LIERIIBITAHEEEER
HF % EBER T8 LT —$5 L TTable 3II7R
L7275, WINOEBIZEHLCLEEEZEIROLAL
Mot TBEREHHMIETable 412K L2 LIS,
SRELTOREENHHICITBERICAEL DR
Motzds, I LEHEE T LABREEOBEEL LT

Table 3. Background characteristics of the patients

Characteristics Loracarbef Cefixime  Statistical test

male 51 51

Sex female 49 45 NS
16~19 0 0
20~29 3 1
30~39 3 6
40~49 5 9

Age () 50 ~ 59 20 17 NS
60~69 30 23
70~179 29 34
80~ 10 6
Type of infection monomicrobial infection group 3 (upper UTD) 13 bt

(UTI grouping) group 4 (lo“{er UTI) 50 49 NS
polymicrobial infection  group 6 (no indwelling catheter) 37 28
+ (5~9 cells/HPF) 5 4
. + (10 ~29 cells/HPF) 20 24

Grade of pyuria “ 42 41 NS
H 33 27
10* CFU/ml 15 10

Grade of 10° CFU/ml 10 12 NS
bacteriuria 108 CFU/ml 32 36
107 CFU/ml 43 38
high 20 18

B-Lactamase low 21 34 NS
activity none 103 73
unknown 6 8
neurogenic bladder 48 48

Underlying upper urinary tract disorder? 5 9 NS
disease lower urinary tract disorder® 22 20
tumor, cancer, calculus 25 19
- 46 45
+ 33 31

Symptom " 15 1 NS
# 6 9

a): hydronephrosis, cystic disease of kidney, ureteral stricture, vesico-ureteral reflux
b): benign prostatic hypertrophy, urethral stricture, urethral caruncle

NS: not significant
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Table 4. Organisms isolated before treatment

Loracarbef Cefixime
Isolate - - Statistical test
no. of strains (%) no. of strains (%)
S. aureus 14 (9.3) 4 (3.0
S. epidermidis 11 (7.3 10 (7.5
S. hominis 2 (1.3) 1 (0.8
S. haemolyticus 7 4.7 5 (3.8
S. saprophyticus 1 (0.8
S. simulans 1 (0.7 1 (0.8
S. xylosus 1 (0.7
Staphylococcus spp. 6 (4.0) 3 2.3
2 S. agalactiae 2 (1.3 2 (1.5
GPB S. bouvis 1 (0.7 NS
Streptococcus spp. 2 (1.5
E. avium 2 (1.5
E. faecalis 24 (16.0) 14 (10.5)
E. faecium 3 (2.0 2 (1.5
C. xerosis 2 (1.3)
Corynebacterium sp. 1 (0.8
A. viridans 1 (0.8
GPC® 1 (0.7
sub-total 75 (50.0) 49 (36.8) ---- p<0.05
E. coli 39 (26.0) 36 (27.1) X NS
E. fergusonii 1 (0.7 :
C. freundii 1 0.7 3 (2.3 X
K. pneumoniae 12 (8.0 10 (7.5) X
K. oxytoca 2 (1.3 3 2.3 :
E. cloacae 3 (2.0 6 4.5 X
E. aerogenes 3 (2.3 :
E. agglomerans 1 0.7 X
Enterobacter sp. 1 0.7 X
S. marcescens 6 4.0 7 (5.3) :
9 Serratia spp. 2 (1.5) X
GNR P. vulgaris 1 0.7 2 (1.5 NS .
P. mirabilis 2 (1.3 3 (2.3 X
M. morganii 2 (1.3) 1 (0.8 X
Acinetobacter spp. 2 (1.9 \
A. faecalis 2 (1.3) 2 (1.5 X
P. cepacia 1 (0.8 X
P. vesicularis 1 (0.8 X
X. maltophilia 1 0.7 X
F. meningosepticum 1 (0.8 X
F. odoratum 1 (0.8) !
GNF-GNR? 1 0.7 '
sub-total 75 (50.0) 84 (63.2) --------'
Total 150 (100) 133 (100)

a) GPB: Gram-positive bacteria  b) GPC: Gram-positive coccus
¢) GNR: Gram-negative rods

d) GNF-GNR: glucose-nonfermentative Gram-negative rod

NS: not significant
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FEDIEAIRBEEENROON, LCBFEIZEH T
77 LBHEDEENEEICE P21, JDOK
AHERE, MEFEMOMEICE L CHERMOLE 1T
SBAIIR Y 2 WIET 5 5E (LR Mantel ik £ 7213
Mantel-Haenszel i) b7 2 & & L7z,
ERE 23t 4 ALCBF & CFIXDMICIZ 269812 D\

THIE S N5, Figld & ) IZLCBFOMIC(I : 11),

CFIXOMICIL : IV)D W AUIBE LT mEEHICA
?;’E%Ef&')&ﬁ‘o Zo

4. EEEIHT BAMIC

ERIRGBEICBEBR R, REMORP L) DBES
N, MICARIE SN T alatl114kkE 77 8
HH 155823 AT A DOMICIETable 5IZR L7 L 9
12, 77 ABMREICH L TIZLCBFASBEIZT N T

1009
__ 801
S
g
S 60
&
(5]
>
=
S 404 y
g p;
=1 .
Q ’
200 o7
o
o
0| po-mtm
MICs Treatment MIC (ug/mi) Statistical
of group <0.05 0.1 02 039 0.78 1.56 3.13 6.25 125 25 50 100 200 400 800 >800 Total| test
Loracarbef (I) 2 1 2 10 3 26 7 2 4 9 7 21 5 3 4 6 144
Loracarbef NS
Cefixime an 12 28 21 14 1 9 5 5 12 2 5 2 9 125
Loracarbef (II) |14 7 15 21 9 5 7 5 9 4 2 3 3 2 4 34 14
Cefixime - NS
Cefixme (V) [19 4 16 15 9 2 6 6 4 2 7 2 7 6 2 18 125
NS: not significant
Fig. 1. Sensitivity distribution of clinical isolates (106 CFU/ml).
Table 5. MICs of loracarbef and cefixime for clinical isolates
(pg/ml)
No. of G ) Statistica B-Lactamase
. 0. 0 eometric tatisti activity
Organism strains Drug Range MICs, MICy, mean MIC Mode test :
high low none
Loracarbef — =0.05~ >800 25 200 16.4 100
GPB® 114 p<0.01 (81%) (128) (81;’25)
Cefixime 0.2~ >800 400 >800 98.2 >800 ’ : ’
) Loracarbef 0.2~>800 0.78 400 3.3 0.78 28 53 7
GNR 155 p<0.01 181 (42 @17
Cefixime =0.05~>800 0.39 25 0.5 0.05 ’ : ’
< ~
Loracarbef =0.05~>800 1.56 400 6.5 0.78 38 55 176
Totd 269 PO 4y 04y @54
Cefixime =0.05~>800 1.56 >800 4.8 >800 ) ’ )

) GPB: Gram-positive bacteria
b) GNR: Gram-negative rods
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B, CFIXE DMICHEIZFHI0ETH 572,

—H 77 ABRMEIIHT AMICICFIXA A EILT
CHTBH, LCBFOMICE DEIFFH27ETHY,
DHEEEIIH T AMICLCFIXAEEICT ChTw
7275, MAIDOMICHEIXFIY03E LN Eh o7,

WRNIEE DIZT T LEMEIS T AMICH Y T L
HREICHTAMICLE DT CNRTWD, 20EIT
LCBF T3 F322%8 THAHDIZxF L, CFIXTIXFEHY
8.0EL, LWEHTH -7,

B-7r5<—tYBELAREZ, 77 LBMETIZI4
108k (8.8%), 77 LBRYEE Tid 1558 284k
(18.1% )BHoNT:, I/-HBELARLBEEAR DD
TEEE, 77 ABHRETI05%, 77 LABRBET
523%%, 75 LARBEIZBOTE L7105, S
WRIRETH -7, &b, 7797 YHEERL
MIC & DRIZIZBARE 2R IIED ST, WHEl & bB-
779 <v—YEABIIFLTHRIFZMICE/RL TW
AN

5. BRR#HH

1) AR F

UTIE R EE M A > THE LR SBRDE
12, Table 627K L7:& 9 IZLCBFEED 10061 TI3ER
62051(62.0% ), B#12761(27.0% ), E%EEDHxdHb
BB DE(LNTAERZE)I1289.0%, CFIXEEDI6HT
12 E%h4561(46.9%), A#3161(323%), HEH*E
79.2%Th ), LCBFEEICBITABERMEVAEZIZT

CNTHY, LCBFEDEDENE L 572,

INEPFUTHRBRREREICLET AL, BEEE®RE
BITHLEIMEFAFTROTNOAEEYRDT,
FEBREBREBIEEE LTHLAEELZED o
A, BHEEESG THSHEH TIILCBFEICBITS
BERSENAEIITCRTEY, FHRIZBVTY
LCBFEENE D 5 72,

BABRDBEHENIRIEL LRR & BRI+
HNB OB IETable 7127R L72AY, BIRIZHT2%)
BIIABERRO 2D o712, MERIINT A58
IILCBFEEICBWIAEIIT CNTE Y, BE{L®:
BUWTHLCBFEAAEIZT CR T2 (p<0.01),

2) I F RN R

M 092D R (X Table 8IZ/R L7 & 912, LCBFEH
5083 N 71504 1384(92.0%), CFIXHED L5
MEEN/:133%kP1128k(84.2% ) ASTH % L, LCBF#
BT BHEBEERNCFIXEL WV ED 572,

INETSLBHEE 7T ABREE IO TRETT
e, V7 LGHREOHEEFIILCBFEICBVWTHE
2D o72hs, 77 ABEMEOBEERICE L TImE
BICAEZIRD N o1,

T-HEEOLE T3, LCBFEII BT 5 Entero-
coccus faecalis & Enterobacter cloacae D {H % F ASCFIXH#
& ") %7)‘0 f:o

MIC & M %R & DRA{RiXTable 9-1, 9-21I7R
L7:%%, LCBFE TIIMICAH 400 pg/m1LAT DBROH

Table 6. Overall clinical efficacy related to the type of infection

Treatment

No. of

Efficacy Statistical

Type of infection group patients Excellent Moderate Poor rate (%) test
8 3 2
group 3 Loracarbef 13 ©61.5) @3.1) (15.4) 84.6 NS
. 8 6 5
UTI Cefixi 19 73.7
Monomicrobial ___rperUTD  Celbame @) (Lo 263
et e s
group 4 Loracarbef 50 (6310) (3%)50) (840) 92.0
(lower UTI) Cefixime 49 29 13 7 85.7 N
(59.2) (26.5) (14.3)
23 9 5
Polymicrobial group 6 Loracarbef 37 o5y (43 a3s 6D »<0.01
infection . . . 8 12 8 '
(no indwelling catheter)  Cefixime 28 28.6) 42.9) 28.6) 71.4
62 27 11
. Loracarbef 100 o0 @r.o) aro 0
otal p<0.05
Cefixim % 45 31 20 g9,
© 46.9) (32.3)  (20.8) :

NS: not significant
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135, 13481278k (94.8% ) MHE L TV 5
OWIxt L, MICAT800 pg/mlll Eil7 B &L IE
FL, 108kH54k(500%)DHELI-DATHY, =
DEICEBENRD HN72(p<0.01),

—HCFIXBETIIMICL HEFEDORMRIEH £ 1) BAME
T VS, MICA50 xg/ml LT O TIEERIL
BIFTOOKKRT828K(91.1% ) T THHE L TV B,
MICA$100 pg/m1A LI 5 EHERIIETFETL,
35BN 244k (68.6 %) DHEIZL EED, RIIHID
BIcAEEENRD SN (p<0.01),

3IRE & LM E

WEHDORPIH IS L-MEIL, Table 1042
RL7L S ICLCBFEETid1461(14.0% ) H & 18 %,
CFIXEETIZ21651(21.9% ) M b a1 kT BES L2, %
OWBMEICE L CHBERICAEEYED Y, -1
BEEOARICEAL TLAEESZRDO o7 L
LLCBFETIX, 77 MR LY 7T AEME O
ENEN 272D L, CFIXBETIZZ I LBHED
BEDIIINED - ETRZ TV,

4)IBLEMAHIE L 7z BRIR&h %

LR MHAHIE L 7 FRR 1L, Table 110 & 512
MEBICEEE RO LD o 72hY, UTIERFFMILEE
IfE-> THE LR R TR L& TH -
AR

6. et

B - b E #EIYEF 12 Table 12D & 9 12, LCBFEH®D
1336451 (3.0%) 125, CFIX# D 125604 66
(4.8%)I28MERD N5, FORBUEREICE L Tl
HEICEEEZLRD LD -T2,

BIfEE OMERIE, LCBFEETIdstE 3 F THEAL
BREETHY, F-FOREREEOTHAOIGE
BT TIIWTRIBELVWLFHEETH D,
WES B ENIIERNIZABIF2HTH 5720 —F
CFIXBET I8t hatb iz REETH Y, AIEA
DIEEZAIRE, (P EELHESN, 66F3
BITHRENPIE S NS,

Fa K MR A fE R % (X Table 13D & 9 12, LCBFE D
119F1Tix1Bl b 2H SN T, CFIXFFEN1136ITII3
Bl(2.7% )N THBED SNIH, FORBEEICEHLT
MBI EEELRO L o7,

BIE SR I Table 140D & H 12, WEBICEEEYL
BOT, [BIIEETH AL EDRKEHFILLCBFE
T98.3%, CFIXBET95.7% T - 10 TEMIZRIE
Har b EHIE SNIEGIILCBFEEIZ16, CFIXEEIC
2BIFE Stz hS, LCBFEED1BIETH & & & 18E K
AHBEL, 20 b THRNFEE L HE S IKELHIE
ENTIEB, CRIXBED2B1I3EENE G NEAHIE
LIxgEHS i shz161E, EolaTh, 3k, B

Table 7. Relation between effects on pyuria and bacteriuria

Pyuria
Bacteriuria Cleared Decreased Unchanged Effect. on
Treatment group bacteriuria
Eliminated Loracarbef 62 5 16 83 (83.0)
Cefixime 45 7 10 62 (64.6)
Decreased Loracarbef 2 0 1 3(3.0
Cefixime 1 1 1 3(3.1)
Replaced Loracarbef 2 1 3 6 ( 6.0)
Cefixime 10 1 3 14 (14.6)
Unchanged Loracarbef 1 2 5 8 ( 8.0)
Cefixime 5 2 10 17 17.7)
Effect on pyuria Loracarbef 67 (67.0) 8 ( 8.0) 25 (25.0) patient 100
Cefixime 61 (63.5) 11 (11.5) 24 (25.0) total 96
Loracarbef 62 (62.0) Overall efficacy rate
Excellent Cefixime 45 (46.9) Loracarbef 89/100 (89.0)
Loracarbef 27 27.0) Cefixime 76/96 (79.2)
Moderate Cefixime 31 (32.3) statistical test
Loracarbef 11 (11.0) effect on pyuna. X : NS
Poor Cefixime 20 (20.8) effect on bacteriuria : p<0.01

NS: not significant

(%)
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Table 8. Bacteriological response to the treatment

Loracarbef Cefixime
- - Statistical
Isolate no. of eradicated istegd | Po-of  eradicated isted® test
strains ) persiste strains (%) persiste
S. aureus 14 13 1 4 4 NS
S. epidermidis 11 11 10 10 —
S. hominis 2 2 1 1 -
S. haemolyticus 7 7 5 4 1 NS
S. saprophyticus 1 1 -
S. simulans 1 1 1 1 -
S. xylosus 1 1 -
Staphylococcus spp. 6 6 3 3 —_
w . agalactiae 2 2 2 2 -
GPB S. bovis 1 1 -
Streptococcus spp. 2 2 —
E. avium 2 2 —_
E. faecalis 24 21 3 14 8 6 NS
E. faecium 3 3 2 1 1 NS
C. xerosts 2 2 -
Corynebacterium sp. 1 1 -
A. viridans 1 1 -
GPC? 1 1 —
sub-total £ o 4_771) 4 49 (81_‘2‘; 9 p<0.05
E. coli 39 38 1 36 35 1 NS
E. fergusonii 1 1 -
C. freundii 1 1 3 1 2 NS
K. pneumoniae 12 12 10 10 —
K. oxytoca 2 1 1 3 3 NS
E. cloacae 3 2 1 6 6 NS
E. aerogenes 3 1 2 -
E. agglomerans 1 1 -
Enterobacter sp. 1 1 -
S. marcescens 6 5 1 7 7 NS
o Serratia spp. 2 2 -
GNR® P. vulganis 1 1 2 2 NS
P. mirabilis 2 3 3 -
M. morganii 2 1 1 1 1 NS
Acinetobacter spp. 2 2 -
A. faecalis 2 2 2 2 -
P. cepacia 1 1 -
P. vesicularis 1 1 -
X. maltophilia 1 1 -
F. meningosepticum 1 1 -
F. odoratum 1 1 -
GNF-GNR® 1 1 -
75 67 8 84 72 12
sub-total (89.3) (85.7) NS
150 138 12 133 112 21
Total 92.0) (84.2) NS

a) regardless of bacterial count

b) GPB: Gram-positive bacteria

¢) GPC: Gram-positive coccus

d) GNR: Gram-negative rods  e) GNF-GNR: glucose-nonfermentative Gram-negative rod
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BAWEL, EOETH LERVSEELHES R, %
#E#hEEN1BITH - 72,

7. HE%

BENRLLEM YR L CHYEMIYE L/-F
FifEit, Table 150 & ) ICLCBFBEICBWTHEILE
(, FDFHA T LLCBFHT82.2L, CFIXE®D
75.0& W AEIIE D - 72(p<0.05),

o * =

SEIDKRETH ONHREEBKRIE IZCFIXEFIZH

~NLCBFEEICBWTHREIZT N, BEHFIZILCBFET
89.0%, CFIXET79.2% TH 720

LCBFEEIZB W TH LN F5#%89.0% 1%, —H#ixka
KRB BWT, SEDORE IR & EREIZP. aerugi-
nosak G I hWwWh T —TIVIEZERERIZ1IH 800 mg
(D2) B L BB O N/-478I987.2%, F7-%
iTbh - BHeaRFRBROBIZERO 2264
86.4% DAHMEIZELDTEML T/,

— AT BEEE & L TH V- CFIX D #8 M bR B I 4L fiE

Table 9-1. Relation between MIC and bacteriological response
eote T MIC (ug/mi) Not Total
so -
goup | =0.05 0.1 02 039 0.78 1.5 3.13 6.25 12.5 25 50 100 200 400 800 >800 | done | (eradication rate, %)
S. aureus Loracarbef 11 33 212 1n 212 34 n 1314 (92.9)
Cefixime 11 1n 171 11 4/4
S. epudermidis Loracarbel 1711 11 565 1 mn 212 11/11 (100)
Cefixime 22 22 11 22 11 22 10/10 (100)
S. hominis Loracarbef 1m n 212
Cefixime m 1n
S. haemolyticus Loracarbef 212 202 10 212 m
Cefixime 112 mnin 11 4/5
S. saprophyticus Loracarbef
) Cefixime mn 11
S. simulans Loracarbef n 1
Cefixime n 171
S. nylosus Loracarbef 1n 1n
Cefixime
Staphylococcus spp. | Loracarbef 33 11 n n 6/6
Cefixime 1n 202 33
S. agalactie Loracarbef 1 1 212
Cefixime 212 212
S. bouss Loracarbef 1n n
2)
GPB Cefixime
Streptococcus spp. | Loracarbef
Cefixime 212 212
E. avium Loracarbef
Cefixime 22 212
E. faecalis Loracarbef 203 17119 212 21/24 (87.5)
Cefixime 8/13 | 0/1 8/14 (57.1)
E. faecium Loracarbef 1 212 33
Cefixime 12 12
C. serosis Loracarbef | 1/1 11 212
Cefixime
Corynebacterium sp. | Loracarbef
Cefixime 01 on
A. viridans Loracarbef
Cefixime 1n n
GPCY Loracarbef | 1/1 17
Cefixime
b-total Loracarbef | 2/2 171 U1 V1 4/4 14/14 414 2/2 33 4/4 4/5 19/21 212 22 3/4 55 71175 (%4.7)
su-to Cefixime 212 33 202 33 12 414 171 5/5 34 121181 4/5 40/49 (81.6)

no. of strains eradicated/no. of strains isolated
b) GPC: Gram-positive coccus

a) GPB: Gram-positive bacteria
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Table 9-2. Relation between MIC and bacteriological response

Isolate Treatment MIC (ug/ml) Not Total
growp 10,0501 02 039 0.78 1.56 3.13 625125 25 50 100 200 400 800 >800|done|(eradication rate, %)
E. coli Loracarbef| 171 8/8 2021 7/7 202 38/39 (97.4)
Cefixime | 3/3  4/4 16/1610/10 2/2 01 35/36 (97.2)
E. ferg Loracarbe| 1 1
Cefixime
C. freundii Loracarbef| n mn
Cefixime 171 01 0n 13
K. p Loracarbef| 11 10/10 11 12/12  (100)
Cefixime | 8/8 212 10/10  (100)
K. oxytoca Loracarbef| 01 11 12
Cefixime | 3/3 33
E. cloacae Loracarbef| 112 1 23
Cefixime 0/1 01 01 01 01 01 0/6
E. aerog Loracarbef|
Cefixime 12 01 13
E. aggl Loracarbef 11 1
Cefixime
Enterobacter sp.  |Loracarbef| 01 01
Cefixime
S. marcescens Loracarbe| 2/2 22 11 01 5/6
Cefixime 22 11 11 1n 11 1 m
GNR®  Servatia spp. Loracarbef|
Cefixime mn 1711 22
P. vulgans Loracarbef| 0/1 0/1
Cefixime | 2/2 212
P. mirabilis Loracarbef| 1 mn 212
Cefixime | 3/3 33
M. morganii Loracarbef| 0/1 1 12
Cefixime 1n 1n
Acinetobacter spp. |Loracarbef|
Cefixime n 11 212
A. faecalis Loracarbef| 1 11 22
Cefixime 171 11 212
P. cepacia Loracarbef|
Cefixime 0/1 01
P. vesiculans Loracarbef|
Cefixime mn m
X. maltophilia Loracarbe| 01 0/l
Cefixime
F. meningosepticum |Loracarbef|
Cefixime 1n n
F. od: Loracarbef|
Cefixime 1 mn
GNF-GNRY Loracarbef| 1 1n
Cefixime
stb-total Loracarbef| /1 9/9 301311112 213 11 45 212 33 11 206 (11 67/75 (89.3)
Cefixime | 19/19 4/4 16/1613/13 7/9 12 13 3/4 111 23 01 22 12 02 213 72184 (85.7
Total Loracarbef| 2/2 1/1 2/2 10/1034/3525/26 6/7 2/2 4/4 8/9 6/7 19/21 5/5 3/3 3/4 2/6 |6/6| 138/150 (92.0)
(100) (97.1) (96.2) (90.5)
(eradication rate, %){ Cefixime | 19/19 4/4 16/1615/15 7/9 1/2 4/6 5/6 4/4 1/2 6/7 12 77 4/6 0/2 12/18|6/8 | 112/133 (84.2)
(100) (100) (100) (66.7)

no. of strains eradicated/no. of strains isolated

d) GNF-GNR: glucose-nonfermentative Gram-negative rod

c) GNR: Gram-negative rods
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Table 10. Strains appearing after treatment
No. of strains
Isolate? - Statistical test
Loracarbef Cefixime
S. epidermidis 4
S. haemolyticus 5
Staphylococcus spp. 2 2
E. avium 2
b)
GPB E. faecalis 4 5
E. faecium 3
E. durans 1
Enterococcus sp. 1 NS
sub-total 6 23 - NS
C. freundii 1 X
K. pneumoniae 1 X
E. cloacae 1 X
E. aerogenes 1 X
P. vulgaris 1 .
P. rettgeni 1 .
Proteus sp. 1 :
M. morganii 1 X
Acinetobacter spp. 2 \
c) ‘
GNR A. faecalis 1 1 X
P. aeruginosa 3 2 X
P. cepacia 1 .
Pseudomonas spp. 2 '
X. maltophilia 3 Z
F. meningosepticum 1 :
F. indologenes 1 X
Flavobacterium sp. 1 X
GNF-GNR? 2 1 X
sub-total 12 17 - - 4
Yeast )
Total 18 41
No. of patients in whom strains 14/100 21/96 NS
appeared/total no. of patients (%) (14.0) (21.9)
a) regardless of bacterial count  b) GPB: Gram-positive bacteria  ¢) GNR: Gram-negative rods
d) GNF-GNR: glucose-nonfermentative Gram-negative rods  NS: not significant
Table 11. Clinical efficacy as assessed by the attending physician
Treatment No. of . Efficacy Statistical
group patients Excellent Good Fair Poor rate (%) test
55 29 10 6
L
oracarbef 100 (55.0) 29.0) (10.0) 6.0) 84.0
48 27 12 9 NS
Cefixi .
me % (50.0) 28.1) (12.5) 9.4) 8.1
NS: not significant (%)
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Table 12. Clinical adverse reactions

.. . Severity . . . L.
Treatment Age Sex Type of reaction Day of Administration of Treatment  of Relation to Incidence Statistical
group  (yr) appearance test drug . the drug (%) test
reaction
47 F epigastric pain 3 continued none + probable
20 M stools watery 1 discontinued none + possible
Loracarbef diarrhoea 4/133
. . #
49 M itching generalized 5 discontinued none W probable 3.0
79 F vision blurred 1 continued none + possible NS
79 M abdominal pain 2 continued none + probable
49 M diarrhoea 1 discontinued none +# definite
65 F diarrhoea 1 continued none + possible 6/125
Cefixime 83 F stomach discomfort 3 continued none + possible “4.8)
68 F weakness generalized 1 discontinued none H probable ’
hot flushes facial "
46 F tachycardia 3 discontinued none + probable
weakness +
NS: not significant
Table 13. Laboratory adverse reactions
Treatment  Age Sex Items and changes of abnormal values Incidence  Statistical
group (yr) (%) test
0/119
L bef
e ©
57 F  GOT (30—154), GPT (34—220), ALP (92—181) 3113 NS
Cefixime 80 M GOT (22—69), GPT (26—59) @7
74 M leukocyte (cell) (4400—2700), neutrophilic leukocyte (%) (66— 39) :
GOT: glutamic oxaloacetic transaminase (IU)  GPT: glutamic pyruvic transaminase (IU)
ALP: alkaline phosphatase (IU)  NS: not significant
Table 14. Overall safety rating
Treatment No. of Almost Safety slightly -
group patients Safe safe doubtful Not safe Statistical test
110 3 1 1
Loracarbef 115 (95.7) 2.6) 0.9) ©0.9)
NS
Cefixime 115 106 4 3 2
92.2) 3.5) 2.6) .7
NS: not significant (%)
Table 15. Clinical value
Treatment No. of Score (mm) Statistical
. Mean +SD
group patients 100~ 80 79~60 59~40 39~20 19~0 test
62 16 6 4 2
Loracarbef 90 68.9) 17.8) ©.7 “.4) @.2) 82.2+20.7
51 28 7 4 5 p<0.05
i +
Cefixime % 53.7) 29.5) (7.4) @.2) 63  0x246

(%)
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A double-blind comparison of loracarbef (LCBF), a new oral carbacephem antibiotic, and
cefixime (CFIX) was carried out in the treatment of complicated urinary tract infections. Patients
were randomly assigned to receive either 400 mg b.i.d. of LCBF or 200 mg b.i.d. of CFIX for 7
days.

All patients were shown to have pyuria of at least 5 WBCs per high power field, bacteriuria of at
least 10" CFU per ml of urine and identifiable underlying urinary tract disease. Only outpatients
without indwelling catheters aged over 16 years old were enrolled in the study. Patients infected
with Pseudomonas aeruginosa and those who had undergone prostatectomy within a month were
excluded. Overall clinical efficacy was evaluated on the basis of criteria proposed by the Japanese
UTI Committee as excellent, moderate or poor.

Of the 196 patients evaluated for clinical efficacy, 100 patients received LCBF and 96 received
CFIX. No significant differences in the background characteristics were observed between the two
treatment groups except that the incidence of Gram-positive bacteria was significantly higher in
the LCBF group. Overall clinical efficacy obtained in the LCBF group was significantly higher
than that obtained in the CFIX group, efficacy rates being 89.0% in the LCBF group and 79.2% in
the CFIX group. The bacteriological eradication rate of 92.0% obtained in the LCBF group was
higher than that of 84.2% obtained in the CFIX group.

Clinical adverse reactions were experienced in 3.0% of 133 patients in the LCBF group and in
4.8% of 125 patients in the CFIX group. Laboratory adverse reactions were observed in none of
119 patients in the LCBF group and 2.7% of 113 patients in the CFIX group, with no significant
differences regarding the incidences of either clinical or laboratory adverse reactions. Clinical
value was assessed to be significantly higher in the LCBF group than in the CFIX group.

From the results obtained in this study, we concluded that LCBF is useful in the treatment of
complicated urinary tract infections, except for those due to P. aeruginosa and those with
indwelling catheters.



