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REERYEZ S & +2% KW-1100 (Bacmecillinam) o

FIEHY - BRRAIRAZE
BRE EBEE-ixR 8- NE EA-?W Bk
JRE MfT - KB ff - K 9 - O
B K B IR ISR P PR

Bacmecillinam (KW-1100) 2B EE TRINI T mecillinam L7/t % prodrug Thb, 75 A
PR T 2 HE 2T <h, RA%E#HEO pivmecillinam X b & BB 15 ORINHAB V& Sh
Twbo L2 TARIDRBEGIFEC BT ALEST X BN E LTHEXTT -0

FHID50% MIC i3 KIFH, 557, 7rTF U Re ISEVR, A VF—AEETeT 72D
4EELbIc 12.5 pg/ml THoto

APERSMRERL A 17 01, AMBEEA 5EO, WHB K 6 MO 28 ERICARY 1 BE

40mg, 80mg ¥ X T 160mg % 1 H 2 ~ 4 [HAKIXS Lico BRRNFL QMMM % 1002,

SHZET A 100 %, BEBERK 17% T, RIERYE 28 EEFILED BMHRIZ82% THh-1o
IREVEITERILIR S, 2RI F S VR o 7 3 F—EED LR X0y, WTFhIBET, it 16
EBRBOBEENKEVWEEZILRB LD TH -1,
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FEIBERERMECHERTHY, REEIBVEAEE 2 bhils

4H, BREERRIIERFOLEBELHEEERNOZELS
X Z TG Le B-lactam Hl& dibs & 3 5 HrAAIB
BOBEREREIME>-TAEIERLTERNY,, BRH
ELTO/ 7 ARMEHOMING Z 4R O BRREE S MK
CHLNDEMTH Y, FHEREERE D BEEREROK
REZFHEORN L » THEFE» HEEHEML T
5LENTWnW5, Astra 3t (AYv=—~Fv) TH & X
#v7z bacmecillinam (1/-ethoxycarbonyloxyethyl 6 (-
[ (hexahydro-1 H-azepin-1-yl)-methyleneamino] - peni-
cillanate hydrochloride) (LA F BMPC) (Fig. 1) 11§
B CRIN X 1T mecillinam & UC{Ef+ % prodrug
TH %5, mecillinam 13 KBEFRED S 5 sEREIC
HLTHWHRENZR T ESHcamshTs D, it
VERBIERRERKERAE® MIC 28lE L, e TRE
BEEZNRCAFOFRAEEZEAL»TTHZ E2HW
ELTHEZTTR » 720

Fig. 1 Bacmecillinam (KW-1100)

NCHNJ:('j
N COOCHOCOCH:CHs

HaC O

1’-ethoxycarbonyloxyethyl 6 A- ((hexahydro-1H-azepin
-1-yl)-methyleneaminoJ-penicillanate hydrochloride

L » *

LAT ol T bacmecillinam (BMPC) (1 mecillinam
(MPC) &% LDl TRR LI

1. REFRECT2E N

FAFIS84E 1 A2H128 o 1 FHiC RIKF B ERFED
FERTARESs L O'BHEE 2 fliR & 5255 UICIRBERAE B &R
b, EEREECT 10°/ml D EcFBEZh, REED
BAFE7c KIS E (E. coli) 178k, & 5 57 (Serratia sp.) 20
B, 7eF v A« 5 Y R (Proteus mirabilis) 105k,
1 v F—nft 725 v A (Indol (+) Proteus) 19 kk
DFF 66 FRicxt 3 5 I 1% LEREESEEECE L
MIC *#|E Lico

HEAREFE WL Muller Hinton (LT M. H.) broth [BBL]
&R 37°C, 18IS E R F— D FES I T 10%/ml
AR LCIER Lo

B MR E R H M. H. agar (BBL) %\, 21 &
v 7 e 77—y DR [HESER) CTHRRER Y EE
L, room air, 37°C, 18M§REIELZEICC MIC ##IE L o
2. FRIRHHE 7 & O BIE B OfES

PRAIS7 1 AN HIBMS8E 12 A ¥ TOD 2FEMck
B RHEBEG R FFRAT AR 3o L0 BIE 2 fifk%k Z2 L
bR, AREEED > LAtk BMERENLR 17, ZHEE
FR5, BUERER K 6 ER D 5 28 EFICEFITIXS L,
BRRSIR e bW BIFFA %R BEf Lico 5EIX 1 EE
40mg D 1 A 3[E% 7EHNC 40mg > 1 B 4 [E% 1 FEH,
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8omg 1 H2[E 1R, 80mgD 1 H3EMN KL 17
FEM, 160mg © 1 H 3EHRS & 25ER L W Thi B
BE L,

LEFICE T, AEIRSH, RERICTTRERR D%
HERGBYVEIL, BREOMREYFEN, RLERR B *
T H o3 3 X OERRREN RodEs» S UTI 3
784 DIENFHMELE I THIE Lico

¥ h, 2EGFTEER, REBREOFELR Lo

Fig. 2 MICs of KW-1100 and other antibiotics

against urinary tract pathogenic E. coli
(17strains)

(%) Tnoculum size 10°cfu/ml

100
80
60- - o
40
~/
20f j
L" a4 1 L I | 1
8.39 0.78 1.56 3.13 6.25 12.5 25 50 100 100<
(ug/ml)
KW-1100(BMPC) 14 3
ABPC 1 1 6 1 8
AMPC 3 3 2 1 8
CEX 8 7 2
CCL 1 5 2 4 3 2
CXD 1 7 7 2
NA 1 9 1 6
PPA 1 10 1 3 2

Fig. 3 MICs of KW-1100 and other antibiotics
against urinary tract pathogenic Serratia
species (29strains)

Tnoculum size 108 cfu/ml

(%)
100-

80
60f

40

KW-1100

20

0 I !
0BT 56313 6.5 125 25 5 10p 100

g/ml
KW-1100(BMPC) 2 13 5
ABPC 1 19
AMPC 1 19
CEX 20
CCL 20
CXD 20
NA 1 19
PPA 1 1 2 16

II. R "
1. REFREEHCTAHEN
1) E. coli (Fig. 2)

A#|D 50 % MIC 1% 12.5 ug/ml THH, Ok
O~=v) vil, €7 =aFlBLOEY FvrrRvig
FHEACIZ TR 100 ug/ml Lo B ERHEREAS
FHE L

2) Serratia sp. (Fig. 3)

Fig. 4 MICs of KW-1100 and other antibiotics
against urinary tract pathogenic Proteus
mirabilis (10strains)

Inoculum size 106 cfu/ml

(%)

100

80+

601

40

20

0 L
0.78 1.56 3.13 6.2512.5 25 50 100 100<
pg/ml

KW-1100(BMPC) 7 2 1
ABPC 1 9
AMPC 1 9
CEX 4 4 1 1
CCL 1 8 1
CXD 1 2 5 2
NA 5 1 4 2 3
PPA 5 2 3

Fig. 5 MICs of KW-1100 and other antibiotics
against urinary tract pathogenic Indol
(+) Proteus (19strains)

Inoculum size 10°cfu/ml
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100F s
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8of I
e
60f ./'
40 Y/ <
2/ &)
20+ /
’/’ - o noed
0 »& = — L ! 1
0.78 1.56 3.136.25 12.5 25 50 100 09<
(ug/ml)
KW-1100(BMPC) 9 9 1
ABPC 1 1 1 16
AMPC 2 17
CEX 1 2 16
CCL 1 1 2 15
CXD 1 117
NA 3 6 2 2 1 5
PPA 3 5 5 1 2 3
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€I FT I~ 7 20 st B AEF|D 50% MIC 2
12.5 ug/ml T Hoteh’, A=V VH|, 7 =&
AR €Y Fva R vEBRIEADOFHIL 100ug/ml B
ETHoto

3) Proteus mirabilis (Fig. 4)

A#K|D 50 % MIC 1% 12.5 ug/ml Th-1chi, PPA
R & 100 ug/ml Ll EOftEERAFE L,

4) Indol (+) Proteus (Fig. 5)

AH|D 50 % MIC 13 12.5 pg/ml Th 7', flio
#&0 P-lactam H|oD 12 & A Lk 100 pg/ml Ll ot
H&'f'ﬁ) 2710

2. FRIRIRETBG#

REITHEELY 1778 o REBEGIE 28 fEF O B E %
Table 1 1z, FERREREEY Table 2 IwR$,

1 RRZHR (Table 3)

SRR & 17 FEGI TIXESD 12, BXI5 THELY
R100%Th 7o FLARFEFRSEATLERS,
B3 2 THEFE100%TH D, = OFE TIREZHERDS 70
%, 60% L ¥ TRV B hi, —7, 18
PERERE % 6 IEAIC R LTIXAER L, 0B 1 B LUE
SHAFERITH D, EEHERD 16.7%Th » 1o BHEMIRER
BYME & LTRSS ER R L BMRER R L &R 1 11ER
TOEIRIL54.5% Lt -1,

2) FEEEMZNFE (Table 4)

ROBINT & 7gd o FEGIL e <, 2BEFATN TR
TFEIEELYIT Lichd, BRE % #HE LEBIOIX26 i
Bl (92.9%) THolo 25 EEFIIBMETH Y, E. coli
B % & ISHERIT, F Ofib E. faecalis 1, P. aeruginosa
1, E. aerogenes 2, C. freundii 1, P. mirabilis 2, P.vulg-
aris 1, P.retigeri 1 Tho1o 1iEFIC E.coli + E.
faecalis DIREEREG DY, TREBHELARDR O
$EBI No. 28 T 71-Streptococcus DHZRT H-to BH
BRI OB £M5h R % Table 4 1277 Lico MESFHICE
TH - oD P.aeruginosa, P.vulgaris, P. retigeri,
P. mirabilis L E.aerogenes [ & 1 ffl7 Kbt D&
T, FIERRAE E LTRIEEEh: E. coli 16, E. faecalis
2, S. marcescens 1, C. freundii 1 13 3 XCRE IR,
P. mirvabilis 1 L E.aervogenes 1 ¥ UM & BFEhT
BHoTzo

3)  ES LR

DT AR A TH - 2 2 FEFIT DWW T OIS %
1o

fEff) No. 19 K.S, 53, %, AlBEF& (Fig.6)

BMS2EXVENEECTHEEBRPTH >z B
5845 A3 B XV BMRUERHE, 6 A 1H39°C
BRBLBER, WAL SRICRD YEKRREL &,

Mok, BERE, EERELMES 30.2°C 0R#RD
D, RLECTHLEK, FORISICHEOSLHE TS S
TEDRRERSh, ELCEHREBFROBHICCEA 1EE
80mg, 1 H3[E BRFZE5 2B L, KEHBEEAK
BHRBHEEAL, REKIRS, 3 BHCRRLERR
ORENTERIN, MEAELFRETOREFNLDER
ke Lic, RIMBEEEEEE T E coli 3 107/ml & H
xh, &% o MIC 12 1.56 #g/ml TH -7,

JEf] No. 27 K. H, 775, &, B¥EBMRE, Kiin
#wiE (EkamE) Fig 7)

B 564 3 AMlmic TUBEXGELREREL,
EbR IREART. TOB» LHREEZORLDHT ~
FAYEL, DUBARICREEREZBFEVELTE R, B
5845 A 20XV E coli 2iRH LT oBMKITH
LT PIPC B 5 XhTHHTH -2, 5825 K
POLECHT —TFAROUETEHOAMNK L BEE S
bhaXdicib, BE®EicT P.omirabilis 10°/ml %
Hlhk, 2T, Al 1HEE 80mg % 1 H 3HAHKK
ExBiLirs s, ME¥MCHEHTITCADORR
LEBL, MEKOLZDH « hEFMRITHBRTH - 12
RESHEHE L, HAMELLBRED P.mirabilis
wxtt s &#K o MIC 12 6.25 ug/ml Th » 7,

1) EHE X ORLHMER DMK

DTFREFINESTH - 4 EF L RRERTH -1
VERAE RIS %0

FEFI No. 24 13 84 ROLHT BMERWREE LT
EEARRTH DM, 2~3EMHLLIIEC1~3ERE
BE D RERBYHE R 18 VB THIC L » 7o FRFIS8EE 4 A18
REEM SSER & 7s b 4 B 20 BRIKE T AMmER, E#ES
PovBadtcicd A%lo 1 EE 80mg % 1 H 3 B &H#K
5% BBh Lico %5 7 HEICHRIRAER, MER, RIRO
RENZ LN TER & HE L, REEREETO P vul-
garis 108/ml 25 CTEEAZETH H MIC {E 50
pg/ml OFHERRT B - 1o

FEA No. 25 13 685%, Zt: CREANS64E11 A fiifE e T
ABE, »F—-FABEL, UEEERCREEGETE DK
THCI o tco FBF58 45 A 11 ARBZ IR LRI
oehl, RRICTALRE XOCBREASHALR BRI
b, RERS (AMmRES, CRP 2+, FHRILTTER L)

8 AH|o 1 H80mg 1 A 3[E O REXSHBEL
12o 7 BEDOBRE THLHIER, BRIER T, RERS
LARETEYNTH - Too [REEFE TIX P. mirabilis 108/ml
AREEh, BRLRESHETRETH > o FEFD
B4 MIC R BIE LBeh - e, ohE Td B-lactam
FxLALTED, FEMEETHS L#EEIhI,

fEFI No. 26 1384i%, HMETiE% 3 HE ORMEETIZ
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Table 3 Overall clinical efficacy of KW-1100

Diaguosis No. of Clinical effect Efficacy
cases | Excellent| Good Fair Poor | rate(%)
Acute simple cystitis 17 12 5 100
Acute pyelonephritis 5 3 2 100
Chronic cystitis 6 1 1 4 16.7
Total 28 15 8 1 4 82.1
Table 4 Bacteriological evaluation of KW-1100
Leolates No. ?f Bacteriological effect l’;/;c(t)iriological
strains Eradicated Persisted cure
E. faecalis 2 2 100
E.coli 16 16 100
S.marcescens 1 1 100
C. freundii l 1 1 100
P. aeruginosa 1 1 0
P.mirabilis 2 1 1 50
P.vulgaris 1 1 0
P.rettgeri 1 1 0
E. aerogenes 2 1 1 50
Total 27 22 5 81.5

LAEBEREYORBTARTTH S, NEILETDH
BIA T —F BB LTI BRISTEI2A
e, REEKEML, 128 4 BRBRC CHMREAET
HDHVEROWEN KSR i) K] 80mg 1 H3E
D ER A LT %57 HRITHERAETH Y, RE
%TﬁﬁéﬂtPMM@mwamvml%gﬁngé
oo AEWCRT B MIC 3 100 pg/ml LLET AFID
BEGIMERE & HE IR

FE6 No. 281X 627%, & TR EHHED D
FI554F 6 A 4RI ARE, B CEMIIRIEDZ KA OV
T BETHDo AlEH O O RER B YHAE O PR 25 B
ERERVELTELER, BMSTELARRGL Y BE O
BERAYRL st »Tce 1 AI8ARRIC TRED HM
RG4S LIRS HY Webicicd, AKXl 80mg D 1 H2
GOk S v B Lo [REEEIC T E. aerogenes 10°/
ml 2R, 58443 HBicid E. aerogenes 107/
ml L &4z 7-Streptococcus 73 B L, 7 BHEDKE
CHEEDRETH D, EROCSENTH 270 FE

BlitEREIE5EE B O RILE & FRRHIC 7 7 2508
LERAC B Lich, FIEHRS CHOIRER & —k
BEEBL N AR T T, ToBMELL, &6
TIL 2B X ARYIENEER LIS DTH -1
fEG No. 2312 79 5%, BT 2 FERNCENZERE D2 KT
T2, ST VERER R L TEREE TH Do
B, REBBRLExRVETHRCR>TETE D, BT
£8 AE» SR (1 B 20 @RE) #Fx, 8A5
HIRILE CHMIR S BEEENRD b h i icd FFl 1
E80mg » 1 A 3 BAKKE XA L. 7 BHEDKE
CHEROWA L BRI HENA LR ICH, RER TRE
Xt P.rettgeri 13RI X » THARE (107/ml—->10%/
ml) Thoto AEMIGERRBELEETH > L2KE
o MIC 11 50 pug/ml T, +5 7B « MEFRRRH
AR DTHbo

LIE, 5 4 5 & AR VIEFII LT L AFID
TP R TH D, DB LEGEDEMNTH -7
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Fig. 6 Case, 19 K. S,, 53y. 0., Female, Acute
pyelonephritis, Hypertension
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Fig. 7 Case 27, K. H,, 77y. 0., Female, Chronic
cystitis, Cerebral hemorrhage
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LABORATORY AND CLINICAL EVALUATION OF BACMECILLINAM
(KW-1100) IN URINARY TRACT INFECTIONS

Keizo MaTtsuMoTo, TsuvosHi NAGATAKE, NaoTo Rikitom:, Tomoyukr HaRADaA,
KazuNorr On-isHl, TAsuku SakamoTo, Kiwao WATANABE

Bacmecillinam, the 1/-ethoxycarbonyloxyethyl ester of mecillinam, is a new pro-drug of mecillinam.

Laboratory and clinical studies have been performed on bacmecillinam in order to evaluate its usefulness
in urinary tract infections.

In vitro antibacterial activity of bacmecillinam against 64 strains of 4 pathogens of urinary tract infection,
i. e., Escherichia coli (E.coli), Serratia species, Proteus mirabilis (P.mirabilis) and Indol(+) Proteus, was
measured comparing with other oral antimicrobial agents.

MIC;, of bacmecillinam against 4 pathogens was all 12.5 pg/ml.

Bacmecillinam was orally administered to 28 patients with urinary tract infection; acute simple cystitis
17, acute pyelonephritis 5 and chronic cystitis 6. The daily dose was 120 to 480 mg in 2- or 4-divided
portions. )

Clinical response of bacmecillinam treatment in 28 patients was excellent in 15, good in 8, fair in 1 and
poor in 4. So, clinical cure was obtained in 23 (82.1%) of 28 patients.

No clinical side effect was observed.

Mild elevation of transaminase was noted in two patients.

Considering from the above results, it is concluded that bacmecillinam is one of the superior antibiotics
against urinary tract infections.



