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AT-2266 DAEFERR (4 8)
v NI B EE S X O SRR
TERTIE— « MUAIR K - TRETMEA 7 - JEFT 8RR - MBS F
K B ABAE A 2R AT

- HHAH—

OB AT-2266 0)FEN I X CBAMERRY Jel : SD %7 » b % AV TH-1
1 BEd 7 D AT URME A 18~200C & LT, AT-2266 o> 100, 300, 1,000 mg/kg *{Fi%17 HA 64 Mtk
21H ¥ THEARIEE Lico REIRTXTHRNE SR, KitREBYOREE X UBERECO
TR~
FHAIZ I\ TiZ, 1,000 mg/kg PEC RGBS TD LRI ¥, HBORE XU
ERER (NAWEZSL) OMMATRTORERTEDONL, LirL, HHEiRBE X UHET
B R LT o 1o '

KRBT, £FR BB, HMERE TEHRE HREDE FEEN, £HEN, K
FIROWTRIC T HBEOHBIBD L ieh -1, .

uLD_kﬁB,Xﬁ&k%LTATZ%GRQKDﬁ&,%ﬁ,k&ﬁﬁ%@&iyﬁM%l
UHRERZC B RIT S e LRI WA,

ZORBTIL, 1,000 mg/kg DARIZRHECT L TRENISKEXRB LI L bBhERL
Ex%. —h, BERERE NEYLYEL) OWMIITXTORERTEAD LN, THUIERD
HEHOEINCL 5D TH-T, BEBTIREINBbhicZ 212X 5 b DTikicv . BHERBEHD
WINIAEYFONEIER GE%) wESL 0T, BHAR LIELLRITWZ 2D, AR
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s B R AMEER RIS 300 mg/kg L #E X Do

AT-2266 D7 » MCIIFHIEIRATIS X OIERFIHI B 5B,
T OREMBMBRERRY (3T CeHEM L7 (ERAT 3 X UF
IR SR T, 100, 300mg/kg DRETHRIM S X
VR LT o 1op%, 1,000 mg/kg w5 L ol CAR
RO @y Bdobhice RfFo BEHBIIR SRR T3,
1,000 mg/kg DELTHHHBEIER s L ORI EMICHT
HHBIDBDOLNIED ST SE, FAEME L URIRSR
REfT, BEontk, WMECRETEERS IR
&, 178, %8, £MEHNCRITYEYRFILIOT, £
DFEREYRET 2o

I. RBHEGSEIVFE

1. BBWHE

ARENTIX, AT-2266 D3/27KF1#)[1-ethyl-6-fluoro-
1, 4-dihydro-4 -oxo-7- (1-piperazinyl) -1, 8-naphthyri-
dine-3-carboxylic acid sesquihydrate] %/ L1z )

2. {(FREYES LURELRYE

&) %), AT-2266 (AW THRIT I NIcH, 3/2 KRpHE
TR THAZ LA LIcDT, LIk 3/2 KFfpT BAR
NED LN, Tods, MHHIIREAER (sodium carboxy-
methylcellulose KBKICHER) kWL THILFHCRIETH
BT ENHERINTV 5,

Jcl: SD %DKET » b X 5 BT, S » ¥ 4EBR
TRAZ V7THARLHI VBAL, RBICAVSETT
HEE Lico BHOMBILERE24+2C, BES515%,
1 A126:EIMRB (431 6 Br~41% 6 By) OLRBHET
Foto BIMIISBRO r — S CHEAHEL, BEL
fefkt (BA 7 L 7 ERES CA-1) $IUKYHE
AR X o

3. XEHE

10~148K T RIFT oMY RE: 1381 TRESE,
B, MCERIADORDLY, BRFICHETIADD
NrcboRZRBIEL, FOEYEROAL Ll £
R0 BOMES » + OEEIZ197~311g Th T
4. BEROBRER I VUBESRE
BERITFHRROERICE S TRE LI, Fik
B, KROBSLILI:Jcl: SDRMET » b 1 HSE
L LT, AT-2266 0 30, 100, 300, 1,000 mg/kg ¥
IR1TE B RE 7 B ¥ TROKE Lic, HAFIHE
Bic— 8 TE & L, 457 Rk L bBLT
BB Lo TOME, BHETI2100meg/ke U EDORRT
EREEORM, 300, 1,000 mg/kg DRRTEROE
3, 1,000 mg/kg 0 & CRHERI/CEKEATDDII.
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BAEFCEV TR, EHRT B ETOEFRS LUGEC
BEOYBRIRONIh - oo BHAITK LT 1,000 mg/
kg DRECREEITCIKESR T DL R & hb, D
AEEERS L OCBRAREC KT L REER - E X
BHh ko

PR, ZRBRTIIEARKC],000mg/keg %
B, WTFARY#1/3 & LTHARIC 300 mg/kg, &
Hgic100 mg/kg % L oo B S IITMAKWELEL & LT
AT-2266 DERBIGERIEORE A FE ST
B b, FRRCIE Vv FAVWTHERRO®RS
YFiotoo AT-2266 13, 1 EOHEKREHEFEI0 g H
#2h1ml 2 725X 5, 0.2% sodium carboxymethyl-
cellulose (CMC) KIS MRS L, (EUR17 B A b 2l
A¥T1H 1ESS Lo MRROBIMICI0.2% CMC
»HEI0 g b7 bl ml OEETHEE Lo

5. BEHE

187 ) 200 DR RRIME R AV, —RHEIR, 4FE
YEABE L1, 4H, SMHEMEXEWRO, 7THE4
ArbAHE2IA E CHEAIE L. BREBZL2AX¥ER
Mixe, HMEVET LIcBEMMER OB & L1, ik
KTRIER A RS TOHEFOR, 45, R, #$E
KIOARREOHELTRL, ZOBTTIIELT
WIHIREMFECF & Uice "WERRS, REEE
h, 83, FOENRLXEEL L UHETE*EAE
Blio ME#2IACE#IL, ZDRICARHERZEL TH
REf, REBERARIETS L 2 bic, BRAKAR
&L

ki@ L thicA+4E% 0L L, ZOHKE
W8T (FIABAFR D MEA VL, #e4VT) FEL, Zhbl
ADOHEFIRL TR L1 REREMO—RIER S
LUAERY, WESRE1H 26, EAKI1IB1E
BRLi, EILELE, WEHHSRLAEIC, B

SLIT10EHS ¥ T RIERE 2 75, M 2 ITic o\ CEICHE

Elto FREREORIE L, BABCAEYRELL
B o TR UREIICAT - 7o AMEIRAB S L THAMEE
B, GIs#AH, AEOBD, R, BE TR, K
AR ATV THRE Lico FIHHTEY 3 X O
B LT PEYDE Y RS, BERS, EEED, M
WM, Behsr bl b K4, QEMRAE LS, BE
WRISRIE, RBRIG, BRSO RE Y &1 O 2
EFor2VWTRE LT Eh, ZhboBEAWT
R=Fay FRBS LU e - 7B O RBRYERE LI =
—4my FREIZASIAERL, 14HC 9 @EiET
SEE6.5cm OEEHECEYYRE, 3OMCHETL
KEEARF L. v — 7D RENIAEHKI4B 2 H26H
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i THRIE L oo [ER17 mm Off e — 7 R iREIC D
L, KM b 50~60 cm D F QP % LE)iie LCBith %
ONELE, TOMMEMNS e T D BRI O LS L
WL Urco WF E7citn — 71I00h ¥ o 1o & ¥ DRBHT
TORLICBEX AT 0, Bl LOBEHLL VT
R THYBED BB E2A2T7 3, BHsXUMGEL T
B TH#BETr - 72k st X SIC LT TR L2 BE
*AIT6 L Lt :

5@IICIs\ T, AL D EREIOTE T DR BWY, T =
2w 2R (777 y FEBMORM) 12X 5 34K H Fl
TR DOWE s X UIKEKEED 12 X 5B A 1T - 120 K
HMMRTIE, 1 HBICEM =2 — =% 3 @k Tk
Ke2»HEL, 2HE»H6HAETCIIAB=—Ax1
H 3@ T, HRTCKTE=7 - (&H1K)
BRICA - 7cEI%) e Lico

1088 T, ABEMEREIONE3 > ORKEKBBABICILBEAL
TWeWEW) #BU, v v brEy 2R (F9v 24—
FHE) L B EGEREERBREYTolo BE 7Tem O
N FAT2BEEY»fev v bAKy 7 2% 80dB D
w74 b4 XHW U BIERCAN, £EHI8 (CS)
Zixl.50 » 2 ADBFE S5 7 21,000 Hz(80 dB) D#tiE
%, S|EHEFIE (UCS) Kk 3~4mADAs 5V T LE
HEBR A A o CS B4END UCS REXTH S B,
UCS o k#kfersu% 5 B, RITHMRE FE40D O KR
RFE L L, CS #7243 UCS BRIt B r v B i BH3
PRI A A5 Lo BEIWICERE200887T% /L,
B CE (CS DA X 5 RIE), HBRIGH (UCS i@
X BRIE) wEE&H LT

HTEEEN ORE L RIR X 0 MR 1 L3 >% BATER

- Lico M 8B 5 2,8, HAMEKRE LT, 108

WA LA T Ik AR B 2 BT, Mk 1 5 1 T1O0R A FRE
L LTKRERT- o REIZEBROTK S 5\ 1XERS
DRETOHAEC L DFERL, TOHXIERE0 A & Lo
PO CIEIRDRILA e » 1o, BETIELE wE
&, HMEIEBEANOLETEREN ORER I NIl L ThEhE
R LTco ZDORAT D ILIIFEROKI AL FIUE, B
5 — BRI AR H (T - oo IEIR L 7cHEZ4EIR O, 7,
14, 21HCGEXHEL, EiR21BCFETRE L THE
, BREK, ERBAK BRIUEK, SRR 47
AT B A & Lo EFRFITOWTL, K&, #A,
NEREOFEX A

RHERE DOFBRIILIT D X 5 1247 » oo AERFEE
R L UMEFORTHL, RREELEHKL, TR
DIRCE Dlco FIE 1/4 DB OREBRRBRIA V-
Biet) 6 BMTRLUTHKRL, Z05b k%



318 CHEMOTHERAPY APR.1984

Fig. 1 Body weights of Fo dams during gestation

and lactation
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Fig. 2 Food consumption in Fo dams during
gestation and lactation

801

70 ©—o Vehicle control group
»—— 100mg/kg dose group
#———+ 300mg/kg dose group

60T 0—=8 1,000mg/kg dose group

2y
(=d

Food consumption (g)
L3
o

o w
=3 =3

[
=4

(=]

1-7 8-14 20
Days of gestation

BRRBICA VB oW TIRERORER 1T - 70
HEEBOBZI0GAKB TR L THKRL, BBREEDON
FBHRITI L LD, ThbORYD 5D, BIEMERE 1T
FoIDOWTUL, V757 v 2 A (V75 v 72 2B CMB
B) #ACTERXREELXBE L TERREXT- 1%
ATERBICH W CREII7RIB TR LU TEHRL, EiRLC
e A EYIB ST IR L 1o

6. HEFHFRILE

RHEDZEDOBEICIL Student D t RE, BHRDZE
OREBIZIL 2 RE ¥ 7ot Fisher 0 HERRAEEYH

7 14 21
Days of lactation

Wit TefEL, BAFFEWE BT A HAROV T
BN CRISE ¥ TS RYRD, Thth Studentd
t ]RSE, Mann-Whitney O UBRE % 1T - o
II. RRERG S USSR

1. BRI TER

SRR MY 100 mg/kg BED 2 xR\ T 2R
L, EREACEYHRECL 5EBIB DO P
foo ZARBTI, HEIRIT B ICHEL BB LIS 2hb)
JEIEIRE Y O BB L B A <, C 0 208
DRBRT — 2IIER»OBRA L1
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1) RS LUER

#{EA: 300 mg/kg BET2064186ic, 1,000 mg/kg B
CNFLFICTED BRI 1,000mg/kg BT, TRT
R TR PR RN 7R EE 2338 b hufe DR L,
300mg/kg BTI2, DX 5 LERYELCREIIH
ATh-T0

R, THOBCHIBD LN - T

2) {kE(Fig. 1)

EEREFOEEE, WTRORIERE b B &3
& Mot 300, 1,000 mg/kg BECI\WT, Sritkal
AOEENFREICHML (Tablel), 43tk 0~210D
BKEHMBELTXTORFEBETHIN L. BREHTHR
BEE (NAYYAT) OMMABHLNTNBHZ Erb,
R L BEHCS TR OGEMNEOED, H
BEBOERCLBEZANKIVEE L B

3) FIRHEERE (Fig. 2)

FIRHERER TN TOREH TEIRISH A H208 (%
E1AM63RA) ©AFTEA LIS LaL, ZoEd
B80T BT, BEFEICHCREXW
LEx Do HIRETIE, BEHTHPHERE I MHML
7, BREFHEIAED LR Ieh - 1

4) HEETR

WThoB b EF /L, BEIEDLNILH -

Table 1 Organ weights of Fo dams
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foo GTLRWINDVISTRATE, 100, 300, 1,000mg/kg MT%
nER21.7, 21.7, 21.9, 21.9A T, AHIENE L QHAR
DRI HEBEIRILN » 120

5) IHETR)

RYED, 89, WHFOMNER L igle UTHHET
Da MR Lo BATHOETIARERTRDLIA,
100 mg/kg BTk 4 H, 300 mg/kg WTHIM 4,
5, 19H, 1,000mg/kg BTHRMK 2, 4, 5 HICRS
n, WEFOETFERCLBELLmD LRI &b
B, BRI E X B,

6) HIMRATRIs X OMIE R (Table 1)

HBOIEA100, 300, 1,000mg/kg BTENENT,
8, 19D LI, WThORd TOREKCHEEN
Dbl BBOBRUSMTIIRERTRIZ/eh - 10

BREE WEYWEEL) T XTORERTHER
W Lico FDMOMERTIX, 300 mg/kg HTHEED
HEcMM, 1,000 mg/kg HFTTFEEROAELLHEIH
BHOLNICH, ARKFEHILL, Y5 LBAE L
WEeEZ Do

2. KRB KETHR

1) HA4RBIZRATR (Table 2)

BRER, HEFE SEFE AHER HH, B
BRI OV TL, Wb B8R L SRED

autopsied on day 21 of lactation

Dose (mg/kg) Vehicle control 100 300 1,000

No. of dams examined 19 17 ! 20 20

Body weight( g) (Av. £SE) 316+5.8 327+6.2 333+5.4* 337+7.8*

Organ weight (Av. £SE)
Heart (g) 1.04+0.025 1.01+0.022 1.01+0.017 0.97+0.023
Lungs ) 1.28+0.057 1.20+0.026 1.25+0.027 1.17+0.020
Liver (&) 15.6+0.43 16.3%+0.29 16.2+0.47 15.94+0.49
Kidneys (&) 2.52+0.052 2.54+0.044 2.72+0.048** 2.63+0.054
Spleen (8 0.62+0.017 0.63+0.013 0.61+0.021 0.64+0.027
Submaxillary glands (g) 0.53+0.015 0.55%+0.010 0.53+0.013 0.52+0.012
Brain (g) 1.86+0.022 1.85+0.020 1.87+0.018 1.84+0.018
Pituitary (mg) 16.8+0.95 17.0+0.80 16.5+0.43 17.0+0.59
Thyroids (mg) 18.8+0.99 20.2+0.92 18.8+0.83 19.6+0.90
Thymus (€] 0.16+0.012 0.18+0.016 0.14+0.012 0.15+0.011
Adrenals (mg) 76.5+3.67 70.1%£1.95 74.5+2.97 82.2+2.48
Ovaries (mg) 93.0+3.40 87.9%1.72 86.1+3.51 86.5+2.92
Uterus (2) 0.37£0.026 0.30+0.026 0.31+0.019 0.29+0.019*
Cecum (8 9.9+0.75 17.6+0.93** 17.140.88%* 25.3+1.26%*

*: Significantly different from control at p<<0.05

** : Significantly different from control at p<0.01



320

CHEMOTHERAPY

APR.1984

Table 2 Fi pup data during lactation period

Dose (mg/kg)

No. of litters examined
No. of implantations
(Av.£SE)
No. of pups delivered
(Av.£SE)
No. of perinatal deaths
Perinatal deaths/pups delivered (%)
No. of liveborn pups
(Av.=SE)
Live birth index(%)2
Sex ratio (Male/Female)
No. of pups with external
abnormalities (%)
Pup body weight on day 0(g) (Av.+SE)
Male
Pre-culling
Post-culling
Female
Pre-culling
Post-culling
No. of live pups (Av.£SE)
Pre-culling
Post-culling

Vehicle control 100 300 1,000

20 18 20 2

285 259 297 291
14.3£0.63 14.440.51 14.940.37 14.64:0.44

265 230 275 279
13.3+0.75 12.8+0.95 13.840.46 14.040.46

22 5 2 6

8.3 22 | 0.7 2.2

243 225 ' ; 273 273
12.240.97 12.5£0.96 | 13.7+0.50 13.7£0.45

85.3 86.9 T a1l 93.8
1.11(128/115) | 1.16(121/104) 1 0.99(136/137) | 1.10(143/130)

k-

0 0 1 0 1(0.9)b
6.1+0.12 6.1£0.13 6.140.11 | 6.0+0.09
6.2+0.12 6.1+0.13 6.2+0.10 6.1+0.09
5.940.13 5.7+0.14 5.840.10 5.7+0.08
5.94+0.12 5.8+0.13 5.9+0.11 5.8+0.10

243(12.2+0.97)

225(12.5+0.96)

273(13.7+0.50)

273(13.740.45)

Day 0 147(7.7+0.19) ¢ [134(7.940.12) ¢ | 160(8.0+0.00) | 160(8.00.00)
7 144(7.6+0.19) ¢ {129(7.60.19) ¢ | 157(7.9+0.08) | 154(7.7£0.16)
14 144(7.6+0.19)© | 129(7.6+0.19) ¢ | 156(7.8%+0.09) | 154(7.7+0.16)
21 144(7.640.19) ¢ [129(7.6+0.19)c | 156(7.8+0.09)| 154(7.710.16)
Lactation index(%) d 98.0 96.3 97.5 96.3
a : No. of liveborn pups/No. of implantations
b : Rudimentary tail
¢ : One litter of which all pups died is excluded from calculation.
d : No. of live pups on day 21/No. of live pups on day 0 (post-culling)
Table 3 Physical development of F; rats
Dose (mg/kg) Vehicle control 100 300

1,000

No. of animals positive/examined (%)
Pinna unfolding on day 6
Tooth eruption on day 14
Ear opening on day 14
Eye opening on day 15
Testis descent on day 21
Vaginal opening on day 37

143/144(99.3)
143/144(99.3)
143/144(99.3)
140/144(97.2)
68/74 (91.9)
61/70 (87.1)

128/130(98..5)
128/129(99.2)
120/129(93.0)
120/129¢93.0)
65/66 (98.5)
62/62 (100)

151/157(96.2)
156,/156(100)
141/156(90.4)
148/156(94.9)
74/76 (97.4)

75/80 (93.8) |

148/154(96.1)
152/154(98.7)
149/154(96.8)
138/154(89.6)
78/78 (100)
75/16 (98.7)
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Fig. 3 Body weights of F, rats
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Fig. 4 Food consumption in F; rats
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MICARZRRBD ST HEFOHREETIX mg/kg BErhEh3, 5, 4, 64T, HCEBHYOR
1,000 mg/kg BECIRBFR A3 1 BITA D LRI T Tho AR S OBEIIAD LN 5 oo BHETIE,

1o 100 mg/kg BET 1 GIASBETEIRAR & 7o » ot sbEB2THIZ
2 fERE L U4TE B Utco
WThoRMc b REERIZ B S hish - oo 3) {kE(Fig. 3)

MENM OB BEE, 100, 300, 1,000 GEOHBIIARIERN L NBREOMICEEEIADDL
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higho e e, DO, AHRIER LRI OMCEEL;
4) BRI (Fig. 4) B bl ot
A Bk, 300, 1,000 mg/kg T¥EOKE, 100, 300 6) 1TRits X UMM HIERER (Table 4, 5, Fig 5)

mg/kg BOMTH T2 T HMINE 22X B LEREL R
Hohiteh, BREFEERL, Ryksck ML

R EFEx %o
5) SHLIRMR (Table 3)

ENMR, s, AFOMA, WM, MKET

YHLE YRS, BERSY, EERER), HEEEELR
8, BUHERSRIC, KHEG, FABURST (Table 41
DWTIREEERT L BB OMCERERZBDShin
1o PHBABFFITDOVT 300, 1,000 mg/keg HThEE
DD LNIH, IR~ T1 BRE, )

Table 4 Behavioral and functional development of F; rats

Dose (mg/kg) Vehicle control 100 300 1,000
No. of animals positive/examined (%)
Righting on surface on day 2 72/73(98.6) 62/67(92.5) 78/78(100) 76/78(97.4)
Wire grasping on day 2 72/73(98.6) 59/67(88.1) 78/78(100) 78/78(100)
Pivoting on day 7 70/73(95.9) 59/64(92.2) 77/78(98.7) 71/77(92.2)
Walking on day 14 40/73(54.8) 46/63(73.0) | 70/78(89.7)** | 71/77(92.2)%
15 62/73(84.9) 54/63(85.7) 74/78(94.9) 76/77(98.7)
Righting in air on day 16 70/73(95.9) 61/63(96.8) 68/78(87.2) 72/77(93:5)
Visual placing on day 21 73/73(100) 63/63(100) 78/78(100) 77/77(100)
Auditory startle on day 21 73/73(100) 63/63(100) 78/78(100) 77/77(100)
Pain response on day 21 73/73(100) 63/63(100) 78/78(100) 77/17(100)
Corneal reflex on day 21 73/73(100) 63/63(100) 78/78(100) 77/77(100)
** : Significantly different from control at p<0.01
’ Table 5 Rotorod coordination of Fy rats
Dose (mg/kg) Vehicle control 100 300 1,000
Male ‘
No. of animals examined 37 31 38 39
No. of falls for 3 min. (Av.*+SE) 8.6+2.25 7.0+1.84 5.6+1.55 5.7+1.33
Female :
No. of animals examined 36 32 40 38
No. of falls for 3 min. (Av.%=SE) 9,1+1.52 6.8+1.52 6.2+1.17 5.719.96
Table 6 Spontaneous activity of F, rats
" Dose (mg/kg) " |"Vehicle control 100 300 1.006
Male
No. of animals examined 10 10 10 10
No. of counts for 3 min. (Av.+SE) 391.8+8.75 334.6+27.37 371.7x7.56 354.4i12.30
Female
No. of animals examined 10 10 10 10
No. of counts for 3min. (Av.+SE) 388.6+7.61 315.2424.93* 347.2+19.25 364.9+13.05

* : Significantly different from control at p<{0.05
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Fig. 5 Climbing down a rope in F, rats
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Score 0: Falling or sliding down while grasping the rope.
Score 3: Turning the head to the side or downwards and sliding down the rope.
Score 6 : Turning the head downwards and climbing down the rope.

BEh e b DT, FHIAEL Ve E LD, r—Z
y FRRICS T 2B TEIS (Table 5) i3, KR L%
BREORCHEEZIAD LRI 10 v —7HEDRER
T, 1,000 mg/kg BEoO#E, 300, 1,000 mg/kg BEDMHE
T, A 2 7 ORFEIEMATED btz (Fig. 5o L
DL, BTOPEHR a2 7T HEKER L, ¥,
HidEr L AEBA B UBOFE R 2 7INTTEL L, B
MBE e E2 5,

7) HEEEE (Table 6)

3D B RERNE3100 mg/kg BEDOMETH E I
BEBLNIA, BEEKEE L, BRI 5
Wz 2,

8) K¥B¥THER (Fig. 6)

B1ABOER = — A TOWKEBCRERBD LA
ot K2 — A TOERRAD =5 — KK\ T,
300, 1,000 mg/kg BEDiMEHET BRIV EENTD S
heh, B= 5 — BT A RERE L XHRBE ORI B
e <, e OBIEM I\ L E X Bo

9) RH-EREEHRER (Table 7)

Ty PAEy 2 AR BCICRGERFEE T, K
IEBUTHERE & D BBHITRIF T, EPYREC X 2HBIT
ADLNIH - 1o

10) A4JERESI3ER (Table 8)

RBBEORE 1 flX BT, ERRENIRBICH 1B
DLFICAETEREN AV BD b NI i, HOWEARICY
BEIeh o oo (ER LI AHADKER I A IR L 5t
BEOMICAEREZTL, = h b ORMEOFEYBRT
Rz b YR G L 28I BdbNIch 1o 1,000
mg/kg BHO F AP/ E, FHE, REXEHFLIAR
RENLHIRDLRICH, BERCEEEZIRL, EY
L OBEMIT I L E X Do

11) HBRFTRI L UHBRER

AESHFFOEHKRTIE, EEFTRIADLRH -
120 AH 0 BB Lo\ TR, R L7-ERBFE
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Fig. 6 Water-filled multiple T-maze performance of F; rats
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Table 7 Conditioned avoidance responses of F; rats
Dose (mg/kg) Vehicle control 100 300 1,000
Male
No. of animals examined 10 10 10 10
No. of avoidance responses (Av.*+SE)
Session 1 8.0%£2.53 4.91+2.22 5.2+2.00 4.9+1.69
2 20.3+3.81 12.8+3.80 13.3+3.86 11.2+4.09
3 18.8+4.26 16.2+4.27 12.9+4.03 14.1+4.86
4 17.5+£3.79 17.2+4.98 12.0+4.46 13.0+4.33
5 17.6+3.91 15.0+4.63 13.4+4.70 12.0+4.44
Total 82.2+16.6 66.1+18.3 56.8+17.7 55.2+18.1
Female
No. of animals examined 10 10 10 10
No. of avoidance responses (Av.£SE)
Session 1 11.8£2.96 16.1+2.65 11.7+3.38 7.5+1.80
2 26.8+3.45 26.31+2.88 20.6+3.84 24.7+3.07
3 26.9%+3.80 25.4+2.09 18.5+3.88 27.1£2.97
4 26.4%3.59 26.7+2.32 17.1+4.05 25.1+3.21
5 25.9+4.39 25.0+1.86 15.3+3.95 24.7+2.43
Total 117.8%+16.7 119.5+9.79 83.2+17.6 109.1£11.9

One session consists of 40 trials.
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Table 8 Mating and fertility data and cesarean section data of F; rats

Dose (mg/kg) Vehicle control 100 300 1,000
Mating and fertility data
Male
No. mated/No. paired 18/18 17/17 18/18 18/18
No. impregnating/No. paired 17/18 17/17 18/18 18/18
Female
No. mated/No. paired 18/18 17/17 19/19 20/20
No. pregnant/No. paired 18/18 17/17 19/19 20/20
Cesarean section data
No. of dams examined 18 17 19 20
No. of corpora lutea 275 244 323 300
(Av.tSE) 15.3+0.56 14.4+0.70 17.0+0.76 ‘ 15.0+0.39
No. of implantations 256 232 270 282
(Av.£SE) 14.240.56 13.6+0.85 14.2%0.83 14.1+0.38
Implantations/corpora lutea (%) 93.1 95.1 83.6 94.0
No. of fetal deaths
Placental remnants and resorptions 21 16 11 12
Dead fetuses 0 1 0 0
Total 21 17 11 12
Fetal deaths/implantations (%) 8.2 7.3 4.1 4.3
No. of live fetuses 235 215 259 270
(Av.%+SE) 13.1+0.68 12.6+0.85 13.6+0.85 13.5+0.46
Sex ratio(Male/Female) 0.96(115/120) | 1.17(116/99) | 1.04(132/127) | 0.89(127/143)
Fetal weight(g) (Av.£+SE) 5.08+0.069 5.13+0.108 4.91+0.066 5.18+0.059
No. of retarded fetuses (%) 0 2(0.9) 3(1.2) 2(0.7)
No. of fetus.e:j. with external 0 0 0 100.4)2
abnormalities (%)

2 : Microtia, myelochisis and oligodactylia
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REPRODUCTION STUDIES OF AT-2266 (4)
PERINATAL AND POSTNATAL STUDY IN RATS

Koicui NisHiMuRra, KENJI MukuMoTO, KoYu TSURUTA, YOSHIAKI IMURA,
MacHIkO YosHIOKA, and KouicH! YOSHIDA

Research Laboratories, Dainippon Pharmaceutical Co., Ltd.

AT-2266, a new antibacterial agent, was administered daily by gavage to the pregnant female rats of the Jcl: SD
strain (18 to 20 rats per group) at doses of 100, 300, and 1,000 mg/kg/day from day 17 of gestation through day 21 of
lactation. The dams were allowed to deliver and their offspring were examined for growth and functional develop-
ment.

In the 1,000 mg/kg dose group, all dams showed soft feces consecutively. An increased cecum weight and
enlarged cecum were noted in dams in all drug-treatment groups, but these reactions are common to many of anti-
bacterial agents. No drug-related abnormalities were found in delivery or maternal behavior.

Drug-treated and control offspring were comparable in the survival rate, growth, physical and behavioral develop-
ment, spontaneous activity, learning ability and reproductive performance.

It is concluded that AT-2266 does not affect parturition or maternal behavior, or the growth, behavior or func.
tion of offspring. In the dams, persistent soft feces occurred at 1,000 mg/kg/day. This suggests that the maximum
non-toxic dose of the compound for dams is 300 mg/kg/day in the present study. In the offspring, no evidence of
toxicity was obtained, so the maximum non-toxic dose for offspring may be 1,000 mg/kg/day or more.



