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HBRETRV, MRETH B cefaclor (CCL) DIEH &
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1. EREMS L CEETRMG

EREMUFEHB S KT b)) — XE, MHEE—- 7 LR
BREELAVE W1 s ABOFRHEFDO®, 6.0~
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DRY% & - hBHBLIBIERMBETITN » 720 3t

Bt 7432-S 5 L F CCL o 800 mg/kg 5841212,
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kg BEBFHICIMER IFLZES L. D5 B, HR
Bf, 7432-S 800 mg/kg %58, CCL 800 mg/kg %
EBOMES 3T, BRENMETHR, 28 BMoEHE
REAL L7 (Table 1),
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7432-S RO IFMBRALZFTIHE~KBEERD
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834 CHEMOTHERAPY Nov. 1989
Table 1. Oral subacute toxthy ltudy of 7432-8 in beagle dogs
40 Dose No ot dogs Start of dosage

Compoun (mg/kg) male female Ags (months)  B.W. (kg)
Control - 8 8 8.5~8.5 8.1~8.8
7432-S 200 3 3 8.5~8.5 8.3~8.3
7432-S 400 3 3 _ 8.048.5 6.3~8.4
7432-S 800 8 (8) B (3) 8.0~8.5 8.4~8.5 °
Cefaclor 800 6 (3) 8 (3 6.0~8.5 6.6~8.7

a Compounds were administered using gelatine capsule

b Capsule alone

¢ ( ): Numbers of dogs used for recovery study

& & LT 800 mg/kg % MY, LITFAMK 2 TR L7 400
# £ 05200 mg/kg #%E L7zo CCL 53 7432
SOREHREREEL 800 mg/kg & L1 (Table 1),
ChoBRESRMICIEL, REEA X 1 a0 800 mg/
kg BHEHTIRI/4AVRA TN 2, 400 mg/kg
BEHTIRI/4A VAN TRV 1ME, 200 mg/kg &
ERTRI/8AVAATELVIBRENEOAERR
LTHEML,
35 AR, i3 36 B (A LEIWEREICIR35 8
M) REEORES L. EEGKTLORERIZ, BEM
% 14 BRAHBEME 10 BRNCAIE L 7. &E, &Y
21 HAIESMBE S BEHICAE L/ AENSBRREL
TitmL 7o
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Table 10. Liver components in dogs given oral administration of 7432-S or cefaclor for 35 days

Liver

d DO/S: No. of Liver Choles— Phosp— Trigly— Cytoch— Coumar. Coumar. Coumar.
Sex Compound mg/kg dogs weight terol  holipid ceride rome DMase DEase DPase

/day g mg/g mg/g mg/g P-450 unit/g unit/g unit/g
. nmol/g
at the end of dosage period
LT X“'Con‘tlrol - 3 2207% 208 314 25 1.7 480 8.4  10.4
i +12.2 *0.06 *1.1 0.8 £3.7 *1.5 *05 *2.2
7432-S 200 3 2271 2.06  30.8 2.7 1.9 5.6 1269  23.3
+16.9 +0.02 +0.,86 *0.2 *25 +51 *13.5 +2.2
7432-S 400 3 2195 .20 205 3.0 15.4  47.9  110.8  23.4
+13.3 *0.11 *2.0 *1.4 +2.3 *60 *53 *19
7432-S 800 3 2215 2,06 28.7 2.3 15.4 42.6  111.9°* 19.2
+17.0 *0.05 *2.1 *0.4 *1.2 +35 *20 *1.9
- ' Cefaclor 800 3 231.0 221 27.9 2.0 16.8  43.1 100.6  22.7
Male +14.3 +0.12  +2.3  +0.3 +1.7 #7.1 =*I17.6 *3.7
at the end of recovery period
" Control - 3 200.9 2,07 29.4 2.6 15.7 38.1 78.3 14.5
+82 #0.08 *1.4 *03 *1.3 +*28 +88 L5
7432-S 800 3 2225 211 30.0 3.1 17.8  41.1 92.9 16.5
o +15.1 *0.09 *1.5 +0.8 +1.5 *1.4 + 6.2 *1.2
Cefaclor 800 3 209.1 2.05  20.3 2.2 15.2  39.5  84.6 18.5
+ 87 *0.11 *0.8 *0.1 *21 ,+47 * 74 *2.1
: at the end of dosage period
:}E i
Control - 3 189.7 213 324 29 193 561 133.1 27.3
‘ + 6.8 £0.11 +3.4 *+0.3 *21 *2.1 *31 *0.8
7432-S 200 3 1882 206 310 2.6 180 558 120.3  26.7
+ 908 £013 *1.8 *0.1 *3.6 +0.9 =+ 43 *2.2
7432-S° 400 3 1921 2.18 310 2.9 16.5  50.0 108.9 2.7
' +15.2 *0.09 *0.5 +0.9 *1.5 *+48 *13.8 +3.7
7432-S 800 3 212.0 1.96  20.1 4.0 158  46.7 110.T  22.1
‘ +92.7 #0.08 *1.3 *2.1 37 *58 =+159 +3.0
.. Cefaclor 800 3 2240 2,02 280 3.9 1224 33.2* 77.5° 16.6°
Female +13.6 +0.10 +2.5 0.8 *2.0 *55 126 *3.0
at the end of recovery period
Control - 3 210.2 2.16  29.5 3.3 16.9  43.0 917 19.5
+16.6 +0.06 *1.2 *0.3 11 %13 27, 02
7432-S 800 3 2023 2.24 30.2 3.6  1T.1 46.9 103.7  20.3
+16.9 +0.09 0.9 +0.4 +0.9 *7.4 *21.2 4.0
-Cefaclor 800 3 188.4 215  30.5 2.9 17.5 50.8  106.1 22,0
+11.0 +0.08 +1.0 +0.3 *0.7 *59 +9.1 ' 3.8
51
a) Mean+SE

4 _s:tlltistically significant against coptrol = : p<0.05 *=: p<0.0l
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Table 11. Plasma levels of 7432—S or cefaclor in dogs

‘ Dose No. of Hours after administration
Compound ) ,
mg/kg/day dogs
3 24

On day 0 of dosage period
7432-S 200 42} 94.8+ 0.8b) 5.73%+2.93
7432-S 400 4 90,3+12.5 3.72+1.91
7432-S 800 4 124.3%+27.0 11.48+7.55
Cefaclor 800 4 66.1+14.1 2,6310.64

On day 31 of dosage period
7432-S 200 i 70.0%17.6 0.80%0,33
7432—-S 400 4 75,3+23.8 4.36%1.11
7432-S 800 4 104.3+21.4 9,04£2 89
Cefaclor 800 4 47.5% 4.2 0,57%0. 11

a) 2 males and 2 females
b) Mean+SE

GOT (UV i), GPT (UV &), ALP (BESSEY-
LOWRY i), LDH (UV &), CPK (SIEGEL~COIIEN
i), LAP (NAGEL), 7 i 5—+ (G,—~DCP#&), #&
JLVRTFO-)L (BEE), M7y F (BE-UV
), BEYLVEY (FLHYT/EYILE V&), Na
(A4 VBIRA 5 2 BBiE), K (A4 V&IRNY ) <A
v UBREBE), Bt (FA LT UBEZARE), Ca
(ZVJ=N72% VLA vavTLryvi), BB
(Wrey 757 %K), Fe (7xu¥4 U Hk)

9) RiR# )

BE5Mis 14 B LU HAT, #&55, 15 4 HE, &
SICEiERER 10 5L P28 HEIIC, 16 BMERERV,
RE ©#H BEEX (7K 2BEF:H: 3WI, E
+T %), pH (AR FHiFERHK) @ (FvEoy
F®, FAE), BER 7 NKOE s hUk EYL
Ey, #MisLvoby /-4y (LLL6IEE
Multistix®SG, Ames) DFEIFEHICO>VWTREL X,

10) BFREALS D3

BRI I F RO —28 (ARIZETE) AL, RaLX
Fo—JL (ZAK-HENLY &0%#), | i5H (GOMORI
EOERE), ML) Y F(TEFLTERNVE), Fh
J0—4P—4502 , 7LaF =Y VRT ILE VLR
EEHY EENENRAE LI

11) Reik o [ o i Al E

BEMEES L UEE 3 HEDRS% 3 BL U 24 5

MEc®m SELAMMIC>VT, 7432-S i
Escherichia coli 7437, CCL & Micrococcus luteus
ATCC 9341 2% EH# & ¢ 5 band—culture £ TEME
hREDREEITIE 1

12) BSERRS L UCRBERFOIRE

BEHRTHSIUERARKE TR, SE—-7ILA%
Ry bXWVESZ =+ P Y DL (Somnopentyl ®,
Pitman—Moore) WM T C, B8R L O DR ES E,
BHL . FEREICOVWTHBOERATE - &,
DB, BE BERE EEAS. MEAK. RN, Rk I, BN
R (RIBRREST), ke, TEE, B8, AR WER
FE, EFRICODVWCERMERTL >/, Fh,
SOBHICMAT, KOZMBEERMLI, HTR &
2 B+ 28 B 858 2B X5
KK (S, HR), BE, FRE U /5 RN
BRIRE), WIRE. BERE, MR bk FUR (H) KM
WRIRRE, BREN, RS (TS, B, ML), LEWE B
®, SEE R, WE. ChOERMUASE - 88
10% hig@ kL Y Vi CEE, BRIZ3IXINVI—
MTAFER-2.5%+kL2Y viRAKTEEL, ®E
M INAS A RIS NI L RS
hEERL, %, MERIOVWTR KLOVER-
BARRERA 8 %71 > T, LWIhd, AHAKCEE
Lo 1o, BB A S U2 S HOMIEE 2 HOFRO
MEK) &M (GBOKRE) £/ NI LT NTEF



yoL. 37 S
T
8
i "

By

"Table 12: Absolute and relative organ weights of male dogs given oral administration of 7432—S or cefaclor for 35 days

Spleen Pancreas Submax Thymus Brain .Adrenal Thyroid Pituitary Testis
-4

Dose

mg/kg/day dogs kg

Lung Kidney Liver
:4

No. of Final BW Heart

mg mg €

mg

4

E g

4

-4

g

E

Compound

Absolute organ weights of dogs killed at the end of dosage period

8.3 5.9 62 994
+03 *04 + 58 +378

14.2

55.5 59.5 33.7 229.7 25.5
*2 *

8.1
*0.2

Control

736 851

+ 29

4.4

8.3
T L8

‘8.5
* 0.6

221.1
+16.9

30.0

55.8

1.5

+0.4

H

85

+H

*1.6

*1.4

7.0

200

7432-S

3.
0.9
32

+H 4+

2

3.
10.6

2

816
+154
T21
+157

© 0 -

+
+7

83.0
5.6
7.4
$3.2

7.6 3.9
* 0.7
S
.2 * 1.1
7.7
+ 0.4

+ 0.2
7.9

16.2

*0.6
12.9
tL0

18
t2.2

19.
*1.5

219.5
*13.3
221.5
+17.0

31.7
31.9
+0.4

60.9
3.
2.7

*1.8

58.3
3
7.

+0.8

400
800

7432-S

7432-S

—
-

78.7

5.0
* 1.4

13.7
*0.5

24.4

800

Cefaclor

-]
+

L)
o

+

$3.3

$14.3

+3.5

t12

+0.5

*0.4

Relative organ weights of dogs killed at the end of dosage ﬁériod

0.41
$0.16

1.45

+0.10

7.8
*0.4

124

94

9.6
$0.1

1.03 0.74
+0.07

7.4 42 286 3.2 1.8
*0.0 %007

6.9

Control

49

+

+

7.5

200

7432-S

+0.09

0.3

2.3

28.1

4.9

7.8

*0.5

400

7432-8

*1.2

*0.09

*0.1

+0.07

+0.17

1.31

+p. 22

+

1.6 0. 0 9 95
0.1 x0.t1 016 *0.7 * 10

2
0.3

©w o>

+

@ o~
S <o

*0.4

+

o -
+
[

~ o
+

800

7432-S

0.23
+0.10

1.12

+0.25

1.7
+0.4

800

Cefaclor

+0.03

*0.1

Absolute organ weié‘hts of dogs killed at the end of recovery period

A 2B A T432-S @ | A H B¢k HER

81.8
+4.0

4.1
+ 09

8.3
* 0.9

0.5

16.4
16.7
+2.3

17.0
1

209.9
+ 82

11

37.3

62.1
2.3

60.9
+22 %

7.8

Contral

5.2 82.1

+ 1.0

6.8
* 0.6

19.3
*0.4

34.1 2225
+15.1

63.6

60.9

*2.7

1.0 %22

+4.3

*0.1

800

7432-S

800

Cefaclor

Relative organ weights of dogs killed at the end of recovery period

8.4

97

10.5
+0.6

0.53

Control

+

1.6

114

800

7432-S

10.2 93

0.48
+0.07

1.01

+0.08

21.1

7.3

Cefaclor

+

+0.2

*0.2

851

a): Mean+SE

* ;p<0.05

Statistically significant against control:
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=
T
=

0=0 Control

>—e NS, 00mg/kg
a—a RS, 0mg/kg
=8 7432, 800mg/kg
w—x Cafaclor. B00mg/kg

b : % ’W

— Fomale

"w

4
- Before —4———— Dosage period ————4—— Recovery period —{

P A T T TN S TN T T S N IO SO S
SI5-10 -5 0 5 10 15 W % W B 40 45 0 5 &

Fig. 1.. Body weight changes of dogs before,
iduring and after the oral administration
of 7432-S or cefaclor for 35 days.

Bk, X Iy LABTEREREL, HiEi<H - T Epok
LI, ChOoDBHEYFEERL, 752 - QRES
&L, EBMICEBIEL

8. MR ERIRRIT
BESBONMRBICNT 2 PEEOZOREICE,
TEAROREAFTAL, SHRERIRHSNEL
it COCHRAN-COX ORE, BEHIIhHBLWIEAIR
STUDENT © t REA T8 - -0

0. & M #&

D I 3

T432-S 5 & U CCL 5802414, 35 R D:#
RESIHA Lo 7432-8 58T, 800 mg/ke
RE5B#OOBATRE 2 HEHE TN H X O TR
RBCHLTPP8LAaohLN, —BIRECKICE
fthaonimd -1, CCLBEHTCH, BZLHTH
SHMchRS IR, KE, TR HIRED X CREN
Soh, TOEE, HEL b T432-S B5BHCH LI
SIMCE LMo, LAL, ChooFERR, BERR
RABEB NI ot

2. % & (Fig. 1) ‘

SRMNIMEBL T, MRBLEAUTRTOHRSHIC
BVTHLIERORMIZBH SHEh -1,

3. Wik

REEIC L ZMERDOET 2, HRE RiERESH
DEDHIT LD SN - 12,

4. BRME

HEBESUTXTOHRERICHT PREYER BN
RIFICBE M-

5. IRME

2HEHT, RV v bS5 UVTBIUBRBENATICLS
RE 20 IEROMMENREICE VW TRERSICE
RALAEBHhaEtRrBHoEN-T,

6. Mik¥AIME (Table 2, 3)

7432-S H X U CCL BREB BT, #E5HOR
BOOHBBICH LEH¥EREE RTHENHE X
N, COZRERUMPLAEL. ChoDERIWS
NOEREBHTHENOE/LLELSNELDTHD, &
t, BREHOBRSHMIOFHEMLBSHHEE DL
BTHESENEM -1, B, CCLEBS#HTIR, #1
FINEERR 8 A HIc—@OBELRMZ T L,

7. Bfik#E (Table 4, 5)

BHERMER» S L UBHERYE I, 7432-S
RO CCL S ICHB LA L EZ SNAELESS
nhiih-7,

8. IMik4E(L¥4IMRE (Table 6, 7)

T432-S ¥ E5#ICH\WT, MBBUICH UHEH S0
BEELTRTHEABMREIN, LAL, ThSOELD
BEFERIVWTNLENMT 7, AofAREMELALON
T, EREMEENOENEELONEbDDATH»
fro CCLESHBTY 1432-S &5 B s EHOTLMNA
Sht-ht, REAE 7TL7IV8LU08IVRTFO—-
MMEDRDLHPPE Lvot, LL, ThoDE kit
TRT, BIERBRETHIERCEIEL TOW

9. RBRZE (Table 8, 9)

T432-S 5B B X U CCL#5#T, RoBig{LE
iz DMk, CCLiIxS#OROBEB{LRA LN
Us, EYERMEEEZ SN A3TLRVWTHOEETY
HolEh -1, IROBEEN, BEGBLBAEICLDOMH
% L7

10. FFi&ms o 43t (Table 10)

T432-S #5813, BRSO E, YR HEx
FEEICEEEZD AN, CCLIBESRTIR, #T
72U VBT LFMEBREROEBTRASNIN, i
TRENEL, -, thoiEBER bRERASh I, -
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Table 14, Gross pathological findings in beagle dogs administered 7432-S or cefaclor for one month
End of dosage period End of recovery period
Organ Findings Control 7432-8 CCL  Contro) 7432-8 -CCL
g)>  200® 400 800 800 8 800 800
© & ® ® (6  ® @
Stomach Petechia on pyloric mucosa, 1 1
marked
Dark spots in submucosa 1
Small Attachment of pseudomembran 1 1 2
intestine ous materials on mucosa
Hyperemia on mucosa 2
Large Hyperemia and/or petechia 1 1
intestine
Dilatation 1 1
Testis Small 1 2 1 1 1
Prostate Small 1 2 1 1 2 2

Pancreas Edematous

a Daily dose, mg/kg
b () :No. of dogs

7eo

11, REOMmEEME (Table 11)

7432-S {5 HOMEHMEOHB BB EIK X
., HorLAREKEH#HBAONEbL -1, LAL, #
£ 2 B HKSED 24 BEER, NEKS %D 24 BN
HOEBTWERICH D, BEES L THERAMOEROT
BTV EMREN, CCLESHTHLRBEORK
miAohic,

12. FEHR (Table12, 13)

T432-S 5B TR, EVERNHLEL NI BESR
BRoOZELBHONIEIM-, CCLESHTR, &5
RARA T SRR L) TR O et 35 K MRt E R O 0 IE
], EHERRE TR O CHBS L USROS -
HENEROMMPRIONBA NI, LAL, ChoDE
VW FhLELV DT>, thOBEERICIE
BicElbizsoniih-to,

13. SHiREENIRAT BE L VR EMBENRE

(Table 14, 15)

HRBFOARIRF R TIX, T XTOREBRIIREREIC
e TE A P =i o X (XY AVAY L (AP €74 TY (RA AT N

REMFENRETIE, T7432-S 5L U CCL &5

Bo1~26T BMEOMEELEOBRBHERES SV
RRERIE, FRORFERENED Hhl, oM,
CCL# 5RO | #, #f2ATHETROLEBEDS
WERARDRA SN, :
Rk BROEREIBMKR TR, 7432-S, CCL w{
hoHSHIcbHBRBLEOMICZRA ST,

m % =

E— 7L Az T432—S 200, 400, 800 mg/kg D EH&R
% 35 Afdsgnss L cHEastARETaY,
*+#3E CCL @ 800mg/kg {5 L 2 HH LB L

7432-S 5@ O—RIREDOLE (L & L T, 800 mg/
kg 5Bt VWTHES 2 A HE TERELEN & TR
—BYRRBELADATH -1, ChicHL CCLES
BT, ChoiEks 7432-S 5 HICH LELR
N, E5i, HELESHMPERICSSNL, Wb
DIEIR1Z, cephalexin, CCL, cefadroxil #& #DEO+E
77 o ZHY U REMBREHERTLRIAMFESN
TH0, BHIZEZ S  BHIR~ORBIC L 5RE
REIEORE DR DR LI 5 R EERMYERIGEL
EAioh, TRIBAEEROE(ENFREELONT
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Table 15. Main microscopic findings in beagle dogs administered 7432~S or cefuclor for one month

End of dosage period End of recovery period

Organ Findings Control 7432-S CCL Control 7432-S CCL
6)° 2002 400 800 800 (8) 800 800
(6 (6) (8) (8) (8) (6)
Spleen Hyperplasia of white pulp 1
Kidney Inflammatory cells infiltration,
dilatation of vessels
and PAS—positive granules in 1
papillary tip
Calcification at collecting tubu-— 1 1 1
lar epithelium
Heart Mononuclear cells infiltration 1
in muscular layer
Stomach Hemorrhage or inflammatory 2
cells infiltration in submucosa
Erosion 1 1
Small Congestion of mucosa 3 2 1
intestine Inflammatory cells infiltration 1
in lamina propria
Submax. Acinous atrophy 1
gland Decrease of mucigen in mucous 3
acinus
Pancreas Decrease of zymogen granule 2 1
Interstitial hyperplasia 1
Acinar atrophy 1
Pituitary Extramedullary hematopoiesis 1 1
Mononuclear cells infiltration 2
Urinary  Atrophy of muscular layer 1
bladder
Testis Atrophy of seminiferous epithelium 1 1 1
Development retardation 1 1
Prostate Development retardation 2 1 1 1 1
Bone Increase of erythropoiesis
marrow 1

2 Daily dose, mg/kg
b () :No. of dogs

Wa1~n o

RBETIE, 7432-S 3 LU CCL 5B TROBM
taid o hth, ChrRbicHitt I h & 5REDH
BERicLn 7o e 7RESMEIS N LD EEDN
60

MikELFRETE, CCLERSRTHRERER. 7
N7 oBLURIVRFO—LORDRBH SN
2, FEHOELRBHCRESNTWSY,

RIBABENRE T 7432-S 3L U CCL B 581
HONKBHILIRPHROBRE LROBBHEZEBFCLRE
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WE, RREAMGROLZVIE, EALLAR (7~
9nH) DA XTRIMMPHILNORWIH L\ EEE
DHEZEVREND,
CCLESIMT B LIIERTH S,

CCL 58T, WTRISHAR 5 i BELR/D A%,
BEXMRTHBSRAOERICS Shtcht, Chiz—8
RBOTE(LE LTHESAHRBEICHE LAKLE®L
shite

VB Stk 3 ISMIE & & U 24 TR E o I 4% o M 5 1
ICHREMEERD -2, Zhid T432-S Xt
BOBRESHOBRE, > ORIV BEBHINHZZ & (HFHR
BEMASH AR, IKXBEELONB, 245
MEDET, 7432-S DRIRDIF S EFERIRL 1207
DOKE., \WhwWw3 “carry over” 21, LAL,
B4 32 B 5tk 24 B EH O I b MBI EHR S8 D
LD bRV & &h, AHIBERS L THERK
BEVWbLDL IS,

7432-S % 4 X2 800 mg/kg % T 35 HRBHE O
5L TH, 800mg/kg BEBTHRENH D2 BMIZ—
BHYEOEH, THRZ2EDHA-DAT, BEFLIEHIRBEL
Wino7ol MG, AEEERI 800 mg/kg/B &
E&xhi,

X L
1) /X, it : 7432—-S H LU % D trans D
9 b 1B IAHEBHRKR
Chemotherapy 37 (S—1): ~ , 1989
2) MATSUBARA, T. : M. KOIKE ; A. TOUCHI ;
Y. TOCHINO & K. SUGENO : Quantitative

determination of cytochrome P—450 in rat

ETEDORE%E 14328 B&LU -

3

4)

5)

6)

P

8)

liver hemogenate. Anal,Biochem. 75 : 506~
603, 1976
MATSUBARA,T.; S.0TSUBO; E.YOSHIHARA

‘ & A. TOUCHI : Biotransformation of coumar

in derivatives (2) Oxidative matabolism of
7 —alkoxycoumarin by microsonal enzymes
and a simple assay procedurefor 7 —alkoxy-
coumarin 0 —dealkylase. Jpn. J. Pharma-
col. 33 : 41~56, 1983 T
WELLES, J. 8. ; R. O. FROMAN ; W. R.
GIBSON ; N. V. OWEN & R. C. ANDERSON :
Toxicoloé; and pharmacology of cephalexin
in laboratory animals. Antimicrobial Agents
and Chemotherapy. 1968 : 489~496. 1968
IRXE., Bl B, EBNKCH : Cefaclor @
E—-ZNRiBEEHBHRR. Chemo-
therapy 27 (§—7) : 812~845, 1979
HASEGAWA, G. K. ; N. V. OWEN ; W. R.
GIBSON ; D.G. HOFFMAN & D.M. MORTON :
An evaluation of the toxicity of cefaclor in
laboratory animals. Postgraduate Medical
J.55 (4):17~21, 1979

BAA® JIGELE A+EEZ. HEZ,
ATidife, HEH— : Cefadroxil (S-578) @
BHICHTIHAE, B4R MBI sERM
7o CiciBEY. J. Antibiotics. 32 (12) :
1289~1334, 1979 '

BHERE KBEB, LHER: XRAE-710
B EO%XM, RE FE-LER KR 105
H V7b4A4x o xH, 1976
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SUBACUTE TOXICITY STUDY OF 7432-S IN DOGS

Fumitiko KoBayashi, Nosoru HiGasinnyaMA, TETSURO MoRIYAMA,
Kivokazu NisHIMURA, YostHiro Muraoka, Hikosiit NARA,
TApAsHI YostinA and TosHIo YostHIZAKL
Shionogi Research Laboratories, Shionogi & Co., Lid.

5 —12—- 4, Sagisu, Fukushima—ku, Osaka 553, Japan

The subacute toxicity of 7432—S was studied by administering the compound orally to beagle
dogs for 35 days at daily dose levels of 200, 400, and 800 mg/kg, and its effect compared to that
of a reference drug, cefaclor (CCL).

1) In the 7432-S 800 mg/kg group, vomiting and diarrhea, were observed but the extentand
frequency were far less than in the case of CCL.

2) No changes attributable to administration of 7432-S were observed in body weight, food
consumption, opthalmoscopy, auditory examination, hematological examination, urianalysis,
bone marrow tests blood and liver biochemistry, organ weight and histopathological examination.

3) The serum levels of 7432—-S after administration indicate that it does not accumulate in the
body even when administered orally for a consecutive period.

4) There were no indications of marked toxicity produced by 7432-S in the present study,
and it is anticipated that the maximum no—-effect dose in dogs is 800 mg/kg/day.



