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TE=7AR6 7 ARERRE X 5 BHEERRL S0 1 » ABOEERBE KL, UTO

BRI,

1. ABRHIEF, BHPOTTIALRIh 7,

2. 150mg/kg, 300 mg/kg DXL X HIFKEE - @A, 300 mg/kg DIREIC L H THINERL
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5. RE L ETOLMMRER X D ELHIZIMBT B ALERL S D TH - 1o

PlED X5z, KBT-1585 % 1 212 6 # BRI OHKE LicER, B TNFEELEHIALR
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BE» L oRINMECEni ABPC O% L\ prodrug
Td % (5-methyl-2-oxo-1,3-dioxolen-4-yl) methyl p-
a-aminobenzyl penicillinate hydrochloride (Lenampi-
cillin hydrochloride, KBT-1585) D %4t iz L T2 BE
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AUER L, 300 mg/kg I EHETH LI LIEBEIhTW
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Table 1 Experimental design of chronic toxicity
study for KBT-1585 in the Beagle dogs

Compound Dose No. of dogs
(mg/kg) Male Female
Control 0 6 (2) 6 (2)
KBT-1585 75 4 4
150 6 (2) 6 (2)
300 6 (2) 6 (2)

( ); No. of dogs for5 weeks recovery study

05 Lz, el HBEBIIZZZEDH 7L #I%E L,
Fio, EIEAROMENIISEME L

3. BIZEHRIVHAE

1) —REERATR

a. —HER : EBFRIIBR IORE®K 2RHEB D
1H2E8E L

b. & : 8 2 EEIE L.

c. FFHEEE : ®H 16 Rkl 4008 252 B
IR~10RDRER LI Y 1 HOEREXEH, 1AM
S 1 BY Y OFHBERE Y RD T,

d. #RAE @ 1B 13K 1,000ml OKEKE S 2
BHOIBKREYAIE, RRAKEXEH Lk,

2) EERREENRE

B5BAART, R5B1A% 1, 3, 68 BR L UEER
R TREDEF 5B, TELOMW b K Lo

a. RRE: By — By r A L 18 BRIR(16
F~TEI 105 M URBXEE Lico ¥ME
SEEI X DRI LB R AL » o b k58 -
ZEHepHevrE ) ) —4# Ve Y L E v« EiEELE
MN-=LF 4 AT 49 2AB®), Na+K (KEHE LK)
5 L OB DOV TREY EHE Lo

b. MBEHEHKREL ST MBLERNRE | MEEH
BE L LTCRAMmMIRE - BlERE (RE CC-110 B mzk
), m/MRE GRE PL-100 BmERGHELR), ~
<=bF2 Vo ME (378A= b2 Yy b ER), ~ESR
YUl (Y7 VAP~ 2 e EVE), AORESHE
(Pappenheim ), 7= b v v & ViR (Quick —EX%F
%), MAFMERE (Brecher i) &> CHIE L, MRMER
E#% (MCH, MCV, MCHC) »HH L,

MBALFHRE L LTIk GOT {Ei:fE « GPT EH(E
(Reitman-Frankel Z53£), Al-P {E#:{E (Kind-King &),
LDHESME (P=tr 7= VSO VvREE), M
PEH (O-7 3 7 €7 = =—NVEAK), BaVvATr—

NME BERE), PV SV FE GERK), BEA
& (JBIfEtEE), 71073 VB (BCG %), A/GH (B
KIkEIE), RRBRME (S7eFrE/ 4% AHE
ek, 7v7 5= vl (Folin-wu &), Beyry
V& (Evelyn-Malloy %), Na f& « K f (RIBEER,
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LAY, P (BRE oW THIE L

ERMBTERUEEIR L VL, 77 b e vEvE
BEEC 7= vBF L) v AR THER S =30
¥, ZofiomnkikEct EDTA-2K THEE 2
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B BLSELTELhICmEY BV,

c. BSP, PSP 1k : F—{L¥#ASHE BSP A%
F LU PSP AFEw ARUEAZFIR~ T Eh 15mg/ke
R XU 3mg/kg &5, 30 SHCARREMESIRE b~
SY VB YY) vOR X VR LEOSEEC X v B5h
Fo £ % i\ » T Poutsiaka-Keysser. Thomas gz ff » T
E”% L'ﬁio
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_gaﬁ Lf&o

f. RIRZE: WRSOREXARMCEHELLDOD,
HIRMAARE» # 5 RC-2# (=2 —v) THE, HE7
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JRER Y AREAREIEEE MES-3102 (AEXLE) 2R
WTERE L
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1) —BERKRATR

a. fEdk: KBT-1585 - 75, 150, 300 mg/kg %52
DWTHIZDBPDOFETIZ A LRI o1,

EMREH TOXEL—BIEROEL E LTRIRE,
g, TR HEIR,

BRI ABRI IR B R - TR e, Lk
DO DBENEN S ¥ — CRETRIECE - TE&E
FHBCREbIS X 5127t 1o AFT R 300 mg/kg 3
SHTRL2PICIFEIRER L, 150 mg/ke X5 I3
6/12 Pl BRI A bhicht, 75 mg/keg R EB IS

CHZEIhieh o tc, EERRICA - TREIIKRERS 4
~6 HECHEIRAMN, UEIEE LA,

EH I3 15 ~ 60 I Bb i F ORI EDIR
AT HAE LEBERRE T - 7o & OEHIZH 180 B
DR E LA T 75 mg/kg 55 Ti% 3/8 F (1~5 [@/H1)
CHER SN T E ik - MR SR o ik gt
B & REBHYH DL, 150 mg/kg ¥ 5 TIX 6/12
Bl (1~9[E/fF)), 300 mg/ke H5HFT1x11/12 F (5
~36 [|/F) hico> THEIN, ik OEHIZIK
REXHEbRIH -7,

THIL 75 mg/kg XERT 1/8 41, 300mg/kg 5
BT6/12f8cAbh, Hic 300 mg/ke 5D FHO
REBOBUIK BT HRAL N SN 5 edd, TORE
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Fig. 1 Body weight of male dogs given KBT-1585 orally for 6 months
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Fig. 2 Body weight of female dogs given KBT-1585 orally for 6 months
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b, & : BohilifH% Fig 1, 2 @R Ll &S5
BRI, ER SR LR L OMCEERER I -
oAy, B 150 mg/kg & 5H O 5EEHE 35 HETO
FEBMEEHC R, Mo 300 mg/ke
HEBEORSHAKILA ¥ ToEKER MBI L
NEEREELY TR L, L LIMOKRENRCEELE
bidie, KB L BREL A LRI -1,

c. MFHERER L UEKE : Bohiciif% Fig 3
~ 6T Lico IREHM s X CRERRI A UigEE &
DEICEEREZRZ SR > T,

2) BRIKFREEFAIRE

a. [RIRE: FIREHLUNBHORREBRCEER
EFR A bR 5t

b. MEFAIRE : B85 WK% Table 2 KR L
o FREFLANBHORERR L OMICERLE IR
E)ili£ﬁ>*37to

c. MEILFAIHRE, BSP - PSP RE : B85 h ik
% Table 3 127k Uic, HETIXIREBIAH 6 » A B ORE

T\ T 300 mg/kg IX5HORERME K F B Lkl
(P<0.05) 2aphiehs, KRB L HEFRCELL, —
7, METIIREBAAH 6 » § B OBREIC IS\ T 300 mg/
kg & 58> LDH EENHBECENE E L ED
(P<0.05) %R Licns, BERMOREEE ORcitEnR
KRB X 5Fb AR ol EBLEA L
BRI BRI ETH S LRI Shi,

d. MmFE : #Ti%55A% 3 7 B B ORER S\
75 mg/kg XEHORBNECEE 7t W (P<0.01)
HERD bt AR e S REHHOER X b
ZOFRAEB I A ER D RORLA 1

c. LERBRE: RAETRv» 72, PRETER, A
Rfr, EBMRAEANBHEEZED THR IR, dose-
dependent % 7-(3 time-dependent 7¢REBEAARITEDHL
highotco

f. ERIRE : BRI DOIRE TIXHED 150 meg/keg HE5H
D1#AE, 3788k XVHD 300mg/kg HEFHD3
HAEDRETCE A 1PICKEDOBELTM A A& b h

Fig. 3 Food intake of male dogs given KBT-1585 orally for 6 months
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Fig. 4 Food intake of female dogs given KBT-1585 orally for 6 months

(g)
400+

300+

200+

o——o Control

—— 75mg/kg
a——=150mg/kg
+—300mg/kg

Recovery period
e a—

1 | IS (N SR SN U S S
T T T 16 18 20 22 24 26RT R RS

(Week)



13

CHEMOTHERAPY

VOL. 32 S—8

[013U0D WO} JUSIBJJIP A[JUBDIJIUSIS ON

qSF (By/8wgy) o=u  (3y/3wong ‘B/3wgy [0NU0Y) g=u  PoIdd £19A00]
UBSIAI @/8wgy) p=u  (8y,/Bwgog ‘B /Bwpg onuo)) g=u portad justuess],
¢S50+ [8E0F | 2S0F |95 0F CE0F [SE0F |98 0F|91°0F ¢'1F [80F [80F |C0F L'OTF[0°9 F|T1T'6 F(€'S F
02°¢ |2€'€ |86°1 |25°¢ |[82°¢ |[SS'ST |86°FPI |8p'SI |[€I'ST | L T |S 9P GGy [0°9y |8'PF |8'E€h [G°€89 | 07489 |0°FL9 | €°6S9 |G €E9 00¢
8S°0F |9V 0F [0S OF | €V OF 6E°0F | IE0F | P2 0F [ 92'0F L'0F |8°0F [9°0F [LOF 6°L F|9°9 F|0°6 F|L'6 F
S€°C |€9°C |S€C [0€'C |L9°C [08°9T |€6°GI |2L°ST |2I'SI |2S #T |G 0S 0°8y [2°Lv (2'Gh |2°€y |0°9EL [ 0°F69 | €989 G999 | 8129 0¢1
PEOF [€S0F | 9L°0F |95 0F 90+ | LEOF [ 62°0F | 8P 0F 6°0F [2'IF [9°0F |O0'IF V8IF| v ¥eF | L CCF|ELIF
€8°¢ [88'T |€I'¢ |88°¢C 08°GT | €0°91 | €2°ST | 00°SI 8°Ly 8LV |[8'Sh |G¥P 8°869 | $°969 |87LL9 | €£72S9 el
LST0F [ L9°0F | 0S°0F | 9E°0F 0P 0F [ PP OF | CPOF | IPOF 0'T+ |[6°0F [80F |GIF I'VIF|6°VIF |8 EIF|C 12T
SI'¢€ |85°¢ [S9°C [82°¢ |2I'€ |[SE'9T | L6°ST |09°ST |80°ST | €9°%I |0°6¥ '8y | S°9y €SP | 2€y [0°2IL | S°G69 |0°189 | 27099 | G I€9 [onuo) g
990+ [ ¥9°0F | 6E°0F | 9V 0F SE'0OF | PEOF|EE0F | 6E°0F I'TF |O0'IF |6°0F [€CF T2IF| UELF |8 PIF|L8IF
GL°¢ | 8€°€ |2€'C [08'C |8LC |[0L°ST |€0°SI [86° %I |€8° T |80 %I |G 9F 0°9y | 0°Gyr |O0'Gy |€°2p |0°289 | €899 |S°099 | 0°0S9 |L 629 00€
VO0OF [ 65°0F | SF OF | L5°0F 60°0F | ¥C°0F | 2E0F | 0E0F 9°0F |80F |L0F [€T1F 68 ¥|6'8 (86 F|6€IF
S8°¢ |0L°C |[L€C [€8'C |2€°€ [00°9T |02°SI |28°%T |LL°¥T | EL°FT [0°8F 0°9% | 8%y 8%y |[LCF |S'EIL | S1L9 |8°6S9 | L'2S9 | 0°029 0¢T
€E0F | 8P OF [€L°0F|06°0F 8L'0F | ISTOF [0S 0F|95°0F T'IF |€1F [6°0F |['2F 8°G F|L9 F|90IF|LelF
0L°¢ |8¥'2 |[86°C |¢€L¢E 89°ST | €9°GI |86°FPI [ 0L'¥I €Ly | 0L |E'SY |gEh 8°€69 [ 87289 | 0°199 |0°S€9 <7
9E0F | SV OF|SPOF |22 0F SPOF | VE0F [ €E0F | L20F CIF | U'IF [L0F |SIF 9°6 ¥|9°0IF |66 F|€6 F
G8°€ |8L°¢ |S2°C (0L |88°2 |0£°9T [28°GI |SE'SI [€8°FI |8I'FI |06 8Ly |-0°9% |8'¥p [L'2v |S'L2L | €569 |G°0L9 |8°¥S9 | 87929 Jonuo) W
Ra2 N9 NE NI 3ld 3 N9 AL AR 201 REN N9 NE T ] N0 N9 NE NI dld (By/3w)
80 x3g
SAREN (Ip,/8) qH (”0) ADd (/1 01) o9

syjuow 9 10y £[je10 cge1-1 gy uaa1d s3op jo sanjea [ed130[0JRWAY] -7 I[qBL



14 CHEMOTHERAPY NOV. 1984
o P w Ty o w w ghi
¢l g S S pe 2 g o
~ = o = 2 = = H
™ © 0 t~ 0 o 0 o0 [Te N~ oo o~ — o0t~
Y g - . PRI -~
Z| g° g9 de  zZ= | g g€ g9  §=
= =4 =4 —~H 4 — H ~H 4 ~H
£
:_;_:\ & oo o - N o~ o~ oo o O @ o~ o0 o ™MW
~ <@ -+ - H —_H = -+ S H =+ = H
Q
m
— N N o 0 w o~ o~ = ™M O ~ o a N Mo
= S~ — S @ oS o~ ) ~ o o~
- N — S N (=1 S-—c D~ —
4 —H 4 -+ — H + +H —H
© 0 — o~ 0~ ~m N ™ S » o ~ e~
I —m 1 oo © o o~ — © © o w 0 o 0 t~
a9 — N — - S — S S — D — —
—H ~+H ™ H - —+H 4 + — H
2
b= wn o v o o w
S I3) =1 L= = N 2} =
] > 4 ~ . H 4
£ o~ o~ © =~ o~ o~ ©
=]
1
S
s w D O w0 - n o N ™ - N W 0 =
= 2 (= o D - — — - —— N o D -
£ i) 3 © o © o © o ~o ~o ~ o ~o © o
c o +H + +H + + + +H +H
" <
2 o
i E W0 - o™ w w o o o~ o= ™o o wn
0~ E I~ ~ o 0 o ~ o ~ o ~ o ~ o ~ o ~ o
X (= +H + -+ +H +H + + +
§ | ¢
= =
‘T B ™ — w0 e~ oo n o [ o o w o~ —
* fut E (=] O o D - D - o0 r= - o D -
& =] = ~ o ~o © o © o © o © o ~o © o
< + + + + + + +H +
N
S
g NN o0 W (=3 [=2r] @ oM o0 v~ wn =
= Iy S D 0 = S o — D — 0 - =]
] & ~c © o © o ~c = © o ©w o ~ o
> + + + + + + + +H
—_
©
2
&0
2 I3) o o w <o w wn ’b\a’t?d
S V] ) =) — ) ™ o~ o
= [ ™ N ™ ™ ™ ™ Ea
£ £ &
] R
o EE
~ o o™ < o« oy © o el w o ™ - o
S © “ H © © H ® H ®H “ H ®H ©H ==
- o _——
< | E g2
= SN
\E\ . o~ el 3 o - N o~ o™ oo ~ o w N b B
S = S N E=) D —— N — — — o gg
z |« 4 @ H N H @ H > H “ H 4 4 23
- o ™M
< I
| == @ o e o © o o < = ©e | wE.
= o - © o~ - < - —— — —— g~ ZEEQ
— “H ® H “ H @ H @ H @ H 4 > H B3
— = g
330
EEE
o wn ™ m w o ~ wnm o~ 0 o = o
o i " e T " e > < -
& ™ N © N g« oo o — o™ <« — — 88'-
+H “H +H + ™ H 4 ™ H @ 4 ==¢
J o~ o
g
[=IR-1=]
b=
c 3 s T o
o 2 = v o o 5 w0 o o L2382
2w z &= 2 & £ & 2 - §EE
S g e - Q [
[aIRS) © © Jon-31
= el
g g
ESE
P w8@
. - o 9o
(% f = D
& - ExZ




115

CHEMOTHERAPY

VOL. 32 S—8

[013U0D WL} JUISJJIP A[3uedijiusis oON

qSF (3x/8wgy) g=u (83/3wQog ‘B3/3wQg] ‘[01uU0)) z=u  porad A13A003Y
Uesiy (8y/8wigy) p=u  (83/3wQg ‘B3/3w(gT ‘[onu0)) 9=u poLad JusUWIIedl]
¥e'0F 1€°0+ LE0F 8¢ 0F L0°T+ 98°0F 9€°0F LE0F €€ 0F 9€°0F S2'0F 62°0F
Sy'ee L6°3¢ €9°¢€¢ SL°¢E 86°2¢ 00°89 22°69 G2'89 86°L9 22°69 GL°28 [4: 44 66°2¢ 66702 68°2¢ 00€
eV 0+ €9°0F 20+ 9€° 0+ 9V 0F 90° T+ GE0F ¢S 0F €E°0F 900+ [ASES PLOF
[TARRS 81°¢e €y €L Sy ee €9°¢€¢ 09789 ST°69 2L 89 LL° L9 v 69 68°2¢ $6°2¢ L6722 89°2¢ €€°€C 0SI
0L 0F 9€°0F LE0F 670+ 8L°0F 98°0+ 9V I+ S6°0+ 09°0F 670+ 09°0F 020+
80°€€ 66°€e 82 €€ 89°€€ 0¥°89 G9°89 €9°29 0€°89 §9°2¢ G0°€2 05°2¢ 00°€2 SL
IAAES SE0F LE0F eL0F EL0F IS°0F S0+ €9°0F 6C°0F 92 0F €E°0F SE0F
ov°ee L1°¢ee ¢G€Ee G2 €€ 86°€€ GL'89 L2769 €789 0.°89 GE'89 08°2¢ 5622 88°2¢ 68°2¢ 81°€2 jonuo) C
8G°0F 8¢°0F ¥ 0F YOI F 6V 0F ¢L0F L9°0F 88 I+ 6670+ 6E°0F ¥ o+ LE0F
08°¢€¢ eLee (43821 16°2¢ 25°€¢ 02°89 08°89 €1°89 82769 €0°29 S0°€2 (444 89°2¢ 68°2¢ 8¢°2¢ 00€
SE0F Y0+ 960+ 29°0F S6°0F 96°0F L8 0F L 0F 92°0F eV 0+ €70+ g0+
GE€E L0°¢€e L1°€E 26°2¢ 22°€¢ 0€°L9 €57°89 66°L9 89789 LL"89 [Vl x4 §9°2¢ 6522 £€9°2¢ 08°2¢ 0sT
¥o+ 19°0F L9°0F 89°0F 60" T+ €0°CF 89°0F 102+ ST°0F 69°0F 9¥'0F 65°0F
0c°€€ GZ'€E 01°€e 69°2¢ 80°89 88°89 G¥°89 00°89 €9°2¢ 88°2¢ §9°22 81°2¢ SL
2 0F ¥E0F 80+ €9°0F €6°0F 99°0F [AAES SV IF SE0F S2°0F €2°0F 12°0+
TARRS S0°€e 8e°€¢e L0°€€ GE'EE 6" L9 SL°89 85789 Ly’ 89 L6719 0¥°22 €L°22 88°2¢C €9°22 09722 [oxnuoy W
Y N9 NE NI ?ld 9y N9 NE I ?ld 29y N9 N¢E NI 91d
@B |
ssoq
(%) OHOIN (ew”) AOI (3d) HOW
syjuow g 10J A[[elo G8ST-1 g3 UaAI3 s30p jJo san[ea [edidojojewd ¢-Z 9[qel



116

CHEMOTHERAPY

NOV. 1884

Table 2-4 Hematological values of dogs given KBT-1585 orally for 6 months
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Fig. 5 Water intake of male dogs given KBT-1585 orally for 6 months

(ml)
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Fig. 6 Water intake of female dogs given KBT-1585 orally for 6 months
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Photo. 1 Liver from a male dog treated orally with
300 mg/kg/day of KBT-1585 for 6 months.
No pathological changes. H. E. stain, x50

80y 1

#oo IREMETIL, HEiD T5mg/ke 5 1A BHOK
HCRIESIROILE, Mo 300mg/kg 5 1~3 %
B EoRECHE OTMm, Mo 300mg/kg 556 b
B HOBRE CHHDBENE 4 LHIFPALRI, —
¥, BEERRE CIREFTRY R THMIRCRD L
nichotc,

.
<t

(Week)

Photo. 2 Kidney from a male dog treated orally with

300 mg/kg/day of KBT-1585 for 6 months.
No pathological changes. H. E. stain, X50

3) FEPBEHRE

a. JHBER:Boh#EL Table 4, 5 KR Lo
6 H F OS5I B s B LI T ik © 150
mg/kg, 300 mg/kg WEBTLOHKELEROHELE
i (P<0.05) %@k, = OMMRILELIBES
Riehs, Withd BRI\ RE 7 B L Th-
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Photo. 3 Lung from a female dog in control group.
Thickening of alveolar septa. H. E. stain,
x50

PRI gl

Photo. 4 Lung from a female dog treated orally with
300 mg/kg/day of KBT-1585 for 6 months.
Thickening of alveolar septa. H. E. stain,

%X 50

Teo EI-EERETIL 300 mg/kg EBEOIIE S L
FET, HRMCRET S LHZ OIS E R OEIERN
DBERD SN TH - 7o

b. HRE IOREBMETR : 6 4 ADREHRKT
BeoER T, Mo MIREIm - $E - B8 - JEE, /NE
DH < FRM « Fif, SigoHm - EMm, oMM« &
RHEm, BoRSAED i HRHUCR D b h
2, WL BERITR Th - oo REBEBFNNTILL
[REEIRE, MSUE, KEAERK, NMEoHI, BEE
Vv AEioRm, TEEAOCER, EOREKIM, Bo
BN E IR, LhL, ThOoDRELMEERLD
THERBMIIRCERD bRtk » e I - BOEHRT
R H & 300 mg/kg %55 & ORic W o5 iezE
AR BRI 1,
BEABRFIOTMTLIO T, T OBER » SR H
i, KEOEMAFEINh, REAKECIZHaEEE
B, TEAoHk, AZoB, MEOCHERINALD
nich, 6 1 FOHRAFBERR LB LBETCHE

Photo. 5 Stomach from a male dog treated orally
with 300 mg/kg/day of KBT-1585 for 6
months. Focal elevation of mucosa.

Photo. 6 Stomach from a male dog treated orally
with 300 mg/kg/day of KBT-1585 for 6
months. No pathological changes. H. E. sta-
in, x25

B A B ehs » 7o (Photo. 1~6),
£ =

KBT-1585 % & — 7 LRz 6 » B REfEE 0 RS Lg
HEEM R Ui, —BERTIX 150 mg/kg M LD
5 CitlE, Bk, 300 mg/keg REFHCTTHRNEER A,
ERRRRETIL 300 mg/kg HEHOREREDOEA 1R
DRt REHMRBRFHRE CIXED 150 mg/kg, 300
mg/kg HEFCLOGBELREROHBINNRD LRI,
ZofEE IRV OO it AR ED
ShY, Eé nBEOCKWBRTRTAL EELLR
o

LROED > B, KR, B, BEAERIEHR
o KBT-1585 v — 71K 3 » AR REEI X 50
AUENHBREABEORBETH B, BE5HKE 6 B
CHERETBZ ECX b Zhb O RAEES % ELE
dhhiehotos

—7%, 300mg/kg HEHT 6/12 AlcBbhic THIL
MAAEERBRTHERIATRVWRVWHTRTH S, HE
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FaARE LB E, TOEMFRCHEVIEAMEE L
T UL LETRORRXIERTHZ ENELS LM
BRTW52Y, SEIOHMB CEHEINICTRIVTHh
DEHT I\ T h £IFEMAE % U 2 BT O I < K4
B THRE Lo+ &3, KBT-1585 2315 PIHIE 12 L
A JIETAREM A b D E VX X 5,

4@, o 150 mg/kg, 300 mg/kg {58 TiRLok
BERHEROAE MM (P<0.05) Ahbhiehy, M
Yo LERIIHE L FOFCBMERT SRR, ¥H
W HEHED (N B0 B IR BARFHIRE TIIE BEI A
Lhighot, 2D EmD RO RIINEROLE
BB, LAY EBEIMRETS > eledic
A UIefiEtiieEic 3 &3, FHEINLeERERV3 0
EHIBT I i,

WAKEERBR T 300 mg/kg, 900 mg/kg D%
TEREDOREMLEL, BRFEEIhT05Y, 40
OBMEERBTL /NSO HM - R - T, SBEOH
s m, BOMGMH « fREm2EDSRTVBH, W
T AEHEBEELS B LN TIRBELLDTHB D
BRAD D VEIATHRETSHS EEL bR,

LED X 5ic, KBT-1585 % 6 71 BfE v — 2 LRz
B 5 T5 LI X W ERACER L TR LR L L
TILHREE, B, TRk IOCMEREEEORI N EE
b DTHHEEZLLN, WEEEDINEBE~DOEYD

BEFRIFICRD bR > IR IALORE
ZEEABIC X DERLOTIHIB LIc T L2 b iy
LThBEEL NS, fo¥s 75 mg/kg K EH TSR
MRBELBDORAED > o > TEHEDRBI 513
R AEEAEIL 15 mg/kg THD LERSTOh 2,
W AMEETCDE Y LERENREO Y % BbH
S R AFBREZ N EBEER, REZENREOY,
154 - F RO B JRER IREHA NI 23 A CR# v
L i‘?’o
X N
1) KW, WmH M, REBHKE, FINABG,
Bk, FESAME, FWHEX : Lenampicllin
hydrochloride (KBT-1585) o< %v %, 5 v }, 4
XTI KT B A HERERBR, Chemotherapy #
rh
2) kMK, WE MK, RBBKE, FIAK,
R, REHME, HWEKR : Lenampicllin
hydrochloride (KBT-1585) @3 v & nfEk
X% 3»AEAEHENRKR, Chemotherapy K7
rh
3) FIAR, WY M, KW, RBHKS,
M IT R, AESAMRE, FLE K @ Lenampicillin
bydrochloride (KBT-1585) ® ¥ — / Ak 3 » A
BOR5IC X BT A FEKE, Chemotherapy
&R
4) KraMer, I R. H. : Fatal staphylococcal enteriti

developing during streptomycin therapy by mou
th. Lancet 255 : 646~647, 1948
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CHRONIC TOXICITY OF LENAMPICILLIN HYDROCHLORIDE
(KBT-1585) IN DOGS

Masaakr Kasuiva and RyuicHr SaTto
Nippon Experimental Medical Researeh Institute
Takasur Nose
Pharmaceuticals Research Center, Kanebo, Ltd.
Takvo Aovoma
Research Laboratories, Torii & Co., Ltd.

Chronic toxicity study of lenampicillin hydrochloride (KBT-1585) was performed by repeated oral admini-
stration of a daily dose of 75, 150 and 300 mg/kg to beagle dogs for 6 months and the following results were
obtained.

1) No death was occurred.

2) Selivation, vomiting and slight diarrhoea were observed in the groups of higher doses.

3) Serum total protein in male-300 mg/kg/day group decreased slightly at the sixth month examination.

4) No abnormal findings were detected in body weight gain, food and water consumption, urinalysis,

blood pressure, E. C. G., hematological examination, oph thalmological examination, organ weights and
pathological examination.

5) Above findings were recovered easily by withdrawal for 5 weeks.

Considering these results, it was concluded that 75 mg/kg/day was the maximal non-toxic dose of KBT-
1585 in 6 months chronic oral toxicity study in dogs.



