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WRERI4EBKIC 37 5 Lenampicillin (KBT-1585) DERKHIMRET

Ay
R E¥ RS R AT R MR BE
BEBEANEZE-AEFE—
B E AR W R R
ith HOE AR - B E R
s ER R BE
RAR—BA - 12 H & A
ST 36T R 4 R B B
FROfE—eR
REB AR DR BE

Ampicillin ® prodrug T3 % Lenampicillin (KBT-1585, LAPC) #* itRBEIERRLFEORE
117 iz 1 B 500~3,000mg % 1 ~4 BICHERAKS L, Aot KeleRit L,

AR MR 65 Flrh, UTL ZGHEERICEHE T 2RI 34 BT, ##I3 BREREI X
0, Ehoahl, EHTH, ESIH, FIE 1% ORFEE B B IR BRYE 34 i, UTI
WA R EE T 5 18 FITIIAAI 5 BEIREIC XY, EM4fl, BHTH, EHTH,
B 61% ODEMTH oo 5B, BT —TLVEBEFTRAPITRTEYNTH > Eio, EHEE
HET, REEMETIFRGNE, ER3H], EM2H, AEX60%, MEMREN 104
13, ZExh4a B, Behapl, EH26, BXERE0%, BIEARKIFITILHABHTH -7

DA EDFEFIC B 2K OB AN RIIBNRRIFTH - 70 Tiobb, AtEEHMMEBERE TR,
MIC {HABIE L7 2T kD 5 b, 50 pg/ml DL 16 #6715 ¥k, 100 zg/ml BLEOD 11 #kdh 7 &
MMk L, BHMIRIEEYYE T, 6.25pe/ml AT D 7 kkeb 6 Bk, 100 pg/ml Ll ED 7tk 2 #kb3
R L, Eh, AMMMMETITRTIE, 5Hetks’, WEMRERTIE, 108k 8 RZHEEL
o

BERRRE S XTCLEmAE <« LHICERD LN, RRERITL.7% LIKRTH -, FRIRS
CEAT S EBDLhIBERREMORT X, RERBEFATHONIIFRIKES, SIUMHho 15
KT —BCcEED GOT, GPT O LRDHTH » 720

FRARAE SIS KOBHWERREE L) 4T, RANI BB, MEAKRERS KO-
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DEMYERERYE K LERBERTH B EH 2 bivis,

Lenampicillin (KBT-1585) Z##itk R4 BLME
FRCTHRRERSh, Rt tEEELKRASL THA
R xhF oA Ampiclin (LI F ABPC) @ prodrug
T, xOL¥HERIE Fig 1 KRT LD TH 5,

ko ABPC o prodrug T& 5 Talampicillin (TA
PC) # X ¢ Bacampicillin (BAPC) »BRUILEBRIC I T
aldehyde #x % &+ 5 Dty L, KBT-1585 & ABPC

Fig. 1 Chemical structure of KBT-1585
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= “s CH3 1
g—CONle'r——l—~S 0

H H H

& acetoin IT7 % Z EARMEL > TWBY, TO%E
Wik EOBMM, wWhit, BIEBOBRE Y, BRKR
LT 50, BOLRRDEZBTH Do
SH, bhbhi3kfzEAT 5 HELE, BREHH
BRIS Y C0T B ERRIR A R T » RO CTRET 5o
I ®dRBETHE

1. xR

SRIEHIE, WFISTEI2A ~584 6 A ¥ TICHEE¥E
RE R AR ERRE, TRk, ESAERRE L
NIEERR, SELSREOWRERZHNIIESL
CAREET, REHXOBTHBRLELETEE
Thb, ik, BWEARROBThOHS, ~=V)Y
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%, €77 PAXY VRERICT VL ¥ —BREAET S
g%, BIURERLED 16 BRIEDEEIRI Lo

BRGIEGIVE 117 61T, RBERINRIZ Table 1 157
FTrok, RUEEMMEBEREAK 65 6], SHEBEE%K 54,
B REERRGE 34 B, WMEMEIRER 10 6, FIZAL
3BITH Do WANI B 41 B, ZtE 76 6], E¥IT195%
L0 S4B Lo

Table 1 Patients studied

Diagnosis Cases Sex
Male | Female

Acute simple cystitis 65 3 62
Acute simple pyelonephritis 5 5
Chronic complicated UTI 34 25 9
Gonococcal urethritis 10 10
Epididymitis 3 3
Total 117 41 76
Age:19~84
2. BB

K53, Table 2 ITRLAX91Z, 1 BES5E 500
mg~3,000mg % 1 ~4 EICHEROFE Lich, %<
I3 750 ~1,500mg, 3 ~4 @EK5TH 7o X5
i, SHEMNEETIH, BMEETSBAEA & L
s, SR, BRIV EEERLTRETBZEEL
7o 7833, WHEMRERD 2 Hlicid 3,000 mg % Hi[E %
51,
MEREIZIEER TEM L3, ABPC 0 MIC 25

JE 3B LRI AE AT T Rl Lo

PIRHIE, BHEEMEREBY S X OGRS R i
EDR, UTIEMNHEREAED ([ClHET 2 EGIE - i
WCHSE, £, EEPLERLAIOR, Tofhok
BT OV TR EBEMEL TR 70

BfER O, BEERKC>VWTMZ T 5 L&
L, ¥7:, BRRECOVTHHRENBICTEREVE
BTszZ&E L,

I #% 2

1. BRIRZHE

D AMEMEERK

FEPIE Table 3 /R L7z 65 BT, @, UTL #5
FHEEUER SR LIV S5 H T, HEX DRI LicE
B3 31 BT, TDONRIE, BEBRIZLTW b0 11
Bl (B2 6, PIERBEIF), RERTICHEEDD
LD 20 Bl (EERR E 7V 89 5 4, #IE R 3 6, i
BR%% 10 @/bpf Kithi 8 B, MEIK4F) THoto
MG GAEG 34 fl, FEHEICHE » THIE Uikt
FR% Table 4 TR Lz, HEBREIE TIIES) 24 £,
BB, 53 BITHARIE 1%, BEERICHT
LRRIIEK 304, 8ER16), FLEIF, BRTHT
LERIIEH(L 28 B, chEAFl, L2460, HWERIC
T HEhRIIFEMAL 26 ), E. coli 755 K. pneumoniae
F XV S. epidermidis ~OELR 1Fl, RLETHTH -
Too 7o, FHMEHECE S QHETHEY), FIBEHET
ENEVCSIT—FH 1] (No. 31) THh o8, Z0
FEGIVIAER A 8RR, ARRASIEF LU TV 23, MERIE
RETH 70

FHEE UG E B2 & i 65 FliCE ) B EIEERE
TV, FExh28fl, Axh24pl, B T7H, &L 65
T, BB IV0ERE EDEHEIL 0% Th 70

Table 2 Patient distribution classified by daily dose

Daily dose (mg X /day)

Diagnosis 250X 2 250%3 250X 4 500x3 5004 3,000X<1 Total
Acute simple cystitis 5 26 17 17 65
Acute simple pyelonephritis 5 g
Chronic complicated UTI 16 2 16 34
Gonococcal urethritis 3 4 1 2 10
Epididymitis 2 1 3
Total 5 42 22 44 2 2 117

Duration time : one shot~ 15days
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Table 4 Overall clinical efficacy of KBT-1585 in acute simple cystitis 3-day treatment
—
Symptom Resolved Improved Persisted
Effect on
. Clear- | Decre- | Uncha-| Clear- | Decre- [Uncha-| Clear- | Decre- | Uncha- bacteriuria
Pyuria ed ased |nged |ed ased |nged |ed ased |nged
Eliminated 24 2 26 (76%)
Lo Decreased 2
Bacteriuria (Replaced) 1 1(3%)
Unchanged 2 1 1 2 7 (21%)
Effect on pain on 30 (88%) 1 (3%) 3 (9%)
micturition .
Patient total
34
Effect on pyuria 28 (82%) 4 (12%) 2 (6%)
:’ Excellent 24 (71%)
Overall effectiveness rate
Moderate 7
31/34 (91%)
Poor 3
(including failure)

BB BB IR B MR RIRh R & Table 5 12
R U7zo E. coli 30 ¥krh 25 kb3 THSk (KR 83%) L,
Proteus 1%k, S.epidermidis 2 BriivFhdbilk Lis
»s, K. pneumoniae 1%k, T. glabrata 1¥RVIHF & L
7co HBEHHEE (Table 6) 13 K. pneumoniae 3 ¥k,
S. epidermidis 1 kBB B, WFRLREH] E. coli ©
ERITH 70

HMEZEE L MIC L OBHR%E, MIC »flE LE
P 2THETH %L Table 7 0 : k9T, E. coli v¥24#k
FRE 4 Hh3 3,13 pg/ml fHEIT, 10 #RAHS 100 pg/ml 1L
LEWS I OSTIE T LIz, 7nE 100 pg/ml DU E
D 10 ¥k 7 #RIZIES% Lo

2) MM PR B R YLAE

FEGIVE Table 8 IR L7234 6T, Zopy UTL %
AMEELETEA LIV ERID 16 Fld D, TORNRI,
BADBRILL TV b 0 114) (5 B EICHES LS h
a5 7cb D9 B, RERTL 1, %5 715 M s
Candida DB TH >72dD 1H]), FICERYPDRKILIC
FEODH -5 F] CIEE 151, EFH3H, BRE
51@/bpf Kith 1) TH -7,

HIEEHEHE P 2 U > THRMEL 7o 65 B %

Table 9 IT/R L7co #RERIRIIR TIIER4 B, AHT
Bl, 45T BITHAERE 61%, IRIRITH T 25REE
Fibe B, o246, FZL8H, MERITHTHEHRIT
RiEL8 B, WA 34, BWARIP, FE6HITH-
o

BFRIRRIRZNR (Table 10) V35 17f 1 pIn &%, #
A THIR BRI L 6 Bl (ARIX 86%), HORIHIL
b %h, %6 R T HIFHELLALS Bl CASE1%) T
BN RYICK T 5HERIL 75%, BHREARR TS0
%THotco Bd, #T7—TAEEBEFTOENERIO
%ToH o1

SRR UERILE G % & 7 34 FliT B\ 5 EREHE
TREHS G, 126, LOBEAH, EH13H
T, FEk XOCERE SEOARRITZ0% ThH 7%

BIMEE PR S R V0T B M 20 %h R % Table 11
Wk Lico E.coli Tikrh5#k, P. aeruginosa 4 ¥k 2
¥RASHLE U7ons, P. rettgeri 1%k, P. mivabillis 1%,
S. marcescens 1%k, Serratia 1HRIZVTHHEF Lo
¥ 7z, S.epidermidis 5 #krh 3 ¥, Enterococcus 3 HkH
2 KRS U, S. faecalis 3k, S.aureus 2%k, Stre
ptococcus 1 #RIT 4kkilsk Uiz, 753, Propionibacterium
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1, C.albicans LFRIZVFH IR Lic, REHIE
% (Table 12) 1%, E. coli, K. pneumoniae, S. epidermidis,

Enterococcus, Corynebacterium 5344 x 1 ¥REBsH L iz,

wER e MIC & OBRTH 72 & @ % Table

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

Isolate No. of strains| Eradicated(%) | Persisted*
E. coli 30 25 ( 83%) 5
K. pneumoniae 1 0 ( 0%) 1
Proteus 1 1 (100%)
S. epidermidis 2 2 (100%)
T. glabrata 1 0 ( 0%) 1
Total 35 28 ( 80%) 7

»Regardless of bacterial count

Table 6 Strains* appearing after KBT-1585
treatment in acute simple cystitis

Isolate No. of strains (%)
K. pneumoniae 3 (75%)
S. epidermidis 1 (25%)
Total 4 (100%)

*Regardless of bacterial count

13T Lo MIC H3815E L5723 023 148k & 757 »
72235, E.coli V¥ 6 ¥kth 3 ¥kdS 1.56~3.13 pg/ml iz, %
D D 3tk 100¢g/ml L EIHTR L, SRR
DHE L IZERBOERTH -7,

3) AHMEMHEEIER

FEGIE Table 14 iITR LA 5B TH S, WThbEM
HRYT, 5RO PE L E. coli 4 £,
nige 1TV LIFEHIEL L 72o MIC 1% E. coli
4 tRep 2 k2% 1.56 pg/ml, Y 2¥RETHh T h 3.13
pg/ml, 100 pg/ml DA+, K. pneumoniae 1 ¥kl 50
pg/ml Th 572,

EEERZhIRVE, FIAERYIE TER 3 6l, 2LHFR 2 Fi,
FE 60% T -7To

4) IHEHERESR

fEFIVE Table 156 IR L2 10 BITH 5, BEEREHEIL,
EREHETES 46, B4 5, 2 G, Hxh=R80
% Thotc, EHD 2413, FRFNIBE, 5BEIC
BOHERE LTV,

5) RIZRK

fEFIVE Table 16 /R L7 34IT, 1 H 1,500 mg ¥
720X 2,000mg # 3 ~5 BRRS L, WIhbEIZARD
FERRDEER 3 X O RRBMEM A2 Sh, FAEHETH
HEDRETD -7

2. EfER

SEEF 117 FIIC oW T EEAENER B X CEERIRE D
REEIC DV THRET L,

1) BEMEWER

L£H2B LT, EBEFIVCLBHESThEN 14IC
Rooni (2/117, 1.7%). FERBRER No. 16) 13
53BOLHET, FT7 VA X —DRER bV, ¥

K. pneumo-

Table 7 Relation between MIC and bacteriological response of acute simple cystitis patients
treated with KBT-1585 (p.o.)

MIC (ug/ml) .
Isolate Eradicated (%)
<0.2| 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 25 50 100 | >100
E. coli 1/1 0/1 |[10/10] 1/1 11 7/10 | 20/24 (83.3)
Proteus 1/1 1/1
S. epidermidis 1/1 1/1
T. glabrata 0/1 0/1
Total 1/1 1/1 1/2 [10/10| 11 1/1 7/11 | 22/27 (81.5)
Eradicated (%) (63.6)

No. of strains eradicated /No. of strains isolated
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Table 9 Overall clinical efficacy of KBT-1585 in complicated UTI 5-day treatment
B S Pyuria Cleared Decreased Unchanged Effect'on.
acteriuria bacteriuria
Eliminated 4 2 2 8 (44%)
Decreased 2 1 3 (17%)
Replaced 1 1 (6%)
Unchanged 2 4 6 (33%)
Effect on pyuria 8 (44%) 2 (11%) 8 (44%) Patie;l; total
(:, Excellent 4 (22%)
Overall effectiveness rate
Moderate 7
11/18 (61%)
Poor 7

(including failure)

Table 10 Overall-clinical efficacy of KBT-1585 classified by the type of infection

No. of P t Overall
Group 0.0 ( ercen ) Excellent | Moderate Poor effectiveness
patients \of total rate
1 st group (Catheter indwelt) 1( 6%) 1 0%
.g 2 nd group (Post prostatectomy)
o
S <
g | 3 rd group (Upper UTI)
=]
S
= _.E| 4 th group (Lower UTI) 7( 39%) 3 3 1 86%
Sub total 8( 44%) 3 3 2 75%
] 5 th group (Catheter indwelt) 3(17%) 3 0%
e
o
St
é ,5 6 th group (Catheter not indwelt) 7( 39%) 1 4 ) 1%
=3
S &
A8 Sub total 10( 56%) 1 4 5 50%
Total 18(100%) 4 7 7 61%
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Table 11 Bacteriological response to KBT-1585 in complicated UTI

Isolates No. of strains Eradicated (%) Persisted*

E. coli 7 5 ( 71%) 2

P. rettgeri 1 1

P. mirabilis 1 1

P. aeruginosa 4 2 (50%) 2

S. marcescens 1 1

Serratia 1 1

Propionibacterium 1 1

S. aureus 2 2 (100%)

S. epidermidis 5 3 ( 60%) 2

S. faecalis 3 3 (100%)

Streptococcus 1 1 (100%)

Enterococcus 3 2 (67%) 1

C. albicans 1 1
Total 31 18 ( 58%) 13

»Persisted : Regardless of bacterial count

Table 12 Strains* appearing after KBT-1585
treatment in complicated UTI

Isolates No. of strains (%)
E. coli 1 (20%)
Corynebacterium 1 (207%)
Enterococcus 1 (2079)
S. epidermidis ‘ 1 (2070)
K. pncumoniace 1 (20%0)
Total 5 (10075)

» Regardless of bacterial count

ERtak 2 BERERL, SAgFAY, T X 797
A, vitamin B; #512 Xh 7 BEXEAL TV %, X
o, LEEERBES (No. 28) 13 30 O LT, &5
SHEARRERL, 52 ELTIRZITEER LT
%, '

2) BRRREE

RELEMb D% Table 17 K77+, WBC ORRE LR
4 4] (No. 66, 104, 108, 112) D LNHS, W
NAERERAF L OBZIIEVSLWVE LT W %,
Table thiziz5edk LT\ eV hs, SFERERIES (1% 9

%) % 16 (No. 16) 1238 Sivicss, AEFIITE D
RERBHIT, 7TVAXF-—RIECEET 0L Ebh
5,

1%l (No. 68) iz GOT, GPT @ & (14—28, 15—
30) 2%, fhod 14] (No. 95) & GOT, GPT, Al-P o |
(1749, 1038, 44—>79) HBED LN, FTEIR
KE 1 » Bigic GOT 19, GPT 21 L 3 EFR ITHE L
Tkh, T, HEGIBAELY LIELIETEL, SEhc
BWTHMFIZIRE I TWBERT, FROLIT XD
FREFEVE#YV, BUN 3XUMmME/v7F=vot
£ (29.3—48.9, 1.94—2.7) A3 1HITERD S s,
FEPIT9REEBT, IABERELAHLTVWSZ
XY, BERREBEOARRERDIE X BN D,

L. = =

KBT-1585 13 ABPC o prodrug TH kTt ABPC
L LTHBEER%®TRT, ABPC OHEERIC OV TIRIA
ZHbhTws, F£af ABPC ORIRERABENT &,
*7-, BEERESBHEECEDOAEZLL X HMbN
TWBY, ZDid, ABPC oBINEDM L, BIERE
OBERILY BiE LT, ester HEEAMEARIN, BT
TAPC, BAPC BALFRINBLE-TVS, Thb
BEFED ester iR, TBLARIC I\ T aldehyde fk
PR THEVHETIEBEL TS, KBT-1585 1337
hd & 5T aldehyde fREFER Lisv & v 5 {LEMEE E
DORMEB LT 5, TOFEPERKEF»ITHT



558

CHEMOTHERAPY

NOV. 1984

Table 13 Relation between MIC and bacteriological response of complicated UTI patients treated with KBT-1585(p.0.)

MIC (ug/ml)
Isolate Eradicated (%)
<0.2| 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 25 50 100 | >100
E. coli 1/1 2/2 1/3 4/6
P. rettgeri 0/1 0/1
P. mirabilis 0/1 0/1
P. aeruginosa 1/1 1/1
S. marcescens 0/1 0/1
S. epidermidis 2/2 2/2
S. faecalis 1/1 1/1
Enterococcus 0/1 0/1
Total 2/2 o/t | 11 | 22 | 11 27 | 8/14 (51.1)
Eradicated (%) ' ’

No. of strains eradicated /No. of strains isolated

DVWTL 20DBRKO L IenicETH D,

SE, WRBEMERRYSE 117 flic KBT-1585 %4%
51, BRHEZITR -7

UTIE5hFH I IC X DB R, 2B
R3Mplcxt LT, Exh24 41, AR 7H, EMI3FITHE
BEE % L BIFBEMBELN. THhIIAKID
SEED 189 BIOERE 92 % & & { —% L7, BiLEH:
REEERGAE 18 BTkt LTy, ZE#hafl, BHTH, &
MTH, HEEIL61S% LEOHK & LTRE 2B
HERTH 700 £EEFY 154 BIOF N 53% LKL
THRVERET, Zhids» F—F LBV TERE
RYEFIDLEINE S 2 D L ECERTZ D LR
bhd, BUERMEBZF R LTI, EFIED S5 Fl
LMo, EEREIIRZ LIV XTIV, EAEOH
SET S5 BFIRERN 3B, A2 BDKET, ©LFD
D2 ENL N4 BE, 7 BBEIKEMSEE LTV,
FHHSEPII L2 OOFEL, TRHDEFITIED S
LLEMHOBESLEL Bbivi, WEERER 10 41
Zxt LT3 80% DHEANERT, 452 HliaHukE o AB
PC itxf7 % dise EEMD, Thih i, H Th-7o
bbb T REEBDHELEZTV I Ve THh 5
i, {E5ESICRERICBET55|EHEDORITOLE
xR DEFITH 72, BIBARKIIME,IC 3HIT,
TOFRBEICOWCTHIE TERLVA, EHIC X - Tz
ThETH B LEEbhi,

MBS R, E coli ZoWTiEE T % &, MIC

%5100 pg/ml A EZRTEMBFIER L DTV kb h
PhoF, [ERMMEBEBI T 30 Fkeh 25 stk GY
RE 83%), BHMEIRBEBRYE T 7 ¥k 5 Masilik QY
KE11%) & BIFBBEBELN,

BERICOWTIX, BEMEWERE LT 117 flh%S
FIFLBHHEEZ TN LTH 1HICEDRCTET, %5
$IJ%ST%oto$ﬂ®é@%ﬂfﬁlﬂmﬂ¢%
B, BEE2.6% T, Thit, TAPC n4LEL:HY 731
Blrh 79 5, REE 10.8%, BAPC 0L EHH£:Y 1,027
BIh8161 7.9% T HE L This VIR TH B Z L hibh
%,

BRIRRREIC OV T, ARS8 BlICiAbh0
BEEAZD SN, RO LS, RERBEHICH
SR IFRERIE S 35 X O GOT, GPT o —i@ifk CiRED
LERABIDS, EWEEIIAR E ORMREIZRVS LWE LT
w5,

Doz & Xh, RA:AREMHEREERYEE, KE
HIRERICKT LA T, £ BRI YE A LT
b, EESERIE RRE DL ) ORMBSHFTE, L
LELMNE N L XY, ¥OfH ABPC WAL LTH
RAEOBWERITH S EBbh b,

X 73

1) #3EAFRLEREELTEEATHRLE, FEY
vEY v al, KBT-1585, %, 1983

2) UTI %4 : UTI (REBRRE) EHRMEEE
Chemotherapy 28 : 321~341, 1980

3) NorperinGg, F.: Review of side-effects of ami-
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nopenicillins, Infection 7 (Suppl.) : 503 ~ 506, 4, Talampicillin, 1975

1979 5) WBEAFREREELTARLHELS, Fxe
4) BEBEAEXEEEEYALS, FEIVEIY v # T v 4, Bacampicillin, 1977

CLINICAL STUDIES ON LENAMPICILLIN (KBT-1585)
IN THE FIELD OF UROLOGY

Yorio Naipe
Department of Urology, Fujita-Gakuen University, School of Medicine
Noriuiko OkisHio and KoicHr IsHIGURO
Department of Urology, Shizuoka Red Cross Hospital
Naoakr Ikepa and TakaHIDE Opa
Department of Urology, Saitama National Hospital
Icuiro Nacakuso and MoToHARU MATsuI
Department of Urology, Kyosai-rengokai Tachikawa Hospital
RyuicHIRO MORIGUCHI
Department of Urology, Nerima-sogo Hospital

Clinical studies on lenampicillin (KBT-1585), a new ampicillin ester for oral use, were performed in the
field of urology.

KBT-1585 was administered to 117 patients with urinary tract or uro-genital infections at daily doses of 500
to 3,000 mg for one to 15 days.

The clinical efficacy of the drug was evaluated in 34 out of 65 patients with acute uncomplicated cystitis
(AUC), 18 out of 34 patients with complicated urinary tract infections (C-UTI) according to the criteria
proposed by “the UTI committee”, and in the remaining cases, by the doctors.

The clinical response in 34 patients with AUC was “excellent” in 24, “good” in 7, “poor” in 3 (the efficacy
rate, 91%) after 3 days treatment, and in 18 patients with C-UTI, *‘excellent” in 4, “‘good” in 7, “poor” in 7
(the efficacy rate, 61%) after 5 days treatment.

Judgement by the doctors showed that the clinical response in 5 patients with acute uncomplicated pyelonephr-
itis was “excellent” in 3, “fairly good” in 2, in 10 patients with gonococcal urethritis, “excellent” in 4, “good”
in 4, “poor” in 2, and all of 3 patients with epididymitis responsed well.

As for side effects, skin eruption and epigastric pain in one patient each (1.7%) were reported. Slight eleva- -;

tion of GOT, GPT and eosinophilia were observed in one patient each.



