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Lenampicillin hydrochloride (KBT-1585) @5 o, ek} %

fafF DB BRI 58k
HANEZR -ATREZ-MEB #M-% #HE
W0 TR 5
GRUES
RERSHALUTER
RE B e &
LB

Lenampicillin hydrochloride (KBT-1585) DELHERA S & O D EBRE & REBEE~D
HEYRBIDI, AFED 100, 500 ¥ X UF 2,500 mg/kg/day % Wistar-Imamichi 5 . + DIEIR
7 A~ 17 BORPEHEDRE Lico FOBRIITEDEY TH 5o

REBBHCEH VTR, 2,500 mg/kg HTREBES—BMEOREIIRSHIMFL Al cgsh
7efft, 500 ¥ X U* 2,500 mg/kg B CHEOEEMMING, EEEORYD, HKABOMEINKIUY
BOBAED LR, IR, FhE LOFECHT 2 EARESEOBBTRD LT, BHIRSE
CRELICEFEEROET S LOSHHBIIRED bhih i,

Fi Bz 0Tk, FESEMN, AREEES XUTE « FBEEREOV-THIZE W T b BAIE
E0REBLZLNBFITBEI RIS 51,

PlEDZ &5, Lenampicillin (% 500 mg/kg ¥ L T° 2,500 mg/kg DIF5EICI\ T EE57E
Yt LIsE, HEENNE, EEEORMY, RAKBOHENE IOEEORASZOT brER3 2
e, BEREHE IER, SE, WEKR L CIRKEREY OB S X O RReN LT
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BERIFE DD ERERI AT,

Lenampicillin hydrochloride (KBT-1585) i & %5 ()
REWEAMCTHE S h &~ Ampicillin (ABPC) o pro-
drug) CH b, K, AZ—~N, TF)—N, FuuKL
LACBDTHETHL, T—F N, t-~FHVTIREF LA
EBEIBRVABRWLMAEORKRCHKITE Vv, HER
BRDOEY TH 5B,

COO0—CH:z— §Z=(%—CH3

0 A _pCH:s O 0O
NH2-HCl N—NTY. -0 N7
5 7 CHs Il
C-CONHI| S o
H H H

Molecular formula : Ca;H2sN3O:S » HCI
Molecular weight : 497,95

SEEELEAEICOWTT v POBRERRNZER

BEfTROCHRET %0
L EBIHS L UCRBF®
1. REBHY

B YFE AR CAE & h7e Wistar-Imamichi 5
b o 9B (SPF 8540 %AV, 1 BHRARBHEE
b2€5 & DREBRBELT R, BELBHOLY

;ﬁtgﬁlﬁf#\:bﬁ:o

By, 1B 24+ 1°Ci8RES55+5 %, HiKmEH 12 @/
R (=17 vy va s =7HR), IRERER 14 B/
BOFRTSRERIE, FHh7RMB)O-1) ¥ —« YAF A
BETHE Lico TRITDREM S X VEAEOF B
WeoWTiL, &85 — > (600W X 300D X 250 Hmm)
A 5 TP OINAE Lic, KEEICIZ, &85 — v (350
Wx 250D X 190Hmm) itfif% 1 TxRE vk, &
RE X OCHEREBWCOWTL, Ry »—Fx— 87y
—v (BA7Vv7) CAGICIE L,

FRELTIE, Sy b o= 2 ARG MM-3#H
BESHASHE) AV, BFRAEKE LbcBhcE
Wi,

FRS » P BB edIT, MklET » F OBEERYE
B, RENPOAOS AL ] : 1 TRBRE, B
AR ¥ 7B IR FAVR H X h i B & 4E4% 0 A
s L, REBRCBELI,

2. BREBRIVERS5HE

FIREBELLMBE 1008 Y h D ERHEN 1.0ml &



VOL. 32 s-8

CHEMOTHERAPY 131

725 X 51 KBT-1585 # AR I K BMAML, 3.0
ml v=F vEHRE (FHREISERESH) IO A
= w7 e Fa—TERAVRHEDREX T -1, &E
BIARRERROERENORE L, b, 1H

T~8UEDIEIRT » b XAV, fE4R7 ~17 B 11 BR,
0, 625, 1,250, 2,500 mg/kg #EOKE LicLZ5,T
NTOBZIFCTIRTHINIERD S 1 ig b - 7o 23, 625
mg/kg U EDOZIZREHT, MK, BEROFELET,
#HEOETHEAL LEELETHRD b, iFk 21
Bk 5 RECBROBEZE TRIREIBRE I h -
oo THLORERML, KRBRORSEIEREELH
FEO# 125 fEic 243 % 2,500 mg/ke 2 BRkEm AR,
LATF 500, 100 mg/kg IZFRE Lo

BEMEIEIR 7T 6 17T BETE L,

3. BEHE

£ 30 FlORERD 5 5, 20 FlOREIIEIRK L OB
ERRIE, BD 1000RKIBERSIEIE, HER
DREIHE Uiz,

1) RERORE

RERoO—RAEOHEIER, $E, &E - KKED
B 2 BEREN Lico FEURM LA RRIEREZTT
otth, FEME (T B M O 2%, 8
B, I, TERIOER) OEERXAIELL, i,
D421 B CEERL LR DLW Tl BB L, FECS
FAERFYTE LI

2) IafF (F) ofRE

£ B 20 Gl ORHER & 4ER 21 H O R ICSEHER EI B
X D ERR LB L, sEIREARL, BRE, £FIF
, FECHE « FETRRFR, £ERFOWE, ARRED
B, A4 ORRRYEIELGEOBRED LRAIEY
Tic ot

KBz o X, EFOREFxDawsor B UM LTE
HEALEE L, BREEOFES JOLERB OV
THREL, B EROBFE2ERS XUEIRC OV Tik
WiLsoN 35 3 X OSERIC DV TR EMAREIEY HEHl
LTHRBREF OREX TR~

3) H&EF (F) ofRE

HASORECE LA 0 A0RKIEA T B
&, (R, AFES MBS XURTHR, £FI R
FoHR, HMHREOERCOVTHRELL,

—IE% b OWE AR 4 BFAIE LTRIERIC
HEATE, MEATEDE8TEE L, £H2l HETHESE
too WEHEFRENOHE (40), HEORE (7
B), S (4 B), RREAZE (16 B) oW THE
Lo, SUFSETH, 4 B AEFAER ((E%4 HBE
S/ A B AFFR) X100), 21 HEE BFEF X

(QIEEBFE/ 4% 4 BFRBFE) X100) ZRDdco
WEAIEE 2] BICEA I, ERReSE, FA
L LT Fh F Ry 4 BB it ic, 1 BEXEERLRICE
BL, BYSEABEREE, FIED BRMICEWTRER
Bt Lo Tobb, 1B 1088 U RER & AFEOF
JETREL L, HEiEZR ((IEZAETERMER /B HEBO X
100) 3 X UHEDIEIRR ((RESRRLAL M 20/ B43K e 00 X
100) % 3RDiI, EIREMEIOWTIL, 1R 21 BIRFHFEL]
B LRHER & RHRICEIZR Lo

Ao 1 BB L ERESHY A, 178 - 8%
BERBRELT, A—F Ve 74—V FTAMBITAF
F— oKy 7 ARV EREE#ETRR Y ER L1,
FA—~T V74—V FFRFIS0WX50LX35Hem 7
4~V FORRCEMEES, FRER (15x15cm)
POEBMOERMBELITH D F TORRIGERMI XV 3
HED7 4+ -V YREBE (BREDE) 2=2=7T v 7
FF#kX L4 Unimex counter TEHkL, L H b
DA%k, BE¥Ed XUHHRERK RETBORAEKOWVT
TRt BEEREFTIINEEEKRRESHEBORF F—
c Ky 7 ABXUOHIBEEZ BV oo FRIEMHEL LTI
Fuwhlg (75V,a. c.,max. 0.5mA,1sec) THEILHLT
Y-TL7 v 7Rl (BE) 2RARCRRL (5sec),
SR T B L N — R I B E R EMTES X
5IHREL, RITRHFG 26sec, 1RFEMZ 12y ¥ a2V E
LCT®y Y2 VETER L, FEREIEZY V2V
TEoEBR=(> 2 » 7 BEEH/HBESEL) X100TH
L7

Bh o1 BB EOFENN GE1EGE 8 &),
FIU10E8R T EBERE (TR, T BE O

Fig. 1 Body weight changes of F, female rats

orally treated with KBT-1585
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Fig. 2 Food intake of F, female rats orally treated with KBT-1585
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e 57,

(3) EEEX XUHRAR Fig 2 3)
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LA L, 100 mg/ke B i) 5 B
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Fig. 3 Water intake of F, female rats orally treated with KBT-1585
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BEKRTHRINBE LA VL ETE
B LI

HE M OBEERITRS NS Lix
P, 500 mg/kg 3 X T 2,500 mg/kg
HTiaWmE b > T2 OFER
MNEBD LI,

kB o i 500 mg/kg ¥ X
Ut 2,500 mg/kg BT\ TS BIE
#%, HEBE AT A EEHED
bh, EKTHT BT T OFMIR
- Too 100 me/ke BETIXIEIR9 B
TO* 21 HORKELNNBHEICHAR
ﬁ?lﬁ/}‘ L'fCo

4) ARBRERES IVRBEER

FEYBIRC ST B ER T, £

] | 1 | ] | L L
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Pregnancy (day)

fik, B, FREEDHB\MIKER) OEBIOWTHIE L,

ek, RBCAVLRITXTO Fy BifpiconTHl
BET -0

4. EEHEEROEHT

REREEDOHEEREIIL, STUDENT D t REER X
U2 RBREEZ AV,

IL £ B & 2

1. BReRIETTEE

(1) —REs L UETE

BERSETHS 2,500mg/kg Hitk\ T &E52~
3 A X hefloBcBE~FEEORE,IBIE SR,
FEIRSEECERT 58O b DO TH o 1ot &
S5AROEBHEVEETNDOIRDOND K5 »
720 RBEECIEIR 9 BT 1 MIFETC Lics, BYEURL <
ARLBLDTH oo

2 #EOHB (Fig.1)

500 mg/kg BETILIEHR 13~17 B, 2,500 mg/kg BT
VISR 15~21 HoOM, G#EANBHRIEBELTERER

Lactation (day)

LR L LBEROBAMNRD bhicfl,
BEDORE L E % Hh 5 RIRKFT Rk
hotc, JERERIRELLT, B
KEICHE  BERBRVRS B &0 - £HCHA
Ihic,

BEEETIE, FRSHECEBREROARELEMIR
»HhtcA, 500mg/kg 3 L0t 2,500 mg/kg OFHT
BIREEN &SRB LTI L,

2. FAfF (F) cRiETHE

(1) FEANEZE (Table 1)

ERK, EERER, RAETR, i, BFERY
FThICEWTH LR EH L NBRE L ORCEERERR
Dbhlshot,

2 smE (Table 1)

AERET1HADBERIRAD oo FOMOBED
Lk & LTit, B/MEHS 100 mg/kg, 500 mg/kg Bhc %
RERLIF (i 0.4%) % X 002,500 mg/ke Fic

261 (0.7%) B Hhiehl, WTFhHEFEETHD, b
ORBEFHED eh o7

(3) BitE (Table 2, 3)

EARRE UTRHEEESEA N B c2 i (1.5
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Table 9 Morphological differentiation of Fi pups
Groups 0mg/kg 100mg/kg 500mg/kg 2,500mg/kg
Auricular standing? [ 4] 100.0 (123/123) 100.0 (129/129) 100.0 (124/124) 100.0 (145/145)
Hair growth [ 7] 100.0 ( 72/ 72) 100.0 ( 80/ 80) 100.0 ( 80/ 80) 100.0 ( 80/ 80)
Eruption of incisors  [14] 100.0 ( 72/ 72) 100.0 ( 80/ 80) 100.0 ( 80/ 80) 100.0 ( 80/ 80)
Eyelid opening [16] 97.2 (1 70/ 72) 98.8 ( 79/ 80) 96.3 ( 77/ 80) 96.3 ( 77/ 80)

[ ]:Days of age

2 :(No. of pups differentiated/No. of pups examined) X100

%), 2,500 mg/kg BT 1M/ (0.7%), F1=, SEHHES
BN 2,500 mg/kg BET 141 (0.7%) Bdbhic,

EHERL LTI, SRS 16 (0.7%) B
roh'/’:o

AF DB RBCOW I ELETREL DR DR
FrBEIhcn, BIREH L INBHCEREE TR
e otco ALBIIBRHER S L OB BRSO LB
ERELEDRFIRDORIL ) 5T,

(4) AfEfZE (Table 4)

MBRF & LTk, K§E 500mg/kg FT14] (0.7
%) BdLRIAM, REIRANEEY S EKE5HT
REBEDEE CTHR N (4.5~6.8%),

3. Dif, WERIUCHERF F) cRFTHE

1) #iE, BF, BIOHBEFORKRS L (Table 5,
6,78 9

IEIRIARIE BIR SR & b 1922 A TR & © Kic
ZIRDLAT, B Fo) OFERER LOHBETH
CHBBERBRING o1 ¥, FREBOEFEH
AR, s XOFEFFE L NBRECHEREL T
Mol FiER ERECHTIEFFROEE) k&
OVEEFDLEK 4 B AR 500 mg/kg 3 L U8 2,500
mg/kg MEEIC I\ CRIBEE X b BRI BT/ BB
Bi}’bf\:o

EWE BRI ST A AFOEERINCOWTIL, &%
SR LVBRTRELIBHONT, BE 4 B LR
HF TORIFIETIIRD b hich -t BEFLAI0EHES
¥ TOFREBERIINIBE & ORI £1IBBDLNT, £2TD
HT—RREBR LORBHEC S RFEIAD LRI, -
o

(2) l##EtizE (Table 10, 11)

BEHFOENRTIX, HIXEHLLEESORELLLN
BARMEIIRD bhich ot Fio, BEF (1058

) TR ABBERTIE 2,500 mg/kg BHORETHE
BAIRERIC A LW B ERTLTH o1,
BERAFOAIRAES & LT, K E » 100 mg/kg,
2,500 mg/kg WMEET 14>, HAEN 2,500 mg/kg
BT 16, 5H3MERD LR,

(3) 778h ¥ TBHssEMZE (Table 12, 13, 14)

BEESFERECRS VUL, HRBRESL UB5Y
(2,500 mg/kg) LHBEY 3 » 7OEBRITT €y v
a2 VTH#HI50% ki L, BERTE#RCEEOERIDD
bhieh -t

A—=F Ve 74— A FFRIMCENTUL, ZDLEN
b, SR, BHE, hRBERMOLEE & b ABELEK
SEOMTERENRL, BEr—vhb7 « ~ VKW
LR OFRECSTHEBIER LEL bR, RER
T8 % T BB - Teo

(4) ATEHSRERRZ (Table 15)

BB ORI I\ T, 1/9 #l (11.1%), HekwT
1/8 (12.5%) THIEHEDTERBMNTE s »leht, &5
BECIaERE - S REIC A 2B CATERED R S,
TR b ERIc i X hic, 1EIR 21 A OFEEIBORHM
T, BRK, EEMRER, K, REEES JOREF
FTROWFHICE T b AERE LIRS oM 225
HoHhY, BREFOATBREIBRIhich oo

. = =

BERERIC TS KBT-1585 ¥ 5nEELEXbL
BELMRFRR, RERSETHS 2,500 meg/ks F
THEINAHE, 500 mg/kg 3 X0 2,500 mg/ke B
TH LRI EEREING, EEEORD I X ORKED
HEINTH > oo MERALEDOERIZ LB DD L Bbhl
2, —BRTH Y, REDBKBBIHE > TRSHRE
FNORBETBIORAD L AhG, —MEHRAH
KRB EERTVB L0 L Bbhi, EEREMPHIZ
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Table 12 Avoidance responses of F; male offspring from rats orally treated with KBT-1585

Groups 0 mg/kg 2,500mg/kg

Session
1 12.0+ 9.0 ( 9) 7.9+ 5.4 (10)
2 26.9+21.1 ( 9) 19.3+£24.1 (10)
3 44.7£26.1 ( 9) 27.4+25.7 (10)
4 46.8+28.5 ( 9) 40.9+37.1 (10)
5 51.4+26.2 (9) 50.4+39.3 (10)
6 56.8+31.7 ( 9) 52.7+39.5 (10)
7 59.7+33.4 ( 9) 54.0+40.8 (10)

() :Number of animals
The data present the mean + S.D. (Avoidance rate %)

Table 13 Open-field test for Fi male offspring from rats orally treated with KBT-1585

Groups 0mg/kg 2,500mg/kg
Stand up 28+10 ( 9) 28+ 6 (10)
Urination 8+ 7 (9) 8+ 7 (10)
Evacuation 3£ 2(9) 1+ 2 (10)
Stand back 0+ 0 (9) 0+ 0 (10)
Sedation time (s) in center circle 2+ 1(9) 3+ 2 (10)

() :Number of animals
The data present the mean + S.D.

Table 14 Open-field test for Fi female offspring from rats orally treated with KBT-1585

Groups 0 mg/kg 2,500mg kg
Stand up 31+ 6 (9) 27+ 5 (10)
Urination 5+ 5 (9 3+ 2 (10)
Evacuation 1+ 2(9) 1+ 1 (10)
Stand back 0+ 0 (9) 0+ 0 (10)
Sedation time (s) in center circle 4+ 3 (9) 3+ 2 (10)

(

The data present the mean + S.D.

) : Number of animals
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AHILBMTHY, NEHLERLTHS BREOM
#HicT ¥, KEHBEE» CBERINLEBEEORD
YR LIb D EBbhic,
IhLORRIBROEHRER S JURIEEEOHM
LhEHET, MELDT v M 12 BESERRY OFR
LEBLTED, Thishe, R » PS5 L
LI X ABERNEEIRRD LRI, 5,
BEONE, Bt LOARRER STz, A%
BRTBEELONITHILLBRINTY, (LERE
LEFHERD D, AEVBFCESHIERL IOHEE
MEERX R TR E LD LB, ¥, F
BB RETOEEE, ATEREE, X UTTE -
FEBEOWTREEVCTLEAIRSOHELEbh 3
FLERD ST, HReEWLTAORAIKE & BRE
DEBR LA, WTFhLBERENRTE LHE S hic,
LlEo X 51z, KBT-1585 i 500 mg/kg 3 X T¢ 2, 500
mg/kg DIXEERRNT, RERRCBERRE, &
ERINE, EEERD, SRKEHEINK XOEHOEX
Te DL R RE IR, ER, 2, WERLUOKR
KRB OB R X CBIEN R ECH LTIREY R

FEWbDEER I, LicA-T, FRRBREET
TR TOCHAEFCHT 5 RAEERAEIR 2,500mg/
kg L¥HFIh i,

X [
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TERATOGENICITY STUDY IN RATS BY ORAL
ADMINISTRATION OF LENAMPICILLIN HYDROCHLORIDE (KBT-1585)

Kivonor: Taucui, Noriyuk! Icarasui, Tsutomu TakesuiMa and Konser Kou

Imamichi Institute for Animal Reproduction

Takuo AovaMa
Research Laboratory, Torii & Co., Ltd.
TaxkasHl NosE

Pharmaceuticals Research Center Kanebo, Ltd. ’

Study on teratological effects of lenampicillin hydrochrolide (KBT-1585) in pregnant Wistar-Imamichi
rats carried out by repeated oral admnistration of a daily dose of 100, 500, 2,500 mg/kg during organo-

genetic period from day 7 to 17 of gestation. The main results are as follows ;

1. Salivation in the 2,500 mg/kg/day group, and slight suppression in body weight gain, decrease in food

consumption, increase in water intake and enlargement of cecum in the 500 and 2,500 mg/kg/day groups

were observed.

2. As to the cesarean section findings, no changes attributable to lenampicillin treatment were obseved.

3. In the observations of (F,) offspring, no significant difference was observed between the treated groups

and the control group in terms of survival body weight gain, reproductive performance, behavior and learn-

ing ability.

From the findings mentioned above, it is concluded that the maximum non-effect level on the fetuses and

offspring is 2, 500 mg/kg under the present experimental condition.



