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Fig. 1 Chemical structure of AT-2266
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Table 1 LDy values of AT-2266 in mice, rats, dogs,
and monkeys

- LDy values and 95%
Species | Sex confidence limits (mg/kg)
i v. s. C. p. 0.
327 1237
i Male | ‘(597~360)| (1027~1489)| - 000
ice
Female 391 1320 > 5000
(366~419)| (1102~1582)
Male | 230, o7e|  >2000 | >5000
Rats
Female| $340_3g0 > 2000 | >5000
Dogs Male — — > 1600
Monkeys| Female — — > 1600

The LDso values were calculated by Litchfield-Wil-
coxon’s method.
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Table 2 Acute toxicity study of AT-2266 in mice

No. of dead animals '
Dose | No.of o of ceet - X‘?"
Route Sex ) . ,1_ 5 6 7 (da rity
(mg/kg) | animals | ;__¢ 6(;3)4 2 3 4 y) @
228 | 8 0 0 0 0 0 0 0 o | o
296 | 8 2 0 0 0 0 0 0 0 | 2590
Male | |
41| 8 5 0 0 0 0 0 o ! o0 62.5
85| 8 7 0 o | o0 0 0 0 o | &5
i V. - R P D U IS— - —— — i
320 8 0 0 0 0 0 0 0 0 } 0
Female| 90| 8 1 0 0 o 0o | o ! o 0 12.5
ema
a00| 8 5 | o 0 o o o | o 0 ' 625
500 | 8 8 ! 3 ! | 100.0
B e e B e T - i
79% | 8 1 0 0 o o o ; o, 0 | 125
Mal 1,000 | 8 2 | 0 o 0 t o 0 0 o | 20
a
© | 1,30 8 o | 3 0 o o ' o 0 o w5
1,690 8 6 ' 2 100.0
S. C. — | | —
79% 8 0 0 o 0o 0 0 0 0 0
1,000 8 | 2 0 o ' o . 0o . 0 0 0 25.0
Female ; t |
1,300, 8 4 o, 0 o0 0 . o0 o 0 50.0
1,690, 8 5 0 0 1 0 0 0 0 75.0
Male | 5,000 8 0 0 0 0 o 0o 0 0 0
p. o. - oo - - oo T
Female | 5,000 0 1o 0 0 o 0 | o0 | o0 | 0
Table 3 Acute toxicity study of AT-2266 in rats
] R i [
' | . No. of dead animal
‘ ' Dose | No.of 2.0 78 amma‘ s ‘ :g‘?”
Route | Sex |(me/k )‘ ) v 2 | 3 ‘ 4 | 5 6 7 (day) ity
! mg/kg)|animals | , .~ | 6~24 | | i | ay)|
B | | | 0~6 ‘ (hr) i i i i . 24
| | 191| 8 1| o o ., 0 , 0 0 0 0 12.5
i 231 8 3 0 0 o, 0 | 0 0 0 3.5
! Male I | ‘ ‘ ! |
; 2718 | 8 7 0o, 0 | 0 o 0 0 0 87.5
00 8 8 ' ‘ ©100.0
i.v. ‘
231 8 2 0 o, 0 | 0 0 | 0 ; 0 25.0
278 | 8 4 0 0 0 0 o | o 0 50.0
Female
333| 8 5 0 0 0 0 0 0 0 62.5
40| 8 6 0 0 0 0 0 0 0 75.0
Male | 2,000| 8 2 0 0 0 0 0 0 0 25.0
S. C.
Female | 2,000 8 0 0 0 0 0 0 0 0 0
Male 5,000 8 0 0 0 0 0 0 0 0 0
p.o
Female | 5,000 8 0 0 0 0 0 0 0 0 - 0
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Table 513X 512, M@H: & RKDE FAS 400 mg/
kg LA ED—Roflic—@tticilndbivic, —R il
DB EZHER ICAD R, 100mg/kg LITF % #5-L
Fe—BMOB TR HKE OB, ¥ foiRik®, 400 mg/
kg LA EDOBFEOLH] T BEE 7o\ LTFH AAbh, 1,600
mg/kg BE-HTIMRERRY % 38 2 1 (Eh Pt S o
B 5 W24 D IR IR % 4T > 7225~200 mg/ kg By 5l D E;
RPCIIA®S S\ B ELEY Wby, HEAN
7 M AR IUOFNAR 7 P ARTORR, EEITREL
D AT-2266 T 720 400~1,600 mg/kg B H-D—HD
Bl TR B O BUR FIC RO E * BT
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Table 4 Acute toxicity study of AT-2266 in dogs

Dose  Animal | Vomiting | Appetite® Other findi
: ”v”rijﬁAil:ipééradrTce | ppetite ther findings
(mg/kg) No. :Frequeric_yj_time (hour) e -
| [i
i 1 1 1.5 good
25 i 12 j 0 good
l 13 I 0 good
11 } 0 good
12| 0 good
I 1 1 .
50 | 3 1.7 good
14 0 good
‘ 15 1 0.1 good
L 16 ; 1 0.8 good
11 0 good
100 12 1 0.8 good
13 2 0.6~3.0 good Swelling in face and ear auricle
11 6 1.3~2.2 good
200 12 3 1.2~4.0 good
13 2 1.9~4.0 good Soft feces and swelling in face and ear auricle
[ S S, S -
11 | 3 1.2~4.8 good Soft feces
400 12 3 0.8~4.0 | fairly good
13 3 1.3~4.0 | good Swelling in face and ear auricle
— f— B - -
2 2 1.5~3.9 | fairly good | Soft feces
3 2 2.3~4.0 good ‘[
1,600 101 5 1.0~3.8 fairly good |
102 5 1.3~3.8 poor Soft feces
103 10 0.03~5.7 poor Soft feces

*: Finding until 24 hours after dosing
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L LTEAR, RIRTE, B, RIS X OSLELEIER

WL OB RTRBIL, MEMF 2 XMRMERER e = h
12X AR ESEOERVFEEHIC AL NI, &b D
Rix AT-2266 & M DML L 7 Piromidic acid (PA)®
< Pipemidic acid (PPA)® D& MR TR e
PR EABWZA U ThoTo LDw ftit = Ads XU
J v b OMIRABS- R 240~390 mg/kg TH LV,
MK 2D o fco HTFHE R~ 2 TH 1,300 mg/kg,
3 v }C 2,000 mg/kg LA LTove D B ED - 7o
AT-2266 & LDy flliZ RN B 50 BE,
Norfloxacin® *[HBRETHD, PPA L bh HeREL,
B T#E Tk PA® PPA Lt RABRETH- 10

Table 5 Acute toxicity study of AT-2266 in monkeys

PA %70

Hn

BHHNIA,

APR.1984

PO L-BD LDso fHix~o AL T » b TIE5,000mg
/kg Ak, 4 % 244 Tix1,600 mg/kg A ETH 1,
=Y AL Ty FTIREALDFBIER MBI Nich 1
2, A R Tix25 mg/kg A HEHH BABRICHBIL, 20
mg/kg LA £ Tt E OB & S 2100mg/kg LI Ficdsn
HX D LRPLHE T 1 R LEH LTV MK ThH
ni, #T$400mg/kg Ll EDEE Tl ARE LT
5 kmb, AT-2266 Ofis-ERIZ PAD % PPAY
h H R\ L EL HBo

AT-2266 ¢ 100, 2003 X U¥ 400 mg/kg #EO#KEL
ted 2D 1lic, —@rEOBE R X UEFAORERIEE
T OBBEEIRE (X P OHTH,

T T I o -
Dose | Animal Vomiting . .
A - Appetite* Feces Urine
mg/kg) | No. Appearance | |
mefke N Freaweney Gmthews ||
194 | 0 good hard normal
|
25 201 ‘ 0 i good ‘ hard ! normal
214 ‘ 0 | good hard | cloudy
- - - B e e i
12 ‘ 0 ’ good normal | cloudy
50 14 i 0 ! good hard ; cloudy
192 0 poor normal | normal
12 0 good normal normal
| 14 | 0 good hard cloudy
100 ‘ 192 : 0 fairly good soft cloudy
194 0 good normal cloudy
.201 0 good normal cloudy
‘ 214 ; 0 good normal cloudy
‘ 72 ‘ 0 ‘ good / cloudy**
200 | 198 0 ‘ good / cloudy**
l 200 ‘ 0 i good / | cloudy
- | - - - — - f
72 ! 1 | 5.3 good soft i /
400 ‘ 198 0 1 fairly good diarrhea ' cloudy
| 200 £ 0 ‘ ‘ poor soft /
S | | . |
| 72 | 3 ‘ 1.7~3.8 1‘ good soft cloudy
800 198 ‘ 0 f | poor soft /
200 ‘ 0 poor soft /
—— S— ‘,7 — i
72 ]‘ 2 | 2.2~5.0 [ good soft-diarrhea /
1,600 198 1 t 6.0~7.0 ‘ poor - soft-diarrhea cloudy**
200 2 | 5.0~9.7 ‘ poor soft-diarrhea /

* : Finding until 24 hours after dosing

** . Presence of crystalloid materials in urine

/" : No data
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TOXICOLOGICAL STUDIES OF AT-2266
I.ACUTE TOXICITY STUDY IN MICE, RATS, DOGS AND MONKEYS

HiroMI SENDA, SACHIHO NAKANO, MICHIKO YAMAYOSHI,
Serj1 YATERA and KouicH! YosHipa

Research Laboratories, Dainippon Pharmaceutical Co., Ltd.

Acute toxicities of AT-2266, a newly synthesized antibacterial agent, were assessed using mice, rats, dogs and
monkeys.

The results obtained were summarized as follows:

1) The LDso values in intravenous administration were 327 mg/kg in male and 391 mg/kg in female of mice
and 236 mg/kg in male and 294 mg/kg in female of rats ; in subcutaneous administration, 1,237 mg/kg in male and
1,320 mg/kg in female of mice and 2,000 mg/kg or more in rats ; in oral administration, 5,000 mg/kg or more in
mice and rats and 1,600 mg/kg or more in dogs and monkeys, respectively.

2) As for the toxic signs in nearly lethal intravenous and subcutaneous doses, mice and rats developed ataxia,
ptosis and sedation. The dead animals showed further myoclonus and tonic convulsion.

3) With regard to oral administration, mice and rats developed no toxic sign; however, there found vomiting
in a few dogs receiving the lower dose (25 mg/kg) and in a few monkeys receiving the relatively higher dose (400
mg/kg), respectively.

4) Necropsy findings revealed that parenteral doses elicited not only irritable responses in the injected area but
also, in subcutaneous route of mice, peritonitis due probably to deposition of the compound-like crystal in the abdo-
minal cavity ; however, the other systemic alterations could not be detected in all administration routes.



