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WAREERM4EB I 5517 5 Lenampicillin (KBT-1585) D&KAI#ET

MENA - EAEL-BEER ATRR-TWHER-KBEK
RBA¥EXHURBHELUE

Lenampicillin (KBT-1585) ¥ Ampicilin ¢ prodrug T, HIROFEA L R b RBHAE T alde-
hyde FA RSNV T &R HEMET 5, FAZIRBERECHERLXOFRE L RLHEICOV
THET L7

Ak B STERE R 251140, 12U IREG YA 6 41, PR:&EYS 8 BICiRE L, £& LT UTL %4
SRR HE T > TRV R A HIE Lise 1 AR5 213 250mg §E 1 B4 AN ETH Do AMEBHMERER
KRTREL 5, B3 THIME 100%, BHHEREEIHLE CIER 1, 8503 TBLOREMETDH
wTte RIERIT 6 FIBMELDOLDTH 7225, TD5H 24 & FEMEMD 2 FUTEMNTH -7
EINEEBI D 5 HLEFIRZ MR AT 2723 DO TR TH ABPC I EZMHIL L, B-lactamase fE

NOV. 1984

EENETHD LFEZ DN,

EWERIE256H 1 FICEEEDF SRR A 2D/ T, ThbDZ & LAANT MR MR

BEYEITIIERTH A S EEX LN,

# L < % x 7 Lenampicilin (KBT-1585) {3 Am-
picillin (ABPC) @ prodrug ¢, ¥ CERENL T3
Bacampicillin (BAPC) < Talampicillin (TAPC) 7 &
O ester BIEH| & R7x b MULETRE T aldehyde kxR T
BTENBEVWEWS T EEBEHELTVWEY, Lk
BOLEFRBRIRE N TH» 5% ABPC k50T, it
B A7 b2 B-lactamase ILFH W E V5 EREDL S
Vg

SEARERBELES LCRERCHEBT 2HER
HottDT, FHIOHERAUS XCAEERICT >V THETL
7 o

I MR ICEEFE

WIRWIR BRI ZF55 U A BT RE L 281145,
B REE S 4 B, BHEBHEBTET R 26, ME
PESRIE R 6 B, FEMELEIRE S 2 BIOFH2SEFITH LT
FHIZIRE Lic, BB IS L TiEAEA 250
mg%1lH3~4E3~8H, BHEMERERYLEC
13AA| 250 mg % 1 B 4 [@5~298, [RERITIE 250mg
Z1H4[03~138%5 U755, FEMEMRERD 146
IZD &4 500mg % 1 H 4 | 7 BRI%S L7-(Table 1~3),

BRIRZDR D¥IE 3 BYERMERERL & & 1S B R S
RYSEIZDWTiE UTL BB AT T 5 L DI
FIFRHEZ Y, TRUSOERITIIRIELREICHE U e
IR 570 EIRBERITH UTIHER L BHB OB %
XL l, RARESEE L LTEHBEHELTL -0 F
CRIVERIC D\ TIE 225 Bl A AT B2 dut iz ik
L7

A 2

A B SHERE R 01150k UTI SRl & 5T
LEFII8HITHY, EXh5H, EHIFTHS RN
100% &7 o 10 F7-F5h2RI362.5% Tdh % (Table 4),
&Y o 3EHFNCE L TREREN GEFI 10, 11), $HR
HsgE (EF9) 7o & UTL ZShaiMEic A% LAy
LD, UKL TEHIEEHEZITIL -7 EEE
FISETIER 76, Fh4 plTokh BRI 100%,
E5h®13 63.6% Tdh Do

—7, 1SHEMHEIRBEYED 6 Fldh UTL Eahah
EUEESEFIT 4 BT, BS1H, EMNIHTHEHE
1325%Tdh - 70 B @ 2 filrh 1 FllIZHEFIE E 0EL
DIDEARERMEETIL T ESHTHY, o 1R
B LD - oS EILR B » Il dRPF R
L7

JRIE 7% 8 BUFR KB IR 2% 6 Uit L Cia &R 3 4,
B 16, S 26l BAR66.7%Th »70 LPLF
WMEMRERD 2 FlITH LTREMNTH Y, REREKE
T2 8Bl 4 BINFER L 7L D 50%DEFBTH -7
WICAF|I OB FHIE TH 595, AtkEMERERNRR
11507F UTL XRS5 iEF 8 fl2 HiRHLE
108 REIT%t LT Table 5 IZ5RF & 5108k + <TH
KL, 100% OERBTH -7, REHEREI S
epidermidis & Candida sp. & 1k TH - 720
L25BIhBHER 2R b o 14 GER 17 KT
T, BEARELZDI L ODRERMkE L TTEY
FHIRB R E S ed o720 REIXEHII0BHRETHS
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Table 1 Clinical summary of acute uncomplicated UTI cases treated with KBT-1585 (p.o.)
Treatment Bacteriuria Evaluation
Case , . I Side
No. Age Dose Duration Symptoms| - Pyuria Speci c effect
(mg X /day) | (day) pecies ount UTI Dr.

+ + ] 7

1] 22 250X 4 3 e t a E'Cih 1—3— Excellent | Excellent -
+ irabili 7

2| 28 | 250%4 3 = s Pomirabilis 19~ | Excellent | Excellent | -
+ ; 7

3|37 250%3 3 — i E'Cih % Excellent | Excellent -
¥-Streptococcus 107
7 3

4 | 49 250<4 3 % +_+ ?ecgzgt;ermidis 183 Excellent | Excellent -
- /
. 7 7

5| 51| 2504 8 S E.coli 10| Excellent | Excellent | -
+ + E.coli 107

6 | 26 250%3 3 — — Sepidermidis 107 Moderate | Good -
; 7

7| 32 | 250x4 3 = E.col A% | Moderate | Good -
; 7

8 | 37 | 250x4 3 S ek Cafﬂi’ - 10+ | Moderate | Excellent | —
E.coli 10*
S.epidermidis 10°

9 | 22 | 250x4 6 | EEE ) o Streptococcus | 10° Good -
E.coli 102
GPR 102
y 7

10| 71| 2504 3 S N i s < E.col 2 Excellent | —

+ ++ E.coli 107 _

11| 71 | 250x4 3 — N E ol 107 Good

. Before treatment
After treatment

B, ZOEPITHIFCHBL LD T LB, o7
I %= =
ABPC 0 prodrug G# % TAPC?, BAPCY 75 &1
ABPC 3 7 carboxyl 3#iZBiET AR ERFRBERTF
DREERES L7 double ester DEH & » TV 55, AFH
BEDHMCRERFBFEETHLEVIREL > TVD
(Fig- 1)y Lot o TAKIZRIGATR T aldehyde (K2
BRtf, ERH»iz ABPC & acetoin IZhi/ks 2 Shd
(Fig. 2), 7%, acetoin IR KICEL &END na-
Fig. 1 Chemical structure of KBT-1585
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Fig. 2 Metabolism of KBT-1585
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Table 2 Clinical summary of complicated UTI cases treated with KBT-1585 (p.o.)
: : Treatment Bacteriuria Evaluation
Case ! M— Catheter| UTI Pyuria Side
No Age, Sex Underlying (route) | 8TOUP | Dose Duration ffect
No. - . effec
condition (mgx /day) | (day) Species Count | UTI | Dr.
| ccel ++ K. pneumoniae | 107
12130 | F | =i G-4 | 250%4 | 5 = | R pnewmoniae”| g+ |Poor |Poor | -
C.CC. _ 5 +++ |E.coli 107
13,14 F Uterus Ca. G4 | 2504 5 ++ |Ecoli 107 Poor |Poor | —
E.coli 107
ca | C.C.C. _ + S.epidermidis 103
14,73 | M Neurogenic bladder 2504 14 ++  |Corynebacteriumsp] 103 Poor | -
E.coli 107
C.CC. _ + S.epidermidis 102 Fairly
1578 | M A 2504 | 29 = - > wed| —
ccp.? + | Ecoli 107
16|19 F Urethral stenosis G-3 | 250x4 19 +++ — V4 Moderate| Good | —
E.coli 107
1755 | ﬂﬁ%%%&? — | G-3 | 250%4 5 | —— |Ecol 107 [Poor |Poor [
;aos‘z oy y S.epidermidis 10% domint

. Before treatment
After treatment

b C.C.C. : Chronic Complicated Cystitis
2 C.C.P. : Chronic Complicated Pyelonephritis

3 B.P.H.: Benign Prostatic Hyperplasia

ural substance TH 5 & IN TV 5, I UDIB7 X
51z, AFNIRIR S %13 ABPC & LT < 729,
ABPC SEXOHERBITIIURESTH 5,

AR ORSIEEOEEYZS, 250 mg FETI
EERHE S OB A REM AP REIR 5% 305 6.4pe/
ml, BREE5OHEARES% 1T 3.6pg/ml THY,
MAERBIIVThOBETHHIS0NTH B e ER
FREIRERIT 8 BRfE % TTHI64% & ST\ B,

FREEEYUED 5 b AR % 189 1V xd LT
1391.5% DEMEBTH D, EMNRII68.8%TH 70 T
ORI~ DIEE DBIEE TNIF EEMSTV EBbh
%)o

—7, 1SMEBEMEE R BRI YE 154 61V T3 L Th353. 2
BDRMEBT, EhLBII29.9%ThH 7cE V5, L L
K4 DR TIESID D I Fod s, 25%DHFIRIC
T%‘Kﬁ)'ﬁf:o

B R ERITLIPN IR E- SN THDEMETH
D, RADMEXTII66.7%DEMETH »720 THITAE
FIOMEMK?» S BT, BIEHEML225H5 L vbhTwa
B-lactamase PEABIZ X% b DITxf LT D M5hFINZ D

B EHDTWIEEZONS, EMERRERCHL
TRA DA TORBBRLTNEERWIDO TRV LR
Clamydia %> Mycoplasma T X% DDAFEMD 5 5,

TR HEME IR BRI 35 X U MR B R ORKHEIR
2WT, RAxDIERTIT/ -7 ABPC ¥ disk B%
HARBROBREZTAHB L, VWThd ABPC &R
DLV EBRINTED, ThHEDEL DHOM §-
actamase EAH EFE X Shic,

KEMZE DA T B-lactamaseilFH\vZ &, 25 FEHIP 1
FICRECRIERSRD AT ERve L, Akl
MEBRRCTT2ERSE N L ENLE XD
L, BRI RMEORBBYAE K LT HRLERLE
xbh, TOBEORERL LTI 1L.0gBRENEYT
55 LExbhiz,

X 73

HI1E A KL EREFLTALTRLSE, FEY
v*®I v al, KBT-1585, k%, 1983
230 B AR LEREELLE, FER Y VEIY
2., Talampicillin, 1975

25 A AL R AT A AXRBE, HEY
v # Y &, Bacampicillin, fFl, 1977
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Table 3 Clinical summary of uro-genital infections treated with KBT-1583 (p.o.)
Treatment Bacteriuria*
Case i i i Evaluation | Side
No. |Me Sex| Diagnosis | o Duration | | ¥4ria Species > (Dr.) effect
(mg % /day) | (day) Species Count
Urethritis ++ + N.gonorrhocac 10°
18127\ M| Gono) 250> 4 7 S | Excellent -
N.gonorrhocae 10°
. S.epidermidis 102
19 (31| M Urethritis 250X 4 3 bt a-Streptococcus 10° Excellent -
(Gono.) - . N ,
Corynebacterium sp. 10°
- /
L. N.gonorrhocace
20 |35 |m| Urethritis | pgh. g 13 | % | (microscopy)(+) 7| Excellent | —
(Gono.) - — 2 JE—
(microscopy)(—) /
Urethritis + + N.gonorvhocae 103
21 30| M (Gono.) 250> 4 8 —r — v Good
N.gonorrhocae
2 33| M Urethritis 250 4 4 + (mlcrosc?py)(ﬂ / Poor _
(Gono.) + N.gonorrhocac P
(microscopy)(+)
Urethritis ++ + N.gonorrhocac 10° _
23 |42\ M (Gono.) 2504 5 + + N.gonorrhocae 10° Poor
, .. + + S.epidermidis 10° _
24 | 22| M| Urethritis 500 % 4 7 T2 | Sepidermidis 0° Poor
- £
. - P.cepacta 10° 5 _
25 |56 | M| Urethritis 250> 4 3 — S.epidermidis 102 Poor
Bacillus sp. 10°

. Before treatment
After treatment
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Table 4 Overall clinical efficacy of KBT-1585 in acute uncomplicated cystitis
Symptom Resolved Improved Persisted
Efficacy on
bacteriuria
. De- Uncha- De- Uncha- De- Uncha-
Pyuria Cleared creased | nged Cleared creased | nged Cleared creased | nged
Eliminated 1 6(75%)
. Decreased 0
Bacteriuria (Replaced) 2(25%)
Unchanged
Efficacy on pain urination 7(87.5%) 1(12.5%) Case total
Efficacy on -pyuria 7(87.5%) 1(12.5%) 8
\:l Excellent 5(62.5%)
: Moderate 3(37.5%) Overall effectiveness rate
8/8 (100%)
’: Poor (or failed)

Table 5 Bacteriological response to KBT-1585 in acute uncomplicated cystitis

Isolates No. of strains Eradicated Persisted
E. coli 7 7 (100%)
S. epidermidis 1 1 (100%)
P. mirabilis 1 1 (100%)
¥~ Streptococcus 1 1 (100%)
Total 10 10 (100%)
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CLINICAL STUDIES ON LENAMPICILLIN (KBT-1585)
IN UROLOGICAL FIELD

Keisu1 Okapa, YosHiHiRo NacaTa, Yo Kartsuoka, Hipechika KiNosHITA
Nosuo Kawamura and Masaaki OHKOsHI
Department of Urology, Tokai University, School of Medicine

Lenampicillin  (KBT-1585), an ABPC prodrug, different from conventional prodrugs, is characterized by
forming no aldehyde derivatives in the process of metabolism. Usefulness and safety of KBT-1585 administered
to patients with urinary tract infections were investigated.

Eleven patients with acute simple cystitis (ASC), 6 with chronic complicated UTI and 8 with urethritis were
treated with KBT-1585, and evaluation of efficacy was made mainly by the criteria of UTI. As a general rule
KBT-1585 1,000 mg q.i.d. was administered to each patients.

The therapeutic results showed to be excellent in5 cases and moderate in 3 cases for ASC, with overall effec-
tiveness rate beig 100%. For complicated UTI, 1 case was moderate and 3 cases were poor, overall effectiveness
rate being 25 %. For urethritis, 2 cases among 6 cases of gonococcal type and 2 cases of non-gonococcal type were
poor.

In laboratory tests, strains isolated from poor cases showed no sensitivity to ABPC suggesting that they produced
B-lactamase.

As adverse reaction, slight gastric discomfort was observed in only 1 case out of 25, indicating that KBT-
1585 is useful for acute simple UTI.



