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Fig. 1 Chemical structure of KBT-1585
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Molecular formula : C2iH2sN30:S ¢« HCI
Molecular weight : 497.95
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Fig. 2 Body weights (kg) of dogs given KBT-1585 orally for 3 months
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Fig. 3 Food intakes (g) of dogs given KBT—_1585 orally for 3 months
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Fig. 4 Water intakes (ml) of dogs given KBT-1585 orally for 3 months
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HoOBEELREANH THAL R, XbIETIHRSHIE
A~ A/G oS ERERA 900 mg/ke R E5FET
HEIN, TOftio 300mg/kg Ll oS5 T2
V7= VEDEKRT. T7A 7§ VEDEKTHRRDD
Rl &E8E LA EHOXELE X DR D
EAESY Y (A DR

3) RBEFR

RIGEORH Y Table 19 ~ 24 iR L1z, pH OET
ARG 2 BEB X hEE L TERHERCHEI 0
fei SHOREL* SURRAFFO4BEO R E X BT
T, EVAEY il » & V37 HEEEE LM ER
BB L Licdd, —E LR AShich ol %
EREMEEYBEL, RE, ¥ P YBCRZEHIES LR
b ot RULECE VG CRETHRE 2B VERE
HCRMAEOMINIZED bhih, MTIRE LW ik
BERINhH 5T

4 REARENR

BE5H X v BERORA, BEOEIEERL L OR
ERLEAEE IR, BILEA, IREFFR, ERG
T EIEEFE e oo

5) LERKRERNR

558 & o LB T HE o 900 mg/kg #F5H D PR
BRI R ECIER Lo BT BIER & - oo

3. REZHBRENR

1) RBEEE

Brehicgiign Table 256 ~ 28 7R L7z, 300 mg/kg
HEDEFOMTHOEERS ICGELEENFE
IR LIcLlst, BEPOFELE 2 bR HEITR
DR hot,

2) THRER

Beht-FigEs Table 29 R Lo BEED SR
m7 bt Aelt, Mo, BIKES SREm,
fFiessit 5 @7 b O HERIE~ v = 7 e EXRBDHH R
Too THBDETRD 5 HEEMERIE S & O B KR O SR
Hif iR b 2SR RTH D, Fo mhE i3
D, FOBRBE~L =7 2D 900 mg/kg HEFHD 1
B DHARED LN FRTH - BHEOBELL,
NEOFEME, BkEEIK, i 900 mg/kg H 58T
VIR & D BRIR O BRI R, FOMDIES
BECIEDPTEET S LE 2 Dh BB ED B hi
oo

3) FREAMENITR

88 h 7B % Table 30,31 iR Lico Milcidxiges
B EDTRELECER - REEMHREN R & h
oo FRICIS\Tid, HIRERMAED A & h i 900 mg/kg {%
S# okt 1 el £ ORBRIS DB TS

T NBFEE BRI S b A, TR Ok
FHRlaolE X7 EZERLEIBD bR o, BH
FIZiX900 meg/kg 1% 5B OMEREIC = v SREE OB
£, EbelEh O b2 v VY T ORBE L EE
Shiedd, KEDOEYREE SR LTSS
LIXEEEHEEREOL L WEILTH D L EL bhi,
B TIRIAHMEEE AV D 900 mg/kg 5D |
Blic@Bdbhic, EhHio 900 mg/ke 58D 2 fik
Photo. 1 KBT-1585 900 mg/kg/day (Male)

Liver : No abnormal changes. (H-E
stain, X 200)

Photo. 2 KBT-1585 900mg/kg/day (Male)
Kidney : No abnormal changes. (H-E .
stain, X 100)

Photo. 3 KBT-1585 900mg/kg/day (Male)
Stomach : Erosion in glandular portion.

(H-E stain, x100)
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Photo. 4 KBT-1585 900 mg/kg/day (Female)
Spleen : No abnormal changes.
(H-E stain, x100)

RB L RME LR OBRMAEENMREINCOXRTE
BRI b BT R EBITRBD S hich » o HLER
FOTREYRESFHCEREOE & UTFFRiRE L 4
ST RIERZEEA R S hcfth, 900 mg/kg E5FEOK
Pl BREMEREAER SR, Wih b RERE R
T30 D TCEEREDE LVWRER ® b h fth v
foo ERUADIBBEMIE, BEETLOZ LR
REDBRETREEARENELRRD bRtk
(Photo. 1~4),
L % =

1) BEERRSE X 5HEERRR

¥~ 7rkic KBT-1585 % 3 # BIEGEEOKS L
HRAMEREBRE Lo ARBRDOBUIETEY DRENFE
bha®Ehke LT, BoRER, i, RRAEOEM,
M v A2 Bowy, 7107 3 VEOREL, A/G O
EH, 7v7F=v/EDOKT, RO pH 0T, RFAKE
o, MEREOMMNOM, BEEIC I 517 PR,
BRSO RERED BT DI 5,

HEAHARI, 300mg/ke 3 X U8 900 mg/kg (& 5Efic
5 1L A SRR A BHE I hicn 1R
DMz BB Lico ¥ =7 RIEBTBZDLD
Tomgm > 813, Talampicillin ®° Pivampicillin © X 5
Tefbd Ampicillin FOEHPF - THL R D B h TH
Dot FOBEL IR HOWE LIBITFAKETH >0
300 mg/kg ¥ L8 900 mg/kg SHECHEIRLHIE
17 v t OBPEY LRI, R5HMERL TRERIT
HEXN3L0T, ZEMOBRILERCESSRISE
Ex bk, Coff, BAROBMAHET 300 mg/kg
£, BT 900mg/kg HEFHTEDLNIN, KERA
I N TE O R PRI 5 FeR R UGS & #
BIhEYOEMEE LTWAFTREE X E 2 bhi
3%

MEEREE STk 2 v 7{EDET, A/G

o EARED LR, AFTRIXT » bitkiF 5 KBT-
1585 OEAMENESRERY 7 5O F U Ampicillin 3
¥ Bacampicillin ® 5 » P EEHEHEESTLERDLNTE

DY, LIRIALOECRIHBEEREET 2EDIC A
BhaBLLHIRTHAD LEILhS, 7 VT F=v
EOBWANTEMICEL TS b RERE, TEHLECIIR
BRRDLRAN -1 EBEREMLELEELLR
5 [

RD pH DETRAROBEXRFEOLIETRT S
—ERRFT R A - T e o i &0 b, By %
BELIHERE LCGREBEIW S AENEREEZD
h3, RAZEOHEMY 900 mg/kg HEFHTEDLRE
2, BoRBEBCEELEIBE IR TEEFEN
BEIDBNLDEEZBRD,

BEREECSWTEHEIRMOMEROEINE, M@
R « BRFHCIRE R > Tle v T L i Ed
b, BYOIEREVD X W LABRRISFTR & H#ET
&5,

REERRECRWCEMRSHERED Aty
BB HRAH, FESERCIIE A EBEMRR B
BONCBEISHIRORERZELE LTED BRI, &
DELIMERECRFT 5B CBER SO T, &5
BOBEINCH > THEETH LD TR~ AERED
O BERMERZE A ERD b i, /NEOTEMAEYIX
EFCHRAINTER Y, 300 mg/kg L ED 58 ClEt
DREENRRLNB T LI ED D, BYOHEERBES
THRYIEANRBE I R,

2) BKREFAE

KBT-1585 D EFIR GRS TEWOEMEE 2 bR
B0, HESHCHRECED bR & B HEO K
ERTTH >l REEHOBILITKESEL6 HE X
DEIRBA L, HEBECIXZEAERDON k-
foo EF-MEMVL 300 mg/kg 7o & 0N 900 mg/kg 5
R LTEHEI R,

BRIE O REMZLIR S ZBECRD b, BEHE
WDRE R > Tkt 900 mg/kg IEHEDOLXTH
1o

ChHDERYX D, KBT-1685 0 ¥ — 2 LRI K15
3 7 AR DR SRORAEFRREL 100mg/ke & H#
gIxhb,

X [

1) kB, Y M, REFEKAS, FINAR, HEF
HR, MK, FILER : Lenampicillin hydro-
chloride (KBT-1585) ©o<v &, 3 » F s X 04
X R 52EE.RER, Chemotherapy 55

2) XEFXHE, WE K, RBEAS, FIAE,
Bk, REHEWME, FWWEX : Lenampicillin
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hydrochloride (KBT-1585) ® 5 v + & A& 51T & mpicillin hydrochloride (TAPC) o % 3 B2,
537 AE A #HMEKR, Chemotherapy #Hjih BAth E-/ AR REOKSE S ENER
3) HEE #, HAXH, AR : Pivampicillin © AB, BRAEFHEE 49 1 746~759, 1975
EBRBI I3 T % R B, Chemotherapy 22 : 5) HEREfE, dt HBEs, BREZ%MKE, EIR %: Ba
357~371, 1974 campicillin hydrochloride D &tt, WaEs Ly
4) #Kk B, HHEEK, =kHHE, LEEH : Tala- 844 % i RBR, Chemotherapy 27 : 17~29, 1979

3-MONTHS SUBACUTE TOXICITY STUDY OF LENAMPICILLIN
HIDROCHLORIDE (KBT-1585) IN DOGS

Kimiaki Hirakawa, Takasur Unno, Fumio Ocino, HIDETARO TAKEBE,
Tetsvo Iino and TakasHr Nose
Pharmaceuticals Research Center, Kanebo, Ltd.
Taxuvo Aoyama
Research Laboratories, Torii & Co., Ltd.

Subacute toxicity of lenampicillin hydrochloride (KBT-1585), a new ampicillin prodrug with excellent
enteral absorbancy, was examined in dogs by oral administration at a daily dose of 100, 300 and 900 mg/kg
for three consecutive months. The typical findings associated with the drug were vomiting, salivation, the
increase of water intake and A/G ratio, the decrease of total protein and urinary pH, and the erosion of
the gastric mucosa. Above toxic findings were substantially similar to those of the other ampicillin derivatives
in the incidence and extent.

It was resulted that KBT-1585 might be low toxic antibiotic and its maximum oral non-toxic dosage in

dogs was 100 mg/kg/day in this study.



