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FRIGRYE (4t 5 Lenampicillin (KBT-1585) o #i##y « BERIM s
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O EH-BEHLCE
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o
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TR B IARBE WA IR B E

FLVWEOH4EWE TH5 Lenampicillin (KBT-1585, LAPC) & Cefaclor (CCL) % 7 v 24
— SRR THAIRE & RPEINE 2 BIE Ui, KBT-1585 o 1 il 3% 51%304C 6.8 pg/ml
OREEETL, CCL LIFIFRROHEIL LR Lo RAOEINERIL 6 BRI T2 47% TH»H, CCL
D 2/3BRETH »7hhd ABPC DRAENIR L RBREDORMETH -7,

38 BIDRIE 5 X UM BRRYE (IR Urco UTT BANEHBIAEUE T S5 L 7o Atk B M BERE 2¢ 14 41
TIREZ 11 6], B33 PITHAEIRIL 100% Th -7 BHHERBERLE 6 HITIIFL)4 f,

EN2PITHREANRIL67% ThH 7%

BER & LT 1 PICRB 23807, BRRREMBRE 32D, 57,

Lenampicillin (KBT-1585) 3 #E#ik RL&tEHMAR
MEBVWTHREIh A7 VEY YV VDT RFF v/ TH
D, BEOT7VES YV Vv=RTALLBREBENELH
L (Fig. 1) EmilfLEcELrICHRIRSN, BENT
REETHBABECRETRER DRV, ERRIGAR
T7ATFE FREBRTHZ LR, HLPRKTVEY
yvEe7e b vRRH#SH, 72 PAVRRVT 2, 3-
TEYSF ~ARRBIN B, Zh bR natural
substance CH Bz L HIEHE LTV B,

Fig. 1 Chemical structure of KBT-1585
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0 0. 0
NHo-HCL N— N S N
T 7 CHs Il
(;—CONHIIT—-‘—S d

H H H
4@, bhbhiz KBT-1585 gtz ZF, RES
ICHBRBRECHEATHIHEEB T, BRPHRITOW
TREHL, Th@ERA 6 Aic Cefaclor (CCL) & 7w
AA—S—phiChRRE, RPEWRRLAEL, HF
DR EBRDOTHET %0
L H& &K
IO 37:4: 00

6 LDEERANBEFLET v T 4 7L, KBT-1585
& CCL 250 mg % 1 ERARIRG, ZCREEE 1EHXE LicL &
DI AR L RAEIRZRZBIE L7, BISEF kLT
i3, KBT-1585 T3 B. subtilis ATCC 6633 % F\>,
CCL Ti¥ M. luteus ATCC 9341 ZHREE LT 2BfE
# v TR TR 720

2. BRERAVIRET

1983 4E 5 A x5 7 A T, B AFESXIWIREE
B IO ORLERTILIR BENCZ 2 LRSS KOS
RPSERE IR E LT, SIFIEBNT 38 FITHH, %
DRNRIT AR 18 fl, AMBEMESEITR
16, 1BHERMMERIEEAAE 15 Fl, HRREE4LHIT
2507‘50

%5 AP AEREMERER R Tix1 B 250meg X 3,
F70% x4 O 750mg, F72i3 1,000 mg, AR
BYETIZI 1 HE 1,000mg 75 1,500mg 23E L AL
Thotio BIFERIT2.258»OHE 288 ETTHH,
HEBHKELTIE3A»H28BTHY 1BML LIRS
X IEISAERE DTS (Table 1),

HERPITE VT At B BERE X 35 X OB MEME PR BE X s
T UTT EAheHIA e LERRER L o e FBOHER
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Table 1 No. of cases classified by total dose and duration
Duration Duration
Total \_(daY) Total
dose (g) 3 5~6 7~10 11~15 16~20 21

=3 6 6
3<~ 5 1 1
5<~ 9 4 8 1 13
9<~15 8 8
15<~19 1 4 1 6
19<~25 1 1
25< ) 3 3
Total 6 5 8 10 4 5 38

Maximum total dose 28g
The longest duration 28days

Ik L2 EEHEORBIC LD 77~ 70, AMEEMM
FEBR, HISBRLYE TRIERK 2k L TEIEESHIE
L7

BIFERORFHZ 38 Pl D>V TT e,  R5BAtAE» D
KTEToEMENIERORELXEEL, MkRED
TRAET D » FEFIC OV Tixmm—A%, hE, Sihe
DOHEFS & RET L7,

IL g 7

1. FErgrscs

KBT-1585 & CCL DI#[EM A 6 ADMAREDT-1y
flix Fig. 2 1R L7-o KBT-1585 Dirh A5 h Hio
<, #5300 ptkomAikE: KBT-1585 i 6.8 pg/
ml, CCL iX 6.2 ug/ml T -7z, AUCo~6 (area under
the curve of serum concentration), Tix KBT-1585/%
9.29 pg-br/ml, CCL i 7.75 pg-hr/ml T b, 1T& A
ERERIRNICEILZEBD 5720 RAPEIRER & RAPIRE
DFYfti% Fig. 3 15 L1, KBT-1585 o 6 Bsf ¥ T
DOEIUNERT 47.0% THbH, CCL D 79.8% & k¥ 5
& 2/3 BETHbH, CCL ORBPEURENRFEN TV,
LaL, ftho ABPC 7' v V5 o /&Ll 5 & [
BEDORIETH 7212,

2. BRKHIRGT

SHERAIPEREDE S 18 6% Table 2 127k L1z, fEH] 14
¥ T3 UTIEREHEELEY SH LTk, ZoXkitic
W > THHRHMEETTL » 72 (Table 3), fEIRIE 14 FlF <

TIHER L, BRI 12 IHK, 2 BIRd, $RERE 134
HE, 1A T, ES11H), A3 FITHREENRE
100% T® »7co UTI FERhFHMAUETREE Lo 4 b2
B SRTEE 10° RisTh b, B’Y 2 fREEENE
TEM LB, B 1BITH oo HEEE & LTIX E.coli
3BT EAETH Y, S. epidermidis 2 ¥k, S.aureus
1#k, P.aeruginosa 1Fku iR LMIRE Shic,
5B E LTIz S. epidermidis 14k 807, i
17 D S. epidermidis & P. aeruginosa DiRARLE T
BENFROEKD IR XN TR ST, BEIIHL
EOWREME D E 2 b,

BT TE R 15 & M RYE 4 4% Table 4
KR L7, ARMEEITRO 1A, EBECLD
3EBRHESHh, E. coli 4%, BBRAETHEMLY
Wi ST, MERFRYLE D 4 BlvE 2 BIASHTSZER %R, 248
RIEARTS D, FZBRED 2HITIX 1H00ES, 1
Blmsh, BIZRRD 2HTR 1GIEL, 1HENTH-
720

MY FREE R YL AE 15 #l% Table 5 17k Lz, M6
FTH UTIL ERhiMEEc &5 LAHENRShTE
D, 50 9 Bl EIEEHIEH T bivic, UTL bt
AR L7 6 BID #54 B R5HR % Table 6 IiRL
Too W4 B, %2 BITHEENRIL67% Tho1%0
EEEHERIED 4B, B8 Hl, CoEM2H, B
1BITHEMNE 80% Th » 70
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Fig. 2 Mean serum concentrations after oral administration of KBT-1585 and CCL

13F Dose : 250mg

T Route : P.O. fasting

12 [l Volunteer : Healthy, 58 ~75kg, 21~22 y.o.

Assay : Thin-layer cup method
KBT-1585 : B.subtilis ATCC 6633
CCL : M.luteus ATCC 9341

Standard : serum

Cross over : n=6
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Drug | (g he/mD) | (he)

KBT-1585 9.29 0.78

= 9
E T

g g || —e—KBT-1585
5 bl --o--CCL

3 8

—_ .2

s 6F 6.0 AUCo—-s | T%
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o
T

7.75

0.29

4

3.

3

2

1

k12 4 6

Time(hr.)
Volunteer Time after administration(hrs) ug/ml
D
rue Volunteer B.W
No.and |Age (k ) Before| 1/4 1/2 1 2 4 6
Initial g
1.K.U. | 22|75 0 0.18 1.59 | 5.69 | 2.57 | 0.36 | 0.05
2.G.Y. |22 |17 0 4.45 5.41 | 3.42 1.25 0.22 | 0.03
3.N.I. |21]61 0 7.12 | 10.41 | 4.32 | 1.50 | 0.27 | 0.04
4 H.T. | 22|58 0 5.04 | 12.32 | 5.47 1.72 0.40 | 0.06
KBT-1585
5.H.H. | 21 | 70 0 4.52 5.85 | 2.97 2.07 0.37 0.05
6.H.U. | 22 | 67 0 0.42 5.06 | 3.70 1.72 | 0.23 | 0.05
Mean [21.7/66.8 0 3.62 6.77 | 4.26 1.81 0.31 0.05
+S.D. |+0.5({+6.3| +0 |£2.75 |£3.91 [£1.11 (£0.46 |[+£0.08 |[+0.01
1.K.U. | 22|75 0 0.39 8.29'| 5.66 | 1.40 0 0
2.G.Y. | 22|70 0 3.37 | 12.70 | 4.38 | 0.30 0 0
3.N.I. |[21] 61 0 0.30 2.50 | 5.86 | 1.66 0 0
4 H.T. | 22| 58 0 1.10 5.90| 6.45 1.32 0 0
CCL :

S.HH. |21 |70 0 0.30 3.32 | 5.19 | 1.03 0 0
6.H.U. | 22 | 67 0 0.57 4.62| 5.19 | 0.30 | ' O 0
Mean |21.7(66.8 0 1.01 6.22 | 5.96 | 1.00 0 v}
+S.D. |£0.5|£6.3| =0 Iil.20 +3.77 |£1.58 |£0.58 | £ 0 +0

B RBS R Yefie DS 1 30 B % Table 7 1R L Ti3 P.aeruginosa 2k, K.oxytoca 1kkD=t3 k%
oo E. coli 4, S.epidermidis 3k, S.faccalis 2 AW,
BOERRKETH Y, S. epidermidis 1 Kk TERE Lis FER 38 Bl >V TEWER 2R Lo 1 Blic kB %
P BRD MR RTRE S, REHEEEE L ATz, T OREPIVE MR B RYE DIEFI25 T, 1 X5
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Fig. 3 Mean urinary concentrations and recovery rates after oral administration
of KBT-1585 and CCL

Dose : 250mg
40001 Route : P.O. fasting
3000k T Volunteer : Healthy, 58 ~75kg, 21~22 y.o.
2003) Assay . Thin-layer cup method
_ 20000 o 3 KBT-1585 : B.subtilis ATCC 6633
£ 1000f i CCL : M.luteus ATCC 9341
w 900- i \ Standard : M/15 PBS (pH7.0)
K s62¢ !\ “n=6
— 800" 1 \ ross over .
S \
= 700 \
——
£ 600} \ M KBT-1585
g 500+ CaccL
o 400F 1100
E 300 90
£ 200F 1.8 | o0
= 1004 0 S
ok e =
60 @
47.0 50 3
40 =
30
20
4 10
0~2hr. 2~4hr. 4—6hr. 0~6hr. 0
Urinary concentration Urinary recovery
Volunteer (ug/ml) (%)
Drug :lno(i Time after administration Time after administration
Initial (hrs) (hrs)
T I
Before| 0~2|2~4|4~6 o~2!2~414~6;o~6
1.K.U. 0 1161 199 31 34.8 | 7.2 1.5 43.5
26.Y.| o | 86| 1m0 | 27 |49 40| 13 |42
\
3.N.I. 0 892 158 29 | 46.4 6.0 1.8 54.2
4.H.T. 0 1161 73 30 34.8 7.4 1.3 43.5
KBT-1585
5.H.H. 0 865 140 45 36.3 9.3 | 1.3 46.9
6.H.U. 0 285 60 28 38.2 7.1 0.9 46.2
Mean 862 123 32 38.7 6.8 1.4 47.0
0
+S.D. 132118 | £52.78 | +6.68 | £4.60 | £1.75[+0.29 | +3.91
1.K.U. 0 2810 97 17 67.4 11.6 1.0 80.0
2.G.Y. 0 812 110 17 43.8 3.3 0.6 47.7
NI | 0 | 2095 | 118 | 21 | 83.8 | 14.6 | 1.4 | 99.8
4.H.T. 0 2304 234 32 70.1 5.9 1.2 | 77.2
CCL
5.H.H. 0 773 127 14 71.1 6.1 0.7 77.9
6.H.U. 0 3762 87 17 93.3 2.3 0.4 96.0
Mean 2093 129 20 71.6 7.3 0.9 79.8
0
+S.D. +1159.96 | £53.48 | £6.44 | +16.81 i4.82ii0.38 +18.46
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Table 4-1 Clinical summary of A.S.P. treated with KBT-1385 (p.o.)
Case Treatment o P Bacteriuria® Evaluation Side
Age Dose Duration ymptoms* yuria* .
Species | Count Dr.
No. (mg X /day) (day) P (Br) effect
+ E.coli 107
19 26 250X 4 17 Good —
- + - /
Before treatment
’ After tre'atment
Table 4-2 Clinical summary of uro-genital infections treated with KBT-1585 (p.o.)
Case Diagnosis Treatment Side
Age Sex Underlying Dose Duration | Pyuria® Species Evaluation
No. Lo (Dr.)  |effect
condition (mg X /day) (day)
-H | K.pneumoniae
20 37 M Prostatitis 250X 4 14 —_— Poor -
+H- | K.pneumoniae
L-Acute epididymitis +
21 21 M _— 250X 3 10 _— - Poor -
R-Ureteral stone +
+
22 30 M L-Epididymitis 500X 3 5 - Good -
o + .
23 61 M Prostatitis 250X 4 28 —-T_— - Fair -

Before treatment

After treatment

1B XYV 2BCEEVPHR LI, 3XLLFANTXS
0 EBbihioh, BRBHCIOVRBITHE K L 72
%, 14 BB ETREZ/UGE L1

AR AAET B - 72 19 Flic 2\ Tid Table 8 1
R Uto AAIRSRTRICm—iE, ITHGE, Bigco
WTEARTAS, REMEIC R T BERRREED RH3ER
DENIE,» 5T,

1. = =

KBT-1585 137 YEY U VDT RS » /' ThHh, 7
LT FERERTHZ LML, ERPITVYEYY v
L7 b4 vRR#EhD, T2 A VIIFIZ 2, 3-7
VI — LR EIND, TS DR A natural
substance TdH 5 Z L BAKIDIFHTH 5, ERA6
AT Xh CCL LD/ mRARA——ikTZERER 250 mg
%52 XA MApPIRE & IRPREIRE A BIE Lo, mAhj
B KBT-1585, CCL DRJICIT & A &£ % Bw§ KBT-
1585 > Ty/2 A3E\ 7o, AUC Tx KBT-1585 i3 9.29
#g « hr/ml, CCL 7.75 pg-hr/ml ¢ KBT-1585 pio%
Bh T, L LIRPEILERTIX 6 BR £ Tic KBT-
1585 11 47.0% DOEIRRB L »FSNigh 572238, CCL T

¥ 79.8% DREINEIELN, tho7vEY Y VDT
o N5y /LT 5 KBT-1585 R AEILRILIE
EALFRETHY, EABERICE L TRIBEETRH
REINTVWBETVYEL Y VDT RISy FEIZLALR
HTh s EBbhich,

BEEEMEREBEY, SMHMEEIER EBER
iE, 1BMERMMRIESRE KL, ARIZERALEAE
IBEFIFEIT T 94%, 100%, 25%, 80% L IERICRVK
BHBEONI, 531 6 BAR{LFHREEATE AR
SV IEVWTORES VRIS Y AOFKRLHKTSE,
R4 DEFEHSCRBENTED, FHCIBEHEREER
EDRAZ 80% & 50% & 2> 7e b EMH I, THUIERE
BTVESY VDT ENT .y S ThHY, BEETER
LTERRBR NS TV ES Y VTREMMENRTHTE
B &M S N RE BN Shic o & Bbhbo

SEEE LTI AMMMERERA T, FLALD
E. coli ThY, ZDHKEIZ 2% Th-lo BHER
BEAETIE  E. coli, S. epidermidis, S. faecalis %%
DNT 15 BRSO EE X 7= 23,  S. epidermidis 1 #REIR<C
14 B2RE X N7, ARSERR], 7V EYY VOTR
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Table 6 Overall clinical efficacy of KBT-1585 in complicated UTI
ruri Effica
Pyuria Cleared Decreased Unchanged ?y ?n
Bacteriuria bacteriuria
Eliminated 4 4 (67%)
Decreased
Replaced 1 1 (17%)
Unchanged 1 1 (17%)
Efficacy. 5 (83%) 1 (17%) Casestotal
on pyuria
Excellent 4 (67%)
Overall effectiveness rate
‘:’ Moderate
5 4/6 (67%)
oor o
‘:’ (or failed) 2 (33%)

Table 7 Bacteriological response to KBT-1585 in complicated UTI

Isolates No. of strains Eradicated Persisted

S.aureus 1 1 (100%)
S.epidermidis 3 2 (67%) 1
S.faccalis 2 2 (100%)
E.coli 4 4 (100%)
P.mirabilis 1 1 (100%)
P.acruginosa 1 1 (100%)
P.putida 1 1 (100%)
Enterobacter 1 1 (100%)
Y.L.O. 1 1 (100%)

Total 15 14 ( 93%) 1

N7 9/ ThdLrLRERAITLS L, XT3
4 BERASh, KBEMRERBETH -/ d s Bbh
%o

AKIOFEIE, A natural substance TH b,
X DIDEHWERMB LN THAS L EXOLNBZ L TH
%o

ZORMAEWERIC Y SEET ok bbb, A

MEB MM TIE 7 BRIATTS, BRI BYETII2~3
BROEMMOKES 2R 27, BORICEVTLESh
BIEEBEIRIZER D b o 7203, 1HITIRS 11 AHRE
BHREUT, LrLl, ZOREHERETH I KErEE
THZLITRETH o720 RGFIETIPIRESTRET
B2 19410, BERREMBRE Y E LERIIRDE
75")7“:0
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LABORATORY AND CLINICAL EVALUATIONS OF
LENAMPICILLIN (KBT-1585) IN URINARY TRACT INFECTIONS

Taxasui TomiNaca, KeN Kitanara, Hironort Kaneko, Hiroicur Kisui and Tapao NijiMa
University of Tokyo, Faculty of Medicine Department of Urology
(Director : Prof. T. Nutsima)

Masaya Osur and Yosuio IsHipa
Department of Urology, Oume Municipal General Hospital
Cuuzo Mori and Osamu Tsukapa
Department of Urology, Kameda General Hospital
Hirosur Niton
Department of Urology, Musashino Red Cross Hospital
Isao Sarron
Department of Urology, Tokyo Kyosai Hospital

Laboratory and clinical evaluations were performed on a new penicillin, lenampicillin (KBT-1585), and
the results were obtained as follow :

1. The absorption and excretion of KBT-1585 were studied and compared with that of CCL in healthy
6 male adults by cross over method. Serum and Urinary concentration of KBT-1585 was measured according
to the thin layer cup method by using B. subtilis ATCC 6633 as a test organism. The peak serum concen-
tration was attained 6.8 pg/ml at 30 minutes after administration and urinary recovery rate for 6 hours was
47%. Serum and urinary concentration of CCL was measured by using M. luteus ATCC 9341. The peak
serum concentration was attained 6.2 pg/ml and urinary recovery rate for 6 hours was 79.8%.

2. KBT-1585 was administered at a daily dose of 750 mg or 1,000 mg to 18 female patients suffering from
acute simple cystitis. These therapies resulted excellent and good in 18 cases (94%).

3. The clinical effect for 15 patients with chronic complicated urinary tract infections were excellent in 4
cases, good in 8 cases, fair in 2 cases and poor in 1 case (80%).

4. Of 4 genital infection cases one good response (25%) was observed.

5. One patients was observed eruption but administration was continued. No abnormal laboratory data was
observed in any case.

6. The therapy with KBT-1585 was safe and effective in urinary tract infections.



