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Table 1 LDs, values of DL-8280 in mice, rats, dogs and monkeys
LDs (mg/kg)
Species Route
Male Female

p.o. 5,450 (3,240~9,140) 5,290 (4,030~6,960)
Mouse iv. 208 (194~223) 233 (213~255)

s.c. >10,000 >10,000

D. v 3,590 (2,950~4,360) 3,750 (3,190~4,410)
Rat iv. 273 (252~295) 276 (254~300)

s.c. 7,070 (6,460~7,730) 9,000 (7,070~11,500)

p. o. >200
Dog .

iv. >70
Monkey p-o. 500~1,000

Figures in parenthesis represent 95% confidence limits.

$#E AV 30ml/min DB CHIMEBIRIC ER Lk,
SR OBRLSIEEIX 10ml/kg KE L L,

o RERBOEE X 0 TVBERE Lz, iz
0,5% CMC /¥ #kic 200mg/ml DWEEIC/2 3 L 5 iclk
FL, 25 BXU5.0ml/kg BhESE TAME VL7 A
WTERNIRAH RS L,

4 HE

TYZ, Ty b EBOBIUBIRNEE TiX LDy 3
ADS~TRRY, FETHETREETREKXE
(10,000 mg/kg) T 3~4 FREHE L, 1 BB
Wiz, AREREYY, v YR, Ty bE HI0T &
L,

1% BORETIZ200 8LV 400mg/kg ¥, Bk
Ti 50, 70 3 X % 100 mg/kg ¥ F RN Y S 1
Bl Ui,

¥ 500 mg/kg % 3PEiZ 1,000 mg/kg % 4 FCICEE
AREL~,

5. ERMERBIUKRE
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FYZVEFL K (TG), =Y =27 55—+ (CHE),
FYAME L (BIL), 7 L7 % =3 (CRE), RRZ &
(UN), Zra—=z (GLU), REB (TP), 7A7Iv
(ALB), #E#Y > (P), 227 v —n (CHO), A/G &
FHY 7TI6 REEMTERICL Y RIELE, RTHIZE
BHELPICHREITo N,

P AR I CERERES 1 BHBEELE, BL
PlIFERERCH TR L I,

6. LDy HOHMH

LDy fHiX, =9 2BXUT7y bOBA, 5 #%7H
DORLRIZE S % LITCHFIELD-WILCOXON %V iZ %
WHHHL, A XBICFALOHBE, FRRCBIIRE
EBhOEHELI,

= R R

1, =&

1) LD, {E (Table 1)

LDy fE (mg/kg) 12, EOHKEOPEHT 5,450, i
5,290, BEDHSHET 208, MT 233 Thoft, BT
#E5Tix 10,000mg/kg &5 LT b L $I250%
Pt oRLiEEsD bivd, LDy fiX 10,000 mg/kg KL E
LHEL,

2) fERP I VETEE (Table 2)

BN#E  {EH 09I ERESHET, BRTE,
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Table 2 Number of deaths observed in male and female mice after administration of DL-8280

Male Female
Route | (mg/kg) Days after administration Deaths Days after administration Deaths
1 2 3 45 6 7 | (% | 12 3 45 6 17 (%)
1,600 0o 0 0 0 0 0 O 0 0 0 0 0 0 0 O 0
2,130 1 0 0 01 0 O 20 0 0 0 0 0 0 O 0
p.o. 2,830 0O 0 0 0 0 O0 O 0 0 0 01 0 0 O 10
3,760 2 0 0 0 0 1 O 30 2 0 0 0 0 0 O 20
5,000 3 0 0 0 2 0 O 50 5 0 0 0 0 0 O 50
5,920 0o 0 0 0 0 0 O 0 0 0 0 0 0 O 0
s. c. 7,690 1 0 0 0 0 O O 10 0 0 0 0 0 0 O 0
10,000 4 0 0 0 0 O O 40 0’0 0 0 0 0 o 0
163 0 0 0 0 0 O O 0
186 2 0 0 0 0 0 O 20 0 0 0 0 0 0 O 0
205 5 0 0 0 0 0 O 50 3 0 0 0 0 0 O 30
i 225 7 0 0 0 0 0 O 70 7 0 0 0 0 O O 70
iv.
248 9 0 0 0 0 O0 O 90 6 0 0 0 0 0 O 60
273 1000 0 0 0 0 O 100 6 0 0 0 0 O0 O 60
300 8 0 0 0 0 0 O 80
330 100 0 0 0 0 O0 O 100
W, 7/ —€¥&FL, EREBEBLTEEL, —1 »ohic,

Ui, —BERIEE L er 5% 4~6 BIZEE
L, £EFICIRERERIREHLBUANICHE L L
2o

BTHRE : EROBRIBEOZERIVLBR TH
Y, B&E%3~6RML Y HRESHET, RRTE, #
WTRERIME], REA, HEEEBEB Sz, BEHI,
TORBEEBR L CHERELICL YV ERESR 1 BUAR
BT L7, £FH T ERERIRA CERL, #5%
3 BICIZHK LT, £offlic, 5% 1 BIZRHMmAS,
ERERE%3, 4 BXYBREBMOBERORR, BiE,
HfLB3 Do EFRICH BT,

Wik BREE% LY, ER, EREEE B, IRBRkE
WAL bh, BTHAIIFEREIRICE Y BE% 8 LN
BT L, £FHIT, 5% 10 D CERE R 3 4,
BRESET, BEAZRLEY, HEB1BBIIZzZH
b OFER S HE L,

3) HKRFHR

EH : fio 5 oAk n, KT, #IRNEE0E
2Fli, B OBE AR mAE O E 0 DEF)Ic

EFD  REBMET oXBROBEHORE, KT
B, EERETREOEEMIC, EHEARE
THREDVEFICBEBSh,

2. Jvb

1) LD, {& (Table 1)

LD, fE (mg/kg) i3 N#EDFAHET 3,590, #T
3,750, R THREDBAHET 7,070, BT 9,000, %EO
BAHET2I3, T 276 THolx,

2) fERB XIUETRB (Table 3)

RORE  HEH 55X HE, REH02XYEH
REHET, RRTE, #VWTHT LA B RE
Ao R, MR, mesBgsh, 77/ &
BETZRIALALONE, BEMIEREHFELE
%, 5% 2RMLY 1 BORICHEREEL TETL
Tco AEFICRHBES 1 BT ETERZIZEHERL,
HEBESH O 548 5 BICiEELE,

ET#HE  EROBTIT+ ¥ % L ARIENRERE
DLBRTHY, BERI~6RMLY, HREAHE
F. BRTEZOKOKE L RROERIBBSH, &
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Table 3 Number of deaths observed in male and female rats after

administration of DL-8280

T Male Female
Route Dose Days after administration Deaths Days after administration Deaths
(mg/kg)
1 2 3 4 5 6 7 (%) 1 2 3 4 5 6 7 (%)
1,890 0 0 0 0 0 0 O 0 0 0 0 0 0 0 O 0
2,450 1 0 0 0 0 0 O 10 1 0 0 0 0 0 O 10
p.0s 3,190 5 0 0 0 0 0 O 50 1 0 0 0 0 0 O 10
4,140 6 0 0 0 0 0 O 60 8 0 0 0 0 0 O 80
5,380 9 0 0 0 0 0 O 90 10 0 0 0 0 0 O 100
5,920 1 0 0 0 0 0 O 10 0 0 0 0 0 0 O 0
6,750 4 0 0 0 0 0 O 40 3 0 00 0 0 O 30
B G 7,690 7 0 0 0 0 0 O 70 4 0 0 0 0 0 O 40
10,000 3 0 0 0 0 0 O 30 5 0 0 0 0 0 O 50
225 1 0 0 0 0 0 O 10 0 0 0 0 0 0 O 0
248 3 0 0 0 0 0 O 30 3 0 0 0 0 0 O 30
iv. 273 5 0 0 0 0 0 O 50 5 0 0 0 0 0 O 50
300 7 0 0 0 0 0 O 70 6 0 0 0 0 0 O 60
330 9 0 0 0 0 0 O 90 10 0 0 0 0 0 O 100

Table 4 Number of deaths observed in dogs and monkeys after administration of DL-8280

Spocion Route Dose Days after administration Mortality
(mg/kg) 1 2 3 4 5 6 7 8~14 (dead/total)
200 0 0 0 0 0 O 0 0/2
P 400 0 0 0 0 0 0 0 0/2
Dog
50 0 0 O 0 0 O 0 0/2
i.v. 70 0O 0 0 0 O 0 O 0 0/2
100 1 0 O 0 0 0 0 1/2
Monkey p- 0. 500 0 0 0 0/3
1,000 3 1 0 0 O 4/4

TRz S 6 B2 S 1 B OMICEE Liz, £%HHIT
RIhbonERRIBEH 2, 3 BiTiZiEkLi, T oft
KREH%1 B Y BEFEL, RE%3H XY BRELO
BRORRK, MmABEgSh, = o%EMEmLLOmEE,
BEERTH b2 bR,

WL REEBG T DB, PRRERE BLO. RESE

Bih, AR BRETFRELELTHREL TS
DRI L, £FFIZ, #5% 10 2 CEE 2 Mgk
mil, EEA, RERTE, BRESHETERLERN, h
bR bHEE% 1 BEICIZEE LR,

3) HATR

FUH : fiod - MAEA, BT, BRAOIIELH



1088 CHEMOTHERAPY

FEB. 1984

WZRR BTz, B~ ORIER S €l o BRI A
RS O RMTE MR X O TG 02picfigsh
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AP BB ONER AR R B oA plic, BTG
DEFFNCH G, Bl HAE T DRPYHRE A7,
BB RALE T HROMRMEIL, JEMEYS & O HRIEAS R T 8- 0
BB b,

3. A4X

1) LD, {fi (Table 1)

RO 5 T, 200 35 LU 400 mg/kg DG X Y FE
TR bz - 28, 200 mg/kg 50 1 ML
3 PIICIRM: SR S K ORISR ELE L B2 b
fodb, LDso fHiZ 200 mg/kg LA L LHEE LT, BIETI,
50 5 L U8 70 mg/kg #EIC X Y BT EED ST, 100
mg/kg B|EICED 2HF 1 PIHFET L LA 6 LDy
{HIx 70 mg/kg LA E 100 mg/kg % L HEL I,

2) fEREB X VETHEH (Table 4)

BOHE  HENEER 2, 3EEHL D 200 3 X U400
mg/kg & ED2FIC, EHEAZREH IR X Y 200 mg/
kg 5D 1 H () zRWeIHIEALRERN, Zh
5 OIERIHEE% 1 BURICIZIHER LT, H#ITi3RY
BRoOBAEHRI;ZEN TV,

Bk BERA%E 2, 39X VBA, MR M 2550
mg/kg #EHIT, FhTMzZ TEG, BEEAAS 70 mg/kg
BEHIC, &HIITHRREN 100mg/kg BEHICHL
hic, 100mg/kg BED1HlIZF7/ —¥, BREYRL,
PRORAE L L TG 13 BT T Lic, ZDic it &,
g, RREMOFMS X CEREOFELIBE S,
EEFITIE IR 6 DfERIT, BE5% 4 MIICERERL
7o
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BEOB IUBIRNREDEFRICENT, BE%T7A
BIU M BORERELRBD N THRECID B
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4) MmiHLFHKRE (Table 5)

BO&%E» 400 mg/kg B0 1 FlICEED GPT LH
2, BED T0mg/kg B0 16 GPT nELWERB
XU GOT, ALP » L8535, 100 mg/kg HEH D 1 fFlic
GPT 0 EH., GOT DEED LRSS WTFhbBEEHLB
A bhl, LAL, ZhbnBlbirnwih bbb
7 BIZIEEIEL TWwWe,

5) HKATR

L7 100mg/kg %5014 (#) TiX, o>
oifn, BEEOFLIFED bhvic,

4. ¥
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500 mg/kg PBEFEICE Y, 3FI2AICELTIEALL
n, 1,000mg/kg DG Tik 4 FILFANELELE, L
fetioT, Y AFATOREMD LDso i 500~1, 000 mg/
kg LHIE L,

2) fERB X UFE LRI (Table 4)

500 mg/kg TixE OB L% 20~60 S IZHEKIEHE,
WSS, THRE® b, 1,000mgke B0+ it
& HIT, B, HEA, MM 2BEAERL, 34
D% 21~22 BEMlICHh D 1 BN EEZ2A 1T, L
ICERED CIEREREE P> TRE LY, €0l I2 1w
A%, 500 mg/kg ¥ 14, 1,000 mg/kg BED 3 Flicks
%2 MR b, RH L72A -7 1,000 mg/kg
B 1 TR, 0 VIR TEBEERDORBENED
PThHot,

3) #Hm

BT-L7= 1,000mg/kg B0 4 P TiIBio 5 -Mat3
iz, BHNOMKTER LR b+ IRBEBORLA
B1AICH bR,

BB, WTFhoSHTY, B IUTEBRBOHEN
BRETR o8, ERUNMCHET <EELIEDHS
nixroitc,

BEBIUER

SRER TH 5 DL-8280 nattEMEE~T R, T
v b, AXBLIUHAEERALTRMLE,

EO#&E DA, DL-8280 » LDy, fH (mg/ke) i3,
<7 2Tk 5,450 (#E), 5,290 (#f), 7 v b Tix 3,590
(), 3,750 (M), A X Tix 200 LAk, #Tik 500~
1,000 Chotc, BHEERLELT, =&, Ty b ¥
AMTERFEL CHRESHET. RRTERE OPRNH
FER, RWT, MERIME], B8R, REASBOLH, —
F4 X Tix 200 mg/kg T 1/2 {fl, 400 mg/kg T 2/2 fH
EH L, ORI+ TRV HFEEERORERIC
BEO o0, BRTR, BEFIC—HLTHO) 2
mAB» b, 0D -Mid, ERELTEDD
NIBERIME], PEREGCER LT Bbhd, b
B o2 xAEYO 30mglkeg ¥ MERRCHET B L, ¥
BIRIEDBEE 2D &4 5 MR D% L a4 bh
FLBELTV 5, SEDRRICHKTBHRLOHR
L—RFET B, CoBMRAEOHE AROLE
WL EDEBRFHEO LR VIZEBLDE Bbh 3. F
P, SEOEBRH bR O KR PR R
DEET A LiIXTERr o, fi, TUR TY
F OEFHICEROEAR R bR, HEAEEESTS
L, BRMEHESEL L CEBSEAT S LBabh
TRV, ZOBEBEALEEY © HAEEICERTS
BlLEX ORI,
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BEDRED LDy A (mg/kg) 1X~7 R Tik 208
(i), 233 (#), 7 v N TiX 273 (HE), 276 (M), 1 X T
70U ETH o, BHERELTIAL OB IC 3K
WMICEL, W, PRER, BAOSHOK, HRTRMA
D H > MHEED i,

ETEOHE LDy M (mg/kg) X< v 2Tt 10,000
UE, 5 hTizHE 7,070, # 9,000 THYH, WX FH
Mole, BROKR, REML~ORYOME 2 7 b
., EHoRRNEr-ebnEX LN,

LA o8 % iH L, DL-8280 MMM ixfE= T
VWA, REEMERTH), v R, Ty MIRERSD
BMHUERTN, 41X, LRI OOEHREHLRTHE
AW DL Bbhz, LL, BiEERIWTFRD
BT b3t LT PR, PERImE], R ETHY,
ERECOMER LWL LBbhl, i, BRI,

=PRI AL H B L, oV THEERECERNER
L, BicEl3 L 3 ERDOER, 8LUHRTHOS -
mRA etz XY, BEMEICE3bDLEL LN
o

fed, TFEIMMSSEILA L VBMS7T4ES A IZERBL
[

X ®

1) Litcurierp, J.T. & F. WiLcoxoN : A simplified
method of evaluating dose-effect experiments. J.
Pharm. Exp. Ther. 96 : 99~113, 1949

2) /B i, ILWER, KHARB, THES ¥E ¥
DL-8280 N»—MXKF{EMA. Chemotherapy 32 (S-1):
1148~1161, 1984

3) Savace, D.C. & R. Dusos : Alterations in the
mouse cecum and its flora produced by antibacte-
rial drugs. J. Exp. Med. 128 : 97~110, 1968

ACUTE TOXICITY STUDY OF DL-8280, A NEW SYNTHETIC
ANTIBACTERIAL AGENT, IN MICE, RATS, DOGS AND MONKEYS

HirosHr Ouno, Fujio INAGE, KoHICHI AKAHANE, KIYOSHI AIHARA,
MitsuyosHl YosHIDA and TAKESHI ONODERA
Research Institute, Daiichi Seiyaku Co., Ltd.

The acute toxicity of DL-8280, a new synthetic antibacterial agents, was investigated in

mice, rats, dogs, and monkeys.

LDso values (mg/kg) of DL-8280 were as follows : p.o., 5,450 (male) and 5,290 (female)
for mice, 3,590 (male) and 3,750 (female) for rats, >>200 for dogs and 500~1,000 for monkeys;
s.c.,>> 10,000 (male and female) for mice and 7,070 (male) and 9,000 (female) for rats; i.v.,
208 (male) and 233 (female) for mice, 273 (male) and 276 (female) for rats and >70 for dogs.

Toxic signs after oral or subcutaneous administration included hypoactivity, ptosis, hypo-
pnea, convulsion and tremor, and those after intravenous administration were collapse, convul-
sion and dyspnea, irrespective of the animal species. As an additional sign, emesis was fre-

quently observed in dogs and monkeys.

Pathological changes related to medication were congestion of the lung in most animals
that died and enlargement of the cecum in some survivors of mice and rats receiving oral or

subcutaneous administration.



