CHEMOTHERAPY

Lenampicillin (KBT-1585) DB « FRIRAIRRST

RICFEH - H W-RBEFH-PBEE
AMAEE—RE, EREHEAH

# L < B9% X h7- Ampicillin ¢ prodrug T% % Lenampicillin (KBT-1585, LAPC) iz >\ T3
B, ERRAIRETRTTR 70

KBT-1585 OSKRAEHE K ToME N2 EEEED 108cells/ml © & & MIC THIE L L
z %, MIC 2% 12.5 pg/ml AT DD BEIEH S. aureus 8%, S. faecalis 96%, E. coli 529,
Proteus sp. 5494, Salmonella sp. 80%, Shigella sp. 10095, S. marcescens 4 %T¥H -7z, Z Ot
OEHBCRAENNBE B PFELERD LN 5T,

KBT-1585 o 250 mg % 2R AR L7z & & oMiiEs ABPC JREEIX 30 S4ICFH 9.0 pg/ml
DY—7{EERD, T1/2 5 0.63 B TH o7co T DL EORAPHHERITFAO 2 BRI 42%
T, 8RR E TORMBEMERN? 52% Th - 7o

ik 1, KR 6H, HEIEKSH, BIMEER 14, BEFR 16, FTHEELHOH 13
plic, KBT-1585 # 1 H 0.5~1.58, 2~21 BEMERALE TS, EM16], AHTH, 2.
2 Bl, HIEFRESHIT, BHRIT 80% Thot, BWERE LT, BR, FESLhEN 14
Adoh, HERME 15% ThHoTto LPL, BRRERFCEEZE L L ORBD LN,
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2 Iv-o

#H L < B% X ni Lenampicillin (KBT-1585) i, /A
<AWbLHhTWS Ampicillin (ABPC)OF# kD —2 T
Y, BOFLLTTHABRIL THBERRT X » ABPC
Lixsbi®, ABPC @ prodrug L vwwbhTwb, THXb
b, KBT-1585 1% Fig. 1 wR¥ & 5 &g D ABPC 0
= RFMEEWT, BEATRIMBEIhBZ 213k,
LHHELECELH»CBRINE v, 1B % B ¢ ABPC &
acetoin k7 &, R#pEh 5, T T, &\l ABPC
BREXELh, FAEREEILILEXOh TV B,

X TC, bhbhEkil ok S h o BRK 2 8 #k i+
% KBT-1585 % X U8 ABPC o i HaflE T2 & &%
w, @ERAR KBT-1585 & &5 Liks & © M & F
ABPC RE*RIE Lk, MKkic, KBT-1585 2K /S A

Lt EOBRPHRLEMEAOERTDVWTRNLAED

THET %,
Fig.1 Chemical structure of KBT-1585
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1. BRRSBE T A NRIE

AXRFE-NBARBEOEBRRME»D, FL LT
MRFf167 44 A»SEFIS8E 3 R ETCOMIL/MSh

T

S. aureus 27 KR, S. faecalis 27 #k, E. coli 31#, K.
pneumoniae 27 ¥k, Enterobacter sp. 28 ¥k, S. marces-
cens 26 fk, Proteus sp. 28 ¥k, Citrobacter sp. 15 ¥,
P. aeruginosa 18 ¥k, % Dfthd> Pseudomonas sp. 8 ¥,
Salmonella sp. 5, S. flexneri 1¥>WT, BA
{2k S BRI ¥ UC, KBT-1585 % XX ABPC
OR/NEFEILIRE (MIC) HE Uiz, HEEERI
YTV AT4 Y CGERD R T—REFERLLLO
PIREAEEAERIC XD 100 S HR Lic# (Inoculum
size : 108 cells/ml & F7R) &V, BlEige LTk
a—7—k Vb VEREN G 2ER LT

2. MmiEH XOPRH ABPC REHIE

Table 1 ¥ X 51 20 A5 36 D BERADF
4 £z, KBT-1585 o 250 mg §&% 1 §EF o HoEH
RHCAMRE 7L & QM ABPC JREES XURFE
MR BIE L, KBT-1585 NARAT, PIREH»D 0.5
1, 1.5, 2, 2.5, 3, 4, 6, 8 Pyl %% ik # 5ml 2&KM
L, BELAObmiEL S L, RRSC, NRISX
CPRE 2 M 2 L 8 BERM E THUR & €, RE%H
ETBLLDE, TO—WERR Lo ThHOMAS
X URVE ABPC IRERIER £ T —20°C A LT
¥, NR4FHZCBEVCRERZ LR,

ABPC (BRI B. subtilis ATCC 6633 ZRER
LT BB v THRIC XD TR o7 B IIEEER
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) Table 1 Background of healthy volunteers

No. | Name | Age Sex H(i;gl;lt vii;g)ht BOdy(:ll:; face
1 M.O 36 M 171.0 51.0 1.60
2 M.S. 33 M 170.0 70.0 1.81
3 J.K 30 M 166.0 64.0 1.71
4 K.N 29 M 162.0 52.0 1.54

Mean & SD. | 3243 w1 | des | som

g (pH 7.0) GEBD &R\, B. subtilis OFfan
2.3x10%spores/ml L& ENBH LS5KICL, 8ml§FDOI ¢
—VICEA Ui, BHEMDIERITIY, ABPC Rk %
Moni-trol I % XX 1/15 MY vERiEE#k (PBS) THIR
LTRW, 53, M3 X Moni-trol I % PBS i2T
2RERAHR U THIE Lz,

Bohiifsh ABPC JREICO\WT,
ment open model L X AEBMN ¥ MRk x C(H=A
(e—kel (t-D—e—ka (t=D) DRZ AV TRNEFEEIT X
hEH Lo

3. BAMRLEWEROBE

AXE—NBI AR S XONRBEOME 16, AR
ERRSH, BEHEKETR LA, BMEEENR 34, B
RIRER 14, BEFR 1A, FTEER 15051361
(BERE &) it KBT-1585 2L, *DEEKL
REEWEROFEERET Lico nk, WRETHARIHE58
F1APOBEME9EL BETTH -7

KBT-1585 53¢k, RAIL LT1H 0.75~1.08
EI~ARRASTT, BER XUMBITCRA S ¥
RIZ1H L.58% 3EIIRATTIRE Lic, (70, Hlite
LT, 1B 0.58814 2T TiREEhi, &5
ik 2~21 BRI, BWEA O A Sh A TREbIcH
L,

IRERMEOHIE X AEEK OWE & RERFIFTROK
E EREOHEPREFMOER LR EC X o7 T
bbb, HEFROKE L & b ICRERFIRROLEM
abh, BREOMHNKR, REREOEELOLLNID
D “BE” LU, i 1 EMUROEHMICENTS
ST D% “EH L Lk, BEEROHERXASONT
SRERROER(LBFESTH b OP, BHEER
DUEBES Tl ofdb DR “COBH” L, BE
R, RERFFTE, RERBOVWFhLHELED,-
RbO% “BH” L Lk, £7, BWEROKDRIICE
Rrdk Lk &2, RESTHEATHESLT» LA

one compart-

ol &R, BISERITRP L EIC “HETFE" &
Lo

HMEYHPRIBREONEL “BHK", “BRD",
“ERET, “BTR LHEL, BREZEL»ICLE
o BB DHEER “REF” L L1, ¥, BRO%
BT, BRESTELP-LED “H
K" & L7

BWERIRSWVWTIE, BEOFxZ XML LEDE,
MEFHIRE, MIFELEIRELY TE BRI EMNIC
WTL, TOEBEEELT,

1L B &%

1. BRRAEE T AHEN

AKRBE—RR AR E OBRMED» S Al Sh &R
DRI T 5 KBT-1585 % X vt ABPC @ MIC ik
Table2 D X5 Th o7

S. aureus 27 ¥ Cr¥, KBT-1585 i 0.39 pg/ml 0 1
BDIEH, KEHD 23 kkdt 1.56 ~ 6.25 pg/ml T, 6.25
pg/ml BITH 89% % 5 THY, 3#kA 25 pg/ml 7k
WLEFRUET®H 70 ABPC ik 25 Bk, 93% %5 1.56~
12.5 pg/ml Th b, 2 kA 50~100 pg/ml T, KBT-
1585 & KEWXTLH wToe S. faecalis 27 ¥k Tix, KBT-
1585 i3 50 pg/ml O 1 BRZFRV 7z 96% %5 0.39 ~3.13
peg/ml ThHY, FD%L1E 0.78 ~1.56 pg/ml Th -
720 ABPC %4 KBT-1585 & &< RRTH »7c03, 0.39
~0.78 pg/ml BRRLE LTV, Thb 2HEED
MIC O ZRESREZRR LD Fig. 2 TH 5,

E. coli 31 ¥V, KBT-1585 X 16 £, 52 %43 1.56
~12.5 pg/ml T, #D% 1% 3.13 ~6.25 pg/ml TH
v, D D15 #kix 100 ug/ml BLEOTHERR TdH - 7o
ABPC % 16 #k»3 0.78~6.25 pg/ml ‘¢, KBT-1585 X
D 1EREENRTVWBEI0BEh 7. LHL, BRHDIS
#vx KBT-1585 X [likic 100 pg/ml BL E T & -7z,
MIC D RBESRZHM T T 5L Fig.3 0X5Tho-
o
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Table 2 Antimicrobial activity of KBT-1585 and ABPC

(Inoculum size : 105 cells/mi)

MIC (ug/ml)
i X D
Strain (No) e 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50- 100 >100
KBT 1 3 9 11 1 1 1
S. aureus (4) (15) | (48) | (89) (93) | (9) (100)
27 ABPC 1 2 12 7 3 1 1
@ (4) (11) (56) (81) (93) (96) (100)
KBT 1 6 17 2 1
S. faecalis (4) (26) (89) (96) (100)
27 ABPC 4 9 12 1 1
@n (15) (48) (93) (96) (100)
KBT 1 6 8 1 5
E. coli (3) (23) (48) (52) (100)
(31) | ABPC 1 1 9 5 15
(3) (6) | (36) (52) (100)
KBT 3 9 7 8
K. pneumoniae (11) | (44) | (70) | (100)
(27) | ABPC 1 6 11 1 8
(4) (26) (67) (70) | (100)
KBT 1 9 18
Enterobacter (4) (36) | (100
sp. (28) | ABPC 1 1 4 6 16
(4) (7) | (21) | (43) | (100)
KBT 1 1 3 21
S. marcescens (4) (8) (19) | (100)
(26) | ABPC 1 1 2 22
(4) (8) | (15) | (100)
KBT 6 9 13
Proteus sp. (21) (54) (100)
(28) | ABPC 3 12 13
(11) (54) (100)
KBT 1 14
Citrobacter (7) | (100
sp. (15) | ABPC 15
(100)
KBT 1 2 1 1
Salmonella (20) | (60) | (80) (100)
SPp. (5) | ABPC 1 2 1 1
(20) (60) (80) (100)
KBT 1
S. flexneri (100)
(1) | ABPC 1
(100)
KBT 18
P. acruginosa (100)
(18) | ABPC 1 17
(6) (100)
KBT 8
Other (100
Pseudomonas
ABPC 8
sp. (8) (100)

KBT : KBT-1585, ABPC: Ampicillin, ( ) :Cumulative percent
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Fig. 2 Cumulative percentage of MICs of
KBT-1585 and ABPC
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K. pneumoniae 27¢k T, KBT-1585 {33 XT 25pg/
ml W LERESLET, 8 #kAS 100 pg/ml BLETH -7,
ABPC i3 1%k, 4 %% 12.5 pg/ml C, B%D 1% 25 pg/ml
Kwlehbl BT, 25~50pg/ml 174, 63% &
KBT-1585 X D %4> 57245, 8 #kiZ 100 pg/ml LA ETH
7o
Enterobacter sp. 28 ¥k TV¥, KBT-1585 X 12.5 pg/
ml D 1#DE2E 100 pg/ml 7o LERLLE & itttk
B%hoize ABPC VX 18K, 4 %75 12.5 pg/ml 0igH
1325 pg/ml W LEFNRLLET, 50 ~100 pg/ml % 10
#e KBT-1585 X b R0%h o7,
S. marcescens 26 gk TvX, KBT-1585 ¥ 1 #k, 4 %7
1.56 pg/ml DA, 1A 25 pg/ml T, Y ix 100
pg/ml LW LENLETdH -7 ABPC 13 1 k25 1.56
pg/ml DiEH>, 3 ¥kAS 50 ~ 100 pg/ml T, FEh D22 #
i3 100 pg/ml L ¢, KBT-1585 & | 3IFRETH - 770
Proteus sp. 28 ¥k Tvx, KBT-1585 X 15 £k, 54% 55
1.56 ~3.13 pg/ml T, b D 13 ¥kix 100 pg/ml LI E
TH7zo ABPC % 15 tkps 1.56 ~ 3.13 pg/ml T, fth
13 ~T 100 pg/ml LA ETah Y, KBT-1585 L34L [
LTH-7, Fig. 31z MIC DRBESRZ KR L7,
Citrobacter sp. 15 gk Tix, KBT-1585 y¥ 1 kkAs 100
#g/ml DT A2+ T 100 ug/ml LA ETdH »7zo ABPC
¥ T 100 pg/ml LLETH 700
Salmonella sp. 5 #kCyk, KBT-1585 |14 £k, 80%7%
1.56 ~6.25 pg/ml T, %< At 3.13 pg/ml Th »7
L2L, 100 pg/ml Bl b fitkkss 1 468 & & h 7o
ABPC it 100 pg/ml L) EOFttED 1 8D E A% 0.78~
12.5 pg/ml WAL, % <1x KBT-1585 Rlkkic 3.13
#g/ml 'C'b')to

S. flexneri 1#-Ti3, KBT-1585, ABPC & % 3.13
s/l Th 7z,

Fig. 3 Cumulative percentage of MICs of
KBT-1585 and ABPC

60r-

40 Proteus sp. E. coli

" KBT-1585

e,
A o—-—a
: o2 ABPC
0 | L 1 1 L ! ! 11
0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100
MIC(ug/ml)

P. aeruginosa 18 ¥k Tr¥, KBT-1585 |¥ + ~X T 100
vg/ml L BT, ABPC X 50 pg/ml @ 1 BkDIEMI3+~
T 100 pg/ml L ETH - 72,

P. aeruginosa [\5\0> Pseudomonas sp. 8 #k T, K
BT-1585, ABPC & 33~ 100 pg/ml LA ETH » 70

2. IiEd ABPC JREFx XURPHEHR

4 ZORERANSEFic KBT-1585 0 250 mg % ZfgiE
AR & &omiEp ABPC JkEV: Table 3 © X
5Thots THbb, 4405 % 2 A4 TIXNAR 30 A%
2 8.8 XUN12.0 pg/ml DY — 7 {HL LY, 2 BEfiEIC
131.9 35 X0 1.8 pg/ml T E THEMWAFERCRIL, *
DI%VE 3 FERIEIC 0.8 ~0.9, 4FFRIZIC 0.3~0.4 pg/
ml XL, 6FRFRIELRSIIBEIEIRFLIT & 7 o7
141330 5% L 1RFRI#%S 8.0 wg/ml T, ZTOHRFIC
-7 {ERHDEEZLN, DHEIER2ALITEEL
WL ERIRESED b, D O 14 TIE 1 RE%IC
8.1lpg/ml DY —/fELisY, 2KMHH%D 3.8 pg/ml L
EIET, 3FRI%D 1.4 pg/ml T, fhOHE I HFI30 5
BNLHE & 57ehd, 6 RS EIERAUT &
otte TNHALZDOFHETHS L, 30 5 9.0pg/
ml OREME & 72 b, 1% 6.9 pg/ml, 1.58H%
4.4 pg/ml, 2R5MHEITR 2.4 pg/ml Ligb, 3R§RE#E 0.95
pg/ml, 4FfT% 0.50 pg/ml LA L, 6BERILIAIT
BIERAUT L 5720 2B DFHIES KD Sl
one compartment open model T X % ZEH) /1 #AURET
Ka3.72hrl, Kel 1.11hr1, T1/2 0.63hr, AUC13.57
vg - hr/ml, Cmax 8.99 pg/ml, Tmax 0.52hr T¥ -
7o TS DEREKIT X » TS simulation curve &
ERIE AN 7-2d DA Fig. 4 Th D,

ZDLED 2RI L DRA ABPC RER IUVRE
&, ReoBhltR%E Z 7223 Table 4 T, ORbHkR
DFER SO AR R KR LA © 2 Fig. 5 T
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Table 3 Serum levels of Ampicillin after the oral administration of 250mg of KBT-1585

Time after the administration of KBT-1585 (hr‘,)
Case Age Sex 0o | 05 | 1 15 | 2 [ 25 | 3 4 6 3
M.O. 36 M 0 71| 81| 72| 38| 17| 1.4 08 |<o01 <01
M.S. 33 M 0 120 62| 30| 18| 10| 09| 04 |<01]|<01
JK. | 30 M 0 8.8 51| 36| 19| 10| 08| 03 ]<01]<o01
K.N. 29 M 0 80| 80| 36| 20| 12| 07| 05 ]<01]|<01
8.98| 6.85| 4.35| 2.38| 1.23| 0.95| 0.50
Mean & S.D. O | 1p13| +1.46| +1.02| +0.95| +0.33 | £0.31 | 0.22| <01 | <01

Table 4 Urine levels and urinary excretion rates of Ampicillin following the oral administration of 250mg of KBT-1585

C Age s 0~ 2hr. 2~ 4hr. " 4~6hr 6 ~ 8hr. 0~8hr
ase g¢| > "¢ Vv R|[C VvV R|C V R| C V R R
M.O. 36 M |1.08 @8 37.2/0.35 70 9.8[0.096 56 2.2]0.031 52 0.6| 49.8
MS. 33 M [1.22 103 50.3|0.23 90 8.3|/0.047 82 1.5[0.021 8 0.7 60.8
i
K. 30 M [1.30 76 39.5/0.23 65 6.0!0.050 8 1.8|0 130 0 7.3
K.N. 29 M |1.67 63 42.1]/0.37 53 7.8|0.07% 74 2.2|0.020 73 0.6| 52.7
1.32 42.3| 0.30 8.0| 0.067 1.9 o0.018 05| 527
+ S.D.
Mean % 8.D. +0.25  +5.7|+0.08 +£1.6+0.023  +£0.3|+0.013  +0.3| 59 .

C: Urine concentration (mg/ml), V : Urine volume (ml), R : Urinary excretion rate (%)

Fig. 4. Mean serum level of Ampicillin after Fig. 5 Urinary excretion rate of KBT-1585
oral administration of 250 mg of KBT- after oral administration of 250 mg
1585 to 4 healthy adults and simulation as the activity of Ampicillin
curve calculated by one compartment
open model

10.0F 1001

80

60

Cumulative

Urinary excretion rate(%)

‘ » Time (hr.)
1 1 1 Il
0 0.5 1.0 1.5 2.0 2.5 3.0 4.0

Time (hr.) CHE X 7n, YR 2 ~4 BRRI#EIE 0,23 ~ 0,37 mg/

ml LKRELRY, R5RD6.0~9.8% pHhtEh
%o BMID 2 Fffi D fRep ABPC JEEE X 1.08 ~ 1.67mg/ Teo LML, 4 ~6RefSizfReh ABPC REEVE 0.05~

ml X HBHEIRE TS Y, HE5ED 37 ~50% MR 0'.'10mg/ml LETL, Rbght®d 1.6 ~2.2%1KT

0l 1

Serum concentration of Ampicillin (xg/ml)
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E¥, 6~8Ffi2 0.03mg/ml AT &7 T, EMC
FHEED 0.6 ~0.7% BEt S hic, Th b OB
EHABPC REZ X< RMLADDTHoo £Z T,
8 FERI% E TORMIRFHHMRIT 50 ~61%, FHT
52.7%Td - 1o

3. ERIRZIE L BWEA

AKRBE—NEARES LV kK £ & © 13412 KBT-
1585 Z A Lo iV Table 5 iRt Lo, Mk
14, AEKEXRS P, BEKREIR 14, SRR
K3, BUAIRER1H, BEFR16, FTHEE
14T, BEELTER SN 3HIH -7 EFIX
2055 69 mETOBF 14, TF 12 61T, HKAH5T
OrOEBREZETHDDOT, FCRELEZEBRL
TW5 b DIE SiocreN FEFEBHETH - 700

BRACHLAPRTELDIR, AERETRD 5 Fis
+XRC H. influenzae [T L 5HDT, AMEEERD 3 #l
D5 H 14025 H. influenzae & S. pneumoniae, 1 fHH%
S. aureus L X5 HDT, D 1 FIIEEEETH -700
Bt R B0 CYIMESE R V> B S. aureus 302 SRR HY
Shich, ESHPRRRBE LRV b o7, BERE
FRE XCBRBROFTIIRREMSES » T ro
o ¥fo, FTEERBITIIEBREIZTELH 7003,
ASO ffi2s 320 Bfr & EET, 2 ERI%ICIL 80 AT E T
BETFTLTxD, BERRGEDOHRENE X bhic, KB
T-1585 #XSHEME ThHAFZFER IR TV b0
36159, 5b 14k AMPC 05 3hTwhdDT
B olco KW-1100 HHFNILEMNTH - 7=, TM
$-19-Q ¥k XU AMPC Rz & 5 REOER D%
BHERT Wi,

KBT-1585 o 1 BHERARIT 0.5~1.58 T, %<3
0.757x\ L 1.08 Tdhbh, HAMMMS2~21 ARTH
-7

BRIRZIR VL, MRFITIIERAMMSEL, HEFRFET
Hoto LIL, RUEOHEILSLN TV, H.in-
Sluenzae [T X % BHERETRO 5 TR, WTFhLEL
T, 1BIRENTD 7o RBREMEADSH TR o 7ohs
M REREOZD SN BEIETREITIE, B8
KOYFEL L DTIHIERDBEELENTH 1o QKR
BHARD 3FITIE, TR DILLAEMTIEE 57223, 1HI
KBT-1585 OFARMS 1 0 0.58 & ik oictcd %
z6h, 1B S. aureus PR XN T W 7ot M. pn-
eumoniae |2 X5 (Mp-THA 805) dDTdH »7ch b &
NIEVEESIT, MINO BETH -7 BD 1HIEH
TERDZHIE L, KBT-1585 0fRA & RHAC, HE
TREL Uico 1BMERIRIBREITRFILIEDOHESZ I
BN TH o720 S. faecalis T X 2BEBRFITIIEBIC

RIFROYESHONESIEK LR, 1§59 8B
Bn 7 =7 VRESHIT S, B#E & LRERZL
FTRTUELLTHY, FrbalErsBnbnk, L
L, AL IRBIIIET & et o oo ST HIERAC
ENRHERRET H - 7005, ASO BOE TS bhk,
EREGILKE LTORKSHRELD L, EH14, £
7B, LLER 24, HIETRE 3BT, HHRizsy
"C’f;) e f:o

MIBEZERIRIRE LTI, BHEKTH, BBRELH, &
TRER 16, FHAFTD -7 T, FEELED
H.influenzae ¥ XURBEHRIED S. faecalis y1y~T
HE Lo LdL, WEEED S. pneumonice 01 3 5Bz
L, S.aureus PELRBERE L THEMT 305205
iz,

BWER L LT, BR, BEBThLR 1HIT2205
nichs, Wihd 1[H 500 mg O TRICERL L0
Thhrolke LAL, TOHBERI15.4% LooBER
Thoto ThbOEHID KBT-1585 154k 0mK
REREZ KT Licb o Table 6 ThHo, 15licEE
DOREMHBEED SIS, LS T —F ARG RO
ER X B RERBOE(LHINED i,

L. = =

KBT-1585 3 ABPC o prodrug & L CEARIhER
ARRARIT, BETORBISRIFR-®» ABPC OF
VWi RIRESEOh, XV HERLERTHSEELXLL
Twb, £2T, KBT-1585 % X1 ABPC OBEkA
R 2 MBENZBIET L Eb, KAETH S
KBT-1585 o 250 mg #AR L 7= & & o i i+ ABPC
IREZBIE Uiz, MKz, KBT-1585 #EERGHALRE
SOERMR LEWEROFE, FREC S W TRHL
fCo

AKXE—NB AR B B OBK Al 5 KB
T-1585 DHE &R & 5 108cells/ml o & & O
MIC TA5%&, 77 ARBHRECIERHEND
D, S.aureus D% H 3.13 ~6.25 pg/ml T, S. faec
alis 13 0.78 ~1.56 pg/ml Td v, 12.5 pg/ml LLITH
89 ~96% Tholzo fhl, 75 ARKEETIE E. coli
¥ XU Proteus sp. i MDY, %1% 1.56 ~6.25
re/ml TH oty LHL, ThHOEET DEEELR
100 pg/ml DA LDk D B B Z & FERICANTHL
VERDS, Fiz, Salmonella, Shigella BizxfLTd
1BRZFRV T 1.56 ~6.25 pg/ml O HE N HBRDLN
o XDIEIHDEETIE, K. pneumoniae T3 L CTHED
KRB ABEDONEbDD, FaEH 100 pg/ml BE
LEBRIMTH o700 ThODOFEKILELH T LDD
DEdHIL—FHL TV, R, bhbhoBETS
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e > - EEDOHRT, S. pyogenes 35 X U* S. pneumoniae
WWHL T 0.05 pg/ml LLF, 90 %D H. influenzae Tkt
LT 0.10 ~0.39 pg/ml DHENMBHZ 0N ER =h
5Y,

iz e Xh7- ABPC o MIC O TIE, WH
HSERZEoHE ¢, KBT-1585 0455/ 5 sbptkEk
BTOREY, /7 AEHBETORED DO MK Ho
720 TDT X, KBT-1585 45 ABPC o prodrug & L
THERNTRAEEES K, BPFRBRSATIELD
THEEWER LS LS BE» SN THS &
V% %, kD Ly Talampicillin, Bacampicillin® 2
DWTHAHLNTE D, MIC BIERFMSH»D 1A %
ZF ABPC LHBRINTWEEIEZLNDN, HE
DICHDBEHRAMREND b D THIUE prodrug & B\ i
#<, HOBEWKROD prodrug L W1 5 EH|ORAFENETh
%o

KBT-1585 OWRUN « HEiftic o\ T, 4 LORBERAC
DWTHRE L7cas, 250 mg 2 ZBMERRC NIRRT 3 Z &
XD 30555 60 HEIIIVThIREEEE LoTh
b, FERCTRINMBEL, LrbRIFCT, @xERD K
Ve 4 BDFHMET 30 541 9.0 pg/ml D ¥ — 7 fEH
B TVWEH, AR TOREE LTS L00EE
TdH 5BV, ¥7-, Bacampicillin $I1FIEF URETH D,
ABPC ZD b DDORNRE HRB E# 2 fED M P IREIC 7t
S TWHEVZ B, UL, MmiEd ABPC BEDY
B Ti/2 13 0.63 BRI & 2R2E <, AFKRAS LT
6 FRFRILA%IE 0.1 pg/ml LLTF &5 TWiz, 2 Tir2
MR CORMDOFHD 0.81 FERIICHRD &, 2
VBB TH -7 ZHIL Fig. 4 OB I ST,
B OB MiE P IREIC B 20304 ), simulation curve
PEEDLZADEEEL Y BRI LT B EE
xbhd, LiL, ThHDZ 131 BIR5E 3 [E
XY 4 B LBRICIRE Lo hH X ) BIFRERIRSIR 2B
bha L HEIXES, ¥/, BEOEELZITL L5 T
BV, BERCOVWTEETZLEND 5,

FIRFICBIE LI IR BRIE®R 2 525 &, Mk ABPC i3
BE% X BB LT, RAIO 2FMOTE% 429
E5L, WO 2~ARMIE8 %ELIRRY, 6~88
Mix2%T, 8% ETOATITIE 52% k¥ ¥nm
»72o L#»L, BAPC O 46% X b % BIFT, ABPC
RB EWEDEDIZRIFTH 72,

KBT-1585 DERRIEATIL, bhbhiz Bl
ExEKIC, EELT1HO0.75~1.08 % 2~21 A
Lo £RTORRKRIMHRITES 16, B4, 20
B%h26, HETEIHT, ARRIT 80% LAFTSH
ice HFIC, H.influenzae il X % AME/EZ KT 100
% BMTHoTco k72, S faecalis & X5 REBYE
B TH oo LA L, S aureus T X5{owmn
$neEL, BRRBEDAONhK, £, bhbho
ERDRBIBNKEETH -7, ARBZECALh
5 X O IREEDRYYE, 4$i1C Compromised host 48
LI BYE ECERT50RZEAHE VS L1 Y
FETLWILEbh5, ZhbOBEILELHNTD
BRHREDITF-FL TV,

BIfEA & LT, BR, EEVLALh 16T, &
’REBID 15.4% BDHONH, WThb 18 1.58
OFEMAFIT, 1[E 250mg OFEARICIIRDOATES
3, 1 BOREREBOZEIRICIS U THINT 2 5858 X
YRVWHBELR DN D, BRRRERBIC D IHCEAIC X
5L Bbh B ZLiTEDShiRd ik,

WTFRIZ L Th, HREBEL EDIUTREERED
REERRYYET, ABPC BZMEIC X5 boicik, KBI-
1585 I 7eHHRALKERLEZ LN D,

X [
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LABORATORY AND CLINICAL STUDIES ON LENAMPICILLIN KBT-1585

YosHirRo Sawag, Kaoru Oxkapa, Yukio Kumacal and TosuiYUKl YANASE
The First Department of Internal Medicine, Faculty of Medicine, and
School of Health Sciences, Kyushu University

Laboratory and clinical studies were performed on lenampicillin (KBT-1585), a new prodrug of ampicillin
(ABPC), and results were as follows.

1. Antimicrobial activities : MICs of KBT-1585 against various clinical isolates were determined. With
the inoculum size of 10® cells/ml, percentages of strains susceptible to 12.5 ug/ml or less were S. aureus 89 93,
S. faecalis 96 %, E. coli 52 9;, Proteus sp. 54 %, Salmonella sp. 80 94, Shigella sp. 10094, S. marcescens 49%.
These activities were almost equal to those of ABPC.

2. Serum concentration and urinary excretion rate : Serum concentrations of ABPC were measured in 4
healthy volunteers, given 250 mg of KBT-1585 by oral administration at fasting. = The peak of mean serum
concentrations of ABPC was 9.0 pg/ml at 30 min. and Tj/2 was 0.63 hours. Urinary excretion rate of ABPC
was 529 at 8 hours after the administration.

3. Clinical efficacy : One patient with pneumonia, 6 with bronchitis, 3 with pharyngitis, 1 with sinuitis,
1 with pyelonephritis and 1 with submandibular tumor were treated with KBT-1585 daily dose of 0.5~1.5¢g
for 2 ~ 21 days. Clinical responses were excellent in 1, good in 7, fair in 2 and unknown in 3 cases. Side

effects were observed in 2 patients, no change was in laboratory findings.



