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Lenampicillin (KBT-1585) iz R+ 5 Z@i97x & U Ic ERERAVFF 22

EARXMEF ERZ
Bl ®-FH

cFMBAEKE E

e EHEA

SRFERAE
mRRER-EE £
R LR AR

#H LRI NI ABPCDO 7 1 5 » / Lenampicillin (KBT-1585, LAPC) iz o\ C, REERK

NI KT % bioavairability % TAPC & H#$3& L3iT,

ERET Lo

PESRBRE RS L, FRRAVA Mt

1D I - Bt : BEERA 6 40 volunteer &% & LT, KBT-1585, TAPC #h¥h 250 mg

(i) %, L BBRICEEG LISEEOMER ABPC REDHFS L IRPHHE %,
miEHhBED ¥ — 713 KBT-1585, TAPC \Fhdiks

BICK Y B L, BRFRHREOHE,

Cross over

1% RD S, KBT-1585 Ti3¥ty 5.45 ug/ml, TAPC Ti3¥#4.36 pg/ml R L7 £

%IZ5HOE — 71X TAPC TS5 3 ~4 RERRIGRBIEL, 2D 1.86 #g/ml LIRfERTRT D
it LT, KBT-1585 Tk 1 Rz i2» Hh, 3.36 pg/ml iR L7,

5% 6 BN OIRAPEINRIX, ZREFHYS D54, KBT-1585 T3 50.2 %, TAPC Ti345.6
%, BRRE5OREs, KBT-1585 Tit 41.2 %, TAPC Tk 39.6 % %% L, ﬁw&%zﬁﬁw
DORPEINEIY KBT-1585 8 TAPC L h BEIEWEER LK,

2) FRIRAGHE : RMIEEER 26, RMERHK 246, RBERETR 26, BUHERAETREUEES
Bl, BURETR2H, BREEZESATETWE 14, B2 KETIRE 15, Fik 3,

RS 141, BEEBEBER

14, 5t 20#ic KBT-1585 1 B 18 (1#l0%4E 750 mg) (S,

3~21 BRI OKEL, E43H, Fx134l, LB 1A, &h24, HRHEX VRS 14
DERRMR & BT BWEA L LT, LBEMFRE, GPT BELREZE 1HIICERDR,

Lenampicillin (KBT-1585), (5-methyl-2-oxo-1, 3-
dioxolen-4-yl) methyl (2S, 5R, 6R)-6-{(R)-2-amino-2
-phenylacetamido}-3, 3-dimethyl-7-oxo-4-thia-1-azabi-
cyclo (3, 2. 0] heptane-2-carboxylate hydrochloride X
WY ASHERATERIC S W CAIR X Ampicillin
(ABPC) 07 R F5» /Ty, BRORSKIVFH VD
¥ ABPC BERRT L bit, Zo{LEMEORHAKT
#oT, BRBBRRRWT, fEXk® ABPC 07 r F5
vIDESKETAFe FHREBRLEVWE EB3EMNE X
nTL DY,

T o KBT-1585 ixow<, ELE»HD B I *
Talampicillin (TAPC) & b5 5 & & b ic, WRIREL
ERESLT, AL REMORNRE®BLEDT,
INLORKEBRET B,

I BRIA o TS HE#
A BRI S RS
BERABFEEE 6 A% %KL LT, KBT-1585

250mg, TAPC250mg (LATFWFhd Nl %, ThtT
NEERE R X CHRRICRA S RGO MERRED
H#eF% L RehBEHE % cross over FRICX DB L 700 fFE
T, ThOEMPREOREETOWTHIRIT LI

FEIDKFTCIEL T, HERTR - ~EDRS5OLE
PR i, 4EORFIEFRLH 1 EMOBBEE
WTEM Lo

TS OHA, WRETIIREN B F% 10 R
BoOEE, FkE—EIEL, FATIRCEDEANRS
Bio VWolEd, BREREOHEIE, REZROK
E—ET 5D, REMBFEI0FIUKROERE,
BkEELL, FE8H45HpR—EDRE (F—A L
2%, EMBOI2ME, AV VYT .—2 200m) #ES
¥, BEKTHELCRES R,

B/IE, WTFhOBRED 150ml DB KCTHRRI R,

EAR 2 FBER%ORM, KRIRE TR, —HIOER,
BkEEEL, 2REBEDEBIERE L,
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FA—REBCTRCOBRRECR—ENEZ K 5 T h
1E, BIELMHIC L BREN—FOEMTIRDAAEMN D
B0, 6 HOWREKT X5, KBT-1585,
TAPC £ 3 £5UEEACEINT, REZERDZ ETX
VECDEIEREODHEOEZ LIRS X5
7‘—0

BT 54 30 4, 1EERS, 2 R4, 4 E#Fﬁio XU RERE
HITRM L, £k LMo WC ABPC JBREREIE -
& EIRER -

L, R, 5% 6RKMET2EMT
L, RESXUYRF ABPC REZEIE L1z

ABPC MBI EEIRIC X DRI Lice BIE A 35 Hhic
Heart infusion agar. (EXIBE 0.7%) %2, REFE L
T, B.subtilis ATCC 6633 & i\ /=23, T @%%ABPC
DRERENE pH 7. 0 BREERBROBEL, v bl
BERROBETHREEEZBDRENVDT, wﬁmﬁuﬁﬂ
TTFXOEEERL, RiZpHT.0 BERSEMWET 20 fE

XG40 ABRLTEEL, Vhb pHT.0 SEER ,

WAROBHESZ L L THADEREZ B Lk,
ks, TRTOBRELCOWT, BEO X 1% 547
(RBEE OREBRBIRD L REZGOT B PR
TR, RRETRY, mEPeE GRiReg, o
R, ~< b2y ME ANRKE ZOSE, MAME

5, mIE{LFRE (LEKL V37 B, 7»7 v, .
KAE)IM:/ GOT GPT ALP, LDH, LAP, -G

TP, BUN, 7v7F=v, RE, #HaVisr—i,
EElEls, Na, K, Cl, Ca, P), RIE (H, %V
7, W, vREY =7y, WE) RERL, EHRS5
DHEORBEEE L,

B. Bk

(1) MmiEFIRE

CHBE 6 4w HF s KBT-1585 250mg, TAPC 250
mg, TR LTHEERFRE L BEHEE4OMEHREDE
HiEE 2 bOERERHEE U TRDEFE{E, AUC,
YR 2 S LU0 95% EHEX % Tablel, 2 iTiR Lz,
L EERREORE DM IRE DB Fis. 1izRL
eEBD T, MHEPREDE—713E dicES 1 /%
iwsBosh, KBT-1585 1%, 5.45 pg/ml, TAPC i3 '4.36
pg/ml R L, WEORMICEEEIAD SREI S,
URBREOBAED MIEHIRED B Fig 2 WRL
7o D ¢, KBT-1585 Ci3 s 5084 L FRRic
MEPRED € — 7 &5 1 RIMEIZEE » Do, 3.36
rg/ml Z7RL, VWoiE> TAPC OF = 7135 .2~4
ReflE% & BN TRD By, 1.86 pg/ml #7R Lic, I,
&51%@&@@%@1&1@}%&@&%&%‘ # (P<
0.05) ' BEBH LIz, ™

~%%%§E5ﬁk&5Lf%Aaﬁfém&%u-t%

wERL

Fig.1 Serum levels of KBT-1585 and Talampicil.
lin. administered orally at a. dose of 250mg
(titer) in’ a cross-over expéeriment to healthy
fasting volunteers (n=6, M+S.E.)
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Fig.2 Serum levels of KBT-1585 and Talampicilln
administered orally at a dose of 250 mg
(titer) in a cross-over experiment to healthy
volunteers after meal (n=6, M+S.E)
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BOMEHIRE % L 5 L, KBT-1585 ‘Ci Fig. 3 It
RLREEDT, Y¥=7EIE RS 1 REKTED
B, 530 5%E 1 BREO MERERER
R 5 ORBETHBR L TRBREOHAHIERIEL,:
ThThmEMCERZ (P<0.05) B@»bhi. &5
% 2 BRI DUV Ze IR 5 ﬁf&&‘%wﬁﬁﬁﬁﬁﬁﬁ
DIEFBREOHBEZTR L. ‘

WoiE5, TAPC ¢t Fig. 4 LCTL%—J:EHC, M
FHE S & ARSIk 5 LSRR E OB O£k KB
T-1585 O& X ERT, EHRBEOHAD 05%
605D MiEFHIREEIT 2 D EEE R L, ZRERED
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Table.l Serum Ampicillin Ipvels after a single oral admmlstratlon of $BT 1585 :
‘and Talampicillin i ;n 6 healthy volunteexvs : i : !
L . ! ; @mm
Dosing* of "~ “Time after administration (br)
. Volunteer antibiotics” 1/2 1 g 4 6
1 B | T2 IR 2% e i O S - 0:2 trace
2 2.8 2.3 2.3 0.26 0.04
3 2.0 4.4 2.7 0.52 -~ 0.04
4 trace 0.37 2.4 0.88 . 0.2
I 1 6.7 6.4 1.6 0.18 - 0.02
o ) 0.5 3.4 2.2 77" 0.38 0.06
3 5.0 5.6 1.7 0.28 - 0.08
4 0.7 3.4 2.7 0.33 0.06
m 1 0.9 5.4 2.2 0.5 0.14
2 0.7 5.8 2.0 0.23 0.04
3 0.49 32 1.05 0.76 0.19
4 trace trace 0.95 1.8 0.34
v 1 7.2 5.6 4.4 0.58 0.05
‘ 2 trace 2.1 3.5 0.86 0.15
_ 3 4.8 7.6 3.5 0.65 0.1
4 trace 0.03 0.98 22 0.4
v 1 6.2 5.5 1.5 0.3 0.08
2 3.1 4.9 2.2 0.31 0.05
3 2.0 3.7 2.2 0.52 0.11
4 . 0.33 0.9 1.45 2.2 0.4
Vi 1 0.13 3.6 2.4 0.6 0.06
2 0.4 1.7 2.0 0.48 0.12
3 0.9 1.7 2.9 0.45 0.1
4 0 0.28 2.3 3.8 0.39

+ 1:KBT-1585 250mg before meal
3:Talampicillin 250mg before meal

BELOM T H & £ (30 543 P<0.05, 604 4% 1%
PL0.01) B@Bo bhic, RHEREDHEITILE—71E
{REE BN, TOIRET LTV B EERHES O 4 B
B DfE 0.53 pg/ml & DRIIAE % (P<0.05) 23
bhiz,

AUC 3R 5.0 35 4, KBT-1585 1% 12.25 +
1.35 pg/ml-hr, TAPC 4 9.21+1.26 pg/ml-hr, &%
50%4, KBT-1585 i% 7.61+0.55 pg/ml-hr, TAPC

¥4 7.43+0.93 pg/ml-hr &, \§h b TAPC X h KBT -
1585 OBBkEVERR LS, BEWMICEEEE

BOLhIP o, i3 KBT-1585 BILT, 2R

. & LTRDAF(E,

2:KBT-1585-250mg.after meal. . .
4:Talampicillin 250mg after meal

5 0FAD AUC L 25 DA D AUC @Fﬂuz
FEE (P<0.05) $88 bz,

(2) RAPIRE, RebHHtE

Zefms & 2 fkic KBT-1585 250 mg %% \~id TAPC
250 mg &5 Ltk ABPC IRE, R,
RAPEREOHRE 6 AL OWVWTOERIEL, Thrk
BURES XU 95% EHEKE%
Table 3, 4 1T5% L, R

ZfERR R ORF ABPC JREEOTEM O iz
Fig. 5 \WRL72E KD T, RO 28T KBT-1585
V3 328.0+51.4 pg/ml, TAPC ¥ 277.0+46.3 pg/ml &
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Table 3 Urinary excretion after a single oral administration of KBT-1585 and Talampicillin in healthy volunteers

Dosing* Time after administration (hr.)
Volunteer of 0~2 2~4 4~6 0~6
antibiotics g/l mg o/l — /] - (Trgtgal)
I 1 250 u7.s | 100 19.2 22 2.8 139.5
2 480 36.0 148 24.9 12.8 1.9 62.8
3 192 63.0 102 26.2 28 3.9 93.1
4 61 24.7 140 78.1 98 27.3 130.1
1 1 280 131.0 92 14.3 24 2.8 148.1
2 310 78.7 210 49.0 54 6.2 133.9
3 180 98.3 260 34.6 58 6.0 138.7
4 50 24.5 92 18.1 64 5.1 47.7
m 1 520 85.3 250 38.8 96 12.7 136.8
2 280 34.2 112 16.6 19.6 2.8 53.6
3 240 47.5 210 21.2 64 6.2 74.9
4 Y 6.0 420 65.1 196 37.6 108.7
v 1 168 57.6 176 15.0 16 2.8 75.4
2 260 59.5 550 63.8 88 10.4 133.7
3 210 99.3 400 36.4 72 7.0 142.7
4 12.8 1.1 440 58.5 108 13.3 72.9
v 1 330 120.5 120 18.7 42 3.3 142.5
2 540 51.3 160 16.2 40 4.0 71.5
3 440 64.7 240 25.2 66 5.5 95.4
4 160 31.5 480 72.5 330 41.3 145.3
v 1 420 65.1 400 42.4 48 3.6 111.1
2 330 79.5 480 73.4 100 9.9 162.8
3 400 88.4 360 43.6 72 7.6 139.6
4 64 9.5 400 48.0 220 31.7 89.2

» 1:KBT-1585 250mg before meal
3:Talampicillin 250mg before meal

KBT-1585 #sgifE% 7= L, 2~4 FeRiTiiEic TAPC
# 262.0 + 43,8 pg/ml & KBT-1585 ¢ 189.7 & 48.5
pe/ml XY EEETR Lz, 4 ~6RAITIx KBT-1585
#41.3 + 12,0 pg/ml, TAPC i3 60.0+6.8 pg/ml % 7R
L,

RER SR QPR ABPC JREE O H#: Fig. 6 TR L
TEEY T, BHIO 2 Tz KBT-1585 3 366.7+
47.0 pg/ml w3 LT TAPC i 60.8+21.7 pg/ml & >
BYEEZRL, 28RS TAPC OEFXBHIRET,
2~4 PRI KBT-1585 276.7+77.0 pg/ml X L
T TAPC 13 328.7+68.4 pg/ml, 4 ~ 6 BsfTix KBT

2:KBT-1585 250mg after meal
4:Talampicillin 250mg after meal

-1585 52.4+14.5 pg/ml w3t LT TAPC 169.3+40.4
pg/ml R LT,

TRERHE S OHE O RFIR P ERE O i, Fig. 7
CRLEERD T, 5% 2RBMAOE IR R i3 KBT-
1585 Ti 38.5%, TAPC Tix 30.8% & KBT-1585
BEL, 2RHUEOEINEIX TAPC OFRLLEL,
548 6 B5f ¥ coREIIREIZ KBT-1585 T 50.2%,
TAPC TiX 45.6% %R Lo

BRI EOREORERIRPEIERD H 813 Fig. 8 1T
TRl sh T BEHMDO 2EEMA O | IR R,
KBT-1585 ‘Ti 22.6% %7 L7ch TAPC Tik 6.5%
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Fig. 3 Before mea] and after-meal serum levels of
KBT—1585 admmlstered ora.l]y at a dose of
250mg (titer) in a cross-over experiment to
healthy volunteers (n=6, M+S.E.)

6.0 “
5.0F
~ o——=o Before-meal
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= | *,P<0.05
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©n i
1.0 ,{
i
! 2=~
/ ==

0512 4 6

. Time after administration (hr.)

Fig.4 Before-meal and after-meal serum levels of

) _Talampicillin administered orally at a dose of
250mg (titer) in a cross-over experiment to
healthy volunteers (n=6, M+S.E.)
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Txme after administration (hr.)

LS, mgﬁkﬁ 3% (P<0.01) B@bdbhi, &
5% 2 BRIbS o EINE: KBT-1585 X b TAPC #%
<, B4 ~6REBIOENR 2 12 TAPC BHER (P<
0.05) <, X0fER, K54 6% TORREINE
7t KBT-1585 % 41.2%, TAPC <Ti¥ 39.6% & k¥
BRDENIES Ty

~ KBT-1585 ik D\ C, BIERHE 58 & REKE5RHOR
RERRY BT 5 & Fig 9 KR L X S, MDD 2
R CIX R 5 DB A 38.5% 1K LT, BERE
DFEL 22.6% LH7m<, HEE (P<0.05) HED
BIVIKS, 2~ 4 R CIREIRHRS 9.9% A L TR
®EETIN16.3% L5, - BE5H 6T TORRE

Fig.5 Urinary levels of KBT-1585 and Talampicillin
administered orally at a.dose of 250mg (titer)
in a cross-over experiment to healthy fasting
volunteers (n=6, M+S.E.)

ok [CJKBT-1585 -
T;lampici]lin

3001
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Urinary level(zg/ml)

100f

0-2 2-4 4-6
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Fig:6 Urinary levels of KBT-1585 and Talampicillin
administered orally at a dose of 250mg (tit-
er) in a cross-over experiment to healthy
volunteers after meal (n=6, M+S.E.)
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INBII R 585 50.2% Cxf L TRBIRE5R 41.2 %
LEEEIED LRS- 7o

TAPC it 5\ Cik Fig. 10 RR L X 5K, BEkSE
B 2 B E COEINE 6.5% LEBEETRL, ZHR
5RO 2B E TOEINE30.8% L ORI HE S £
(P<0.001) HED HIISS, 2 ~4 B, 4 ~ 6RO
Bl TR R 5 OB AN EBRE 5 OPAIT AT
WThAERCEERZTRL, B5% 6 R E TORME
IR EE R SR 45. 6%, ﬁ{ﬁ&%ﬁ 39. 6/ &’EE%
%;gy)ﬁlﬁ"') <o

(3) FRRRZERSK

KBT-1585, TAPC Zh Fh st s & ﬁé:&—bw)
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Fig.7 Urinary recovery of KBT-1585 and Talam-
- picillin administered orally at a dose of 250

mg (titer) in a cross-over experiment to
healthy fasting volunteers (n=6, M+S. E.)
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Fig.8 Urinary recovery of KBT-1585 and Talam-
picillin administered orally at a dose of . 250
mg (titer) in a cross-over experiment to hea-

- lthy volunteers after meal (n=6, M+S.E.)
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BBICER LR RERSL, WFhoBs D, B

ZHILLBDSNL» T i, hboRpiks

ST, imﬁﬁt@;’é’b%h#ﬁl%ﬁﬁ:btaﬁwf‘o
II. B )7 3

A FRRARE D CICHIR L%

BYEIETESS 2 B, AR 2 B, ABAETE 2 A,
BUSEXRORENEE 55, BERELR 20, By
RS ICRESRS 1B, B P o 7 B AU S
RIE LB, W3O, BB 16, AEEREBK 1
#l, &t 20 BUic KBT-1585 %4%5 L, jARUE & Bk
ORHEFR 70 ,

RRE LERBEOEE, BH, KL, A0E . £
K8, FEHE, KBT-1585 &5&01 Table 5 iLR L7z &
ES)) Tf)ao

Fig.9 Urinary recovery of KBT-1585 administered
orally at a dose of 250mg (titer) in a cross.
“over experiment to healthy volunteers before
and after meal (n=6, M+S.E.)
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Fig.10 Urinary recovery of Talampicillin adminis-
-tered orally at a dose of 250mg (titer) in

a cross-over experiment to healthy volun-
teers before and after meal (n=6, M+S.E)
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KBT-1585 %, 1l Z4i% 250 mg 5g 1 A 3@, R
SERBT, o 19Micik 250mg 551 H4H, B8
BEREMCR DS L, '

FRIRSIR O¥sEi: KBT-1585 & 5EaMA%, WD TOE
RPITERA Y%k L, KBT-1585 {5k dEROF
RE LI BA R ZES), KBT-1585 # 5 B1A%H S HIT
EROLGE L BDI B L ES, KBT-1585 FE5HER
ORBEMZBDPED 5\ i3 KBT-1585 BEICX
DS »ITEROHE LB TS KBT-1585 {5HE
BEROFRE B 7= H& % 2054, KBT-1585 &5
X o THERDHBZLADRBERES & HEL
7’:0

HRRMR DYE & FF7 LT, KBT-1585 ¥ 5a4kiCE
FORAEONEELEL LT, MEnshRoNErE
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19 :
wol®5, KBT-1585 OREROFEE RN T 5729

¢, EEEROBELITS & & bic, KBT-1585#
ERpoRMmER, I, HHE, RTRREORRE
TRERRY EhE L 7o

B. At

KBT-1585 %5 20 Pl DG EAMKIE Table 5 TR Lic
LEhThb, BEMERBTHEETD W MEEOFHED
EHOBRERRE LTRIREETH S SFHIETL, 2HFH
e ¥ D IRAh LniE ] 13 2RV 7z 19 Bl OBRRSNR S E S
3@, B3 134, ©ELH 1A, EH2HITHY, M
EERIE, EEKETH, WAWEEK 1A, TE3H, F
BOPITH -0 :

ARIETESR 2 B3 & DICERRMICERITH »72hs, R
RERFRATH -7

A ek 2 ik, WFhd B-hemolytic Streptoc. %
EREE LCOBE LS, &3 CERRIICERIDOREEL
Fline HIE%EITIX 14Tk B-hemolytic Streptoc.
OMkRHIH, 18 750 mg HE5HICHVTRERE
PR RETARERK 7

apseTRo 2D & HIERMCES, 5b 14
OREEBRITETH - 7288, i 1 41Tik KBT-1585 i
Bz k1 S. pneumoniae Dk % BDT,

BUAEIROSMME 5 Hlh 3 HlI3ER, 2613E
MOBRMENRD bhic, EED S5 b0 14k ABPC
Tt S.aureus 2R XY HBELIERATHY, KBT-
1585 )% Cefaclor D 5IC X b & ICHERITHE L
o MDD 1 BITIXFREE & LT S. pneumoniae &
H.influenzae 358X, KBT-1585 #&5.0C X » T
PSR L, B, R DB Lok, BEERY R,
CRP, FitfEOHELL, EMEHELI, ki, S.
P”Wmonia?biiﬁﬁi- L7zps, H. influenzae VIE4F Lizo
B3 BOREBE I VWTHh IR TH - 70

sk 2 plch, EH 131, R, BREHZ,
k5 K. pneumoniae w3438EXh 795, CRP fadk,
BORE, RUEER CREOEESTEETHD, 3
RHED LRI Uz, FEH 12 T1E KBT-1585 0 5.i1C
LD D TEL A ITIERAS NS LR & HIE Lico IR
WO S. preumoniae % 4%k Uiz,

BYELE - R EEWEICES W Th KBT-1585 &5
CEVEDTELHITERNEL, EFRED S.aureus
LY E O v

SEBI 15 V3 BERME SUE SRIRIE I R e % o 7 FE BT
557, KBT-1585 51 X b EHCHEKRRSRD L,

XBEWCT D REMRMIINE, KK H. influenzae 3.

R L

MR 3FIVTRIES, 205 b 28 TCRERER
BiCdHh o723, H. influenzae BoukXi- 141T i #8
HHFHIC HIEKROBRBEBE SN,

i WERLEESIIC 5\ Tik KBT-1585 512 X 9
LSRR, IR IEIBME(L L3, CRP, FRiLfEDTK
EXBDRLNEDITCRLEMEHE L, REBEFRHAT
& ’)f:.o

AdEREDE A Tk KBT-1585 &5 3 B#ICRH E. coli
Dk ERD, BEEKRD 3~4 BRITHER LN, 7
BRI 5% REAMBRIB DT HRERE LDERD
HIEEE Lico

Bl & LT, EFl2 1T WT, KBT-1585 52 H
B b BED LFHRAMRE, WOTFERFLMB,
BExmxz 5z & KBT-1585 HEOFREITHAFETD
oTte FEFILSY, KBT-1585 & 5i1cf 5> RERIGI3 L
{EDLNED T2,

DLk 20 FlicovT, KBT-1585 % 5aTHIE L
BERIRERAHIE Table 6 WRLIct k) TH B, EHILT
i\ KBT-1585 5% GPT O&ED® FRZED
7eList, KBT-1585 5.0 B L A BRIRIREE DO B H1L
[FEE1F (B0

III. BELSTICEE

KBT-1585 13 Bacampicillin (BAPC) % TAPC &[]
REC=ATFAEEWMETHZ LT XD HELE XY ORI
HrEDI- ABPCOT R Ty /ThHBM, 2D KBT
-1585 & TAPC DOis{bEH» ORISR L, X5
2, ZOMEWDOBEILE»DOBMUCHT % BEHERD
EEw WERAT2EMNT, 6 ADBRERAEZHNREL
‘T, cross over B XY, KBT-1585, TAPC rh£h
250 mg ZZfERe L BRICEREE L& M iEHR
B b RehBkit & % Hedk Uiz,

TREERSOBE&OMmEHR ABPC IRED ¥—713,
KBT-1585 #58id 5.45 pg/ml %75 L, TAPC {5685
DE—71H 4.36 pg/ml XY EHWEEZR LK,

AR EREOMERRED Y — 713, KBT-1585 Tl
EHEERSOBE LR, &5 1RMEZICE D bh,
3.36 pg/ml %R U743, TAPC CRESHERCIY Y
— 7 E T 5 BHSEL, &5 1RFEEomERRE
1% 0.83 pg/ml &, KBT-1585 ¥ 5RICHE L THER
BWEZ TR L, $7-4 BHZKICED LN -7 DfE

% 1.86 pg/ml it & X% Y, KBT-1585 0% TAPC

KSR TREZEROEESPLVWZ EBRD O, L
HUIEHS, KBT-1585 itk Th, REKRS L EERE
&5 omiEHh ABPC IRED Y — 7 HOMICTERENS
Bobn, MERRELHEDSRDIIL, BEMREES
BhTr3z thRDLIT,
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Table 5 Clinical results with KBT-1585

streptococcus

Case .. 5. . .| Complication and/or Causative o Clinical | Bacteridhgial | Side -
No. Age | Sex | Clinical dlagn951s underlying disease o rganism Medl‘.cahon effect it effect
1 55 | M Acuté pharyngitis ?{?E:;f:n::;htus V ? 1.0gx 4d |Good 97’ -

Heartburn
2 | 48 | F | Acute pharyngitis | Diabetes-mellitus ? 1.0gX 7d [Good. - - ? Epigastric
discomfort
. 5 , - lyti ' R
"3 |33 F | Acute tonsillitis S - Hemolytic 1.0gX 3d | Good |Eradicated -

ﬂfHen?olytic

4 | 30 | M | Acute tonsillitis Chronic hepatitis 1 0.75g% 3d | Good. . | Persisted -

streptococcus _
5] 20 | F |Acute bronchitis { - ~  — ? 1.0gX 4d | Good ? -
6 | 65 | M | Acute bronchitis Polyneuritis ) S. pneumoniae | 1.0gX21d | Good 'Iéradicated Co=

1 Chronic bronchitis S ' ' S I B
T 56t__ M. acute exacerbation - S. aureus .|, 1.08x 7d ?oor: Persisted -

Chronic bronchitis 0gX 7d|Good. | 7 | -

8150 M acute exacerbation - ! 1

o || | o orreecinl y | g el o | 1| -
o | o | ne | oo o e i [P0 | 1 g o ()
n s || Qucbmeiisl | el | 1| -
12 51 M 'chronic-brong:hitis Hypertensionn S. pneumoniae 1‘0g><.14d Exce]lept “ Eradicated —

13 59 F Chronic bronchitis

acute exacerbation - K. pneumoniae 1.0g><.4d N.D. : Persisteq i .'“
B g;ie:cfﬁ?al scthma ggef:;?;;r;arv S. aureus 1.0g>.§14d Excellent |Eradicated —
15 54' F . g:ﬁﬁsactasis Z;?:;fy::;; H. influenzae 1.0gX 7d |Excellent |Eradicated —
.16 29 I F | Pneumonia - H, influenzae 1.0gX19d | Good Eradicated -
17 23‘ M | Pneumonia - ? 1.0gX10d | Good ? GPT 1t
18|57 | F . Pneumonia Pleural- callosity ? 1.0gX11d | Good" IR -
19 |62 | F {L‘;e;t;dncer - RN 1.0gX 7d | Fair N
: 20 57 F Acut:e cyst-it‘is‘ | Diabetes mellitus E. coli ‘ 1.0gX 7d Good Eradic;ted : Al

Hypertension

d:days
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Table 6 Laboratory findings before and after administration of KBT-1585
ae RBC Hb . | yne GOT GPT Al-P BUN | Creatinine
-+ No. (X104 (g/dl? ' (o) - ‘(>IU) (KA) (mg/dl) (mg/dl)
. B ' v ‘
Lloa 196 10.7 6,900 2 27 7.2 29 1.0
... | B '
2 A |- 22 27 5.0 13 0.7
B 408 12.0 15,700 11 9 3.9 15 0.6
\3'; 1A 400 11.4 4,900 16 16 3.9 - 14 0.4
B 491 T 15.7 5,600 703 389 14.8 14 0.9
4 A 493 16.3 5,500 82 263 20.7 13 0.9
E B 401 13.0 4,100 28 20 6.4 8 0.7
5 A 431 . 14.0 © 5,000 29 18 6.8 12 1.2
B 42 23 4.6 11 1.0
Tl a 422 14.9 10,100 21 15 4.6 11 0.9
B 483 15.1 7,200 21 21 4.9 14 0.7
s A 485 15.0 6,000 23 28 5.9 14 0.8
B 454 13.2 8,800 18 20 7.9 19 0.6
Pl A 495 14.0 10,000 12 12 7.5 20 0.7
B 384 11.1 7,600 37 33 6.8 14 0.5
10 A 397 11.4 5,700 39 23 4.7 13 0.2
B 477 14.5 11,600 24 18 8.5 18.5 0.6
. A . 460 14.0 6,700
. B 400 14.5 10,200 26 28 9.2 14 0.9
2 A 398 13.5 7,600 22 23 8.3 14 0.9
B. 447 14.2 7,300 31 16 6.0 10 0.4
Bl A 464 14.4 6,800 22 17 6.6 12 0.5
B 476 15.1 9,300 36 18 5.9 10 0.9
H A 465 14.2 7,300 31 17 5.0 9 0.8
5 B 439 13.5 9,600 14 9 4.6 14 0.5
A 463 14.3 4,700 14 11 4.6 23 0.6
" B 387 12.7 7,100 14 8 11 0.5
A 401 12.9 3,300 18 11 3.4 9 0.5
. B 452 14.9 8,700 14 14 4.5 11 0.8
A 455 15.3 8,400 37 51 4.3 12 0.7
8 B 412 11.7 9,500 13 15 8.0 15 0.8
A 442 12.3 6,100 19 16 8.5 19 0.4
" B 384 13.4 6,200 21 12 5.7 8 0.8
A 374 13.0 4,000 16 9 6.0 9 0.9
% B 24 18 6.7 15 0.7
A 460 13.5 9,800 20 16 9.3 16 0.7

B:Before, A:After
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6 FsRINORPENLERE, ZHRRHESOBE, KBT-
1585 ‘T 50.2%, TAPC TiX 45.6% & KBT-1585 %3
bTPESLEELRL, FCEMREH2ZRMEITO
JReEIR=Y:, KBT-1585 Tik 38.5%, TAPC Tik
30.8% LEBKELBOLNL, BRIKZELINT,
% 5% 2 R % CoRpEINERIE, TAPC Ti36.5% &
KRTHBORH LT KBT-1585 TiX 22.6% &<,
AEBCEEENED bR, TAPC TS 2 e
BUREORPHMESS D, 6RHEE TORAEIR
=z KBT-1585 “Cit 41.2%, TAPC TiX 39.6% &
j(%%fﬁ‘éé T&Z‘)’oko

D ko iREOHE & RP Bt O RIE X b AT,
KBT-1585 13, MU < ABPC o7 u F 59/ Td 5
TAPC XY BhBEE»LORREEZ I OE D & Ex
5#, BAPCY [Zif\ bioavailability %iR3 = & H35E2
Thize

SHEER 2 6, BtEREMkR 2 6, REREIR 24,
BUEAEIROBKBEES §l, BHEILEIK 26, BR
EHESRAEXME 16, BEE2E - ~EIEKEIA
SRIE 16U, Wik 36, MRy 14, AR 1
#l, 5t 20 flic KBT-1585 1 B 18 (1 flo 4k 1 B 750
mg), 3~21 AR NKEL, $HBRUEXIRILAL
Bla RV 7o 19 GlhES) 3 B, B%h 13 61, B %) 1 4,
&2 pl, ERDHELADEGFEERER 2% OhED
BNIERIRNEBRD BTz, HMEFHNCIE, S. pneu-
moniae 3 fl3 N CHIHK, S. pyogenes 2 fFirh 1474
%, 1HIRZE, S.aureus 2l 1 HIIELE, 1HIRZ,
H. influenzae 3 B 2 GlIESK, 1 GIARZE, E.coli 14
BEROBIEZ B BBRINCEND D VIZLOHFIE R
L7z 3 Fledh 141z ABPC itk S. aureus MREE DL
BITH Y, 1HIENHE_IREGAES T KBT-1585 Tof

Shit % B LEEWERITH 7,

KBT-1585 ¢ 51 S BIVER & 5 VW IR B0 R
BILE LT, 1PICEED EBEBREEL BT, 14
i GPT OEEEAHBED NS, o 18 flicss
WTi, KBT-1585 510 5 RERGIE< B bh
oo ZOBRMIL ABPC O » F5,/Ch 3
Pivampicillin®, TAPC®, BAPCY 0Bl B8 1t
HLTERTHY, KBT-1585 RELMOETHENL
B TH5H T EBTRB I,

(FRAXOEBRH LB B R LEREFLERALY
BELBVTREELR)

X (73

1) Saxamoro F.; Ixepa S. and Tsukamoro G.:
Studies on Prodrugs. II. Preparation and Charac-
terization of (5-substituted 2-oxo-1, 3-dioxolen-4
-yl) methyl Esters of Ampicillin, Chem. Pharm,
Bull. 1984 4£ 5 A8 F =&

2) fEFEE, BARPH, EEME, RBAF: 7V
¥ Y vk KBT-1585 0L ERIN, #104
ELAARELBRESE, 652

3) WIEABAL¥EHREELTALIHRLL, HEY
v#Y v AT, KBT-1585, #&, 1983

4) =ARIHEE, BFAGRM, ARKZ, IEER, &R
‘=, FEFHFN : Bacampicillin it B+ % @i
5O EEIREIIT A, Chemotherapy 27 (S-4) : 132
~142, 1979

5) =AXH, R&EN, TE B, RHEM NIE
1%, AR : Pivampicillin i B8 5 E@H%
5 I EEIRERF %, Chemotherapy 22 : 467~470,
1974

6) =R, REEE, RIAM, NAHE AR
W=, ¥MEHEZ: Talampicillin hydrochloride i
BT s EBNE SO CERNTE, BREFHEE
49 : 526~533, 1975



VOL. 32 5-8 CHEMOTHERAPY 359

FUNDAMENTAL AND CLINICAL STUDIES
ON LENAMPICILLIN (KBT-1585)

Fumio Mixi, Eur INoue, Masakazu TEracaki, KANAME AKIOKA,
Minoru Yosuiyama. Toru Hiraca and TETsuTo MURATA
Department of Internal Medicine, Tane General Hospital
Kenyt Takamatsu and Osamu Mivamoro
Department of Internal Medicine, Iumi City Hospital

Lenampicillin (KBT-1585), a newly synthesized ABPC prodrug, was administered to healthy adult subjects
to compare its bioavailability with that of talampicillin (TAPC), and used clinically in patients with various inf-
ections to evaluate the clinical efficacy in the field of internal medicine. The results obtained were as follows:

1) Absorption and excretion : KBT-1585 and TAPC in a single dosage of 250 mg (ABPC equivalent) were
administered to 6 healthy adult subjects in fasted and non-fasted state, respectively, and serial serum and urin-
ary levels of ABPC were examined using a cross over method.

The mean serum peak levels of ABPC in fasted subjects were 5.45 pg/m) (1 hr. after) and 4.36 pg/ml
(1 br. after) in KBT-1585 and TAPC groups, respectively, whereas in non-fasted subjects were 3.36 pg/ml
(1 hr. after) and 1.86 pg/ml (3~4 hrs. after) in KBT-1585 and TAPC groups, respectively.

The mean urinary recovery rate of ABPC within 6 hrs. in fasted subjects were 50.2 and 45.6 % in KBT-
1585 and TAPC groups, respectively, whereas in non-fasted subjects were 41.2 and 39.6 % in KBT-1585 and
TAPC groups, respectively. In particular, as for the recovery within 2 hrs. in non-fasted subjects, the KBT-1585
group revealed significantly higher value than the TAPC group.

2) Clinical efficacy : KBT-1585 was administered orally to 20 patients with acute pharyngitis (2 cases),
acute tonsillitis ( 2 cases), acute bronchitis ( 2 cases), acute exacerbation of chronic bronchitis (5 cases), chronic
bronchitis ( 2 cases), infected bronchial asthma (1 case), infected bronchiectasis ( 1 case), pneumonia ( 3 cases),
infected lung cancer (1 case) and acute cystitis (1 case) at a daily dosage of 1,000 mg (ABPCequivalent)
except for 1 case (750mg/dey) for periods of 3 to 21 days.

The clinical efficacy was “excellent” in 3, “good” in 13, “fair” in 1, “poor” in 2, and *‘excluded from the
clinical evaluation” in 1 case.

A slight increase in GPT in 1 case and epigastric discomfort in 1 case were noted. No other side effect or

abnormal finding in laboratory examination was observed.



