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Table 1. Oral 6 months toxicity study of 7432—S in beagle dogs
a) Dose No. of dogs Start of dosage
Compound /ke/d
(mg/kg/day) Male Female Age(mon) B.W.(kg)

Control - b) 5(2°) 52 7-8 7.1-8.8
7432-S 150 4 4 7-8 7.1-9.3
7432-S 300 4 4 7-8 6.5-8.6
7432-S 800 7 (8 7 (3) 6-8 6.5-8.8

a) Compound were administered using gelatin capsule.

b) Capsule alone

c) ( ) : Numbers of dogs used for recovery study
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Fig.1. Body weight changes of dogs before, during and after the oral administration

of 7432—S for 6 months.
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» ;P<0.05, »= ; P<0.01

Statistically significant against control
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Table 2—2. Body weight changes
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Table 3. Food consumption

Compound Dose Dog ex Period
(mg/kg/day) Number Before Dosage Recovery
1 M A A s
2 M A (28) A (181)
3 M A (28) A (181)
4 %: ﬁ gzs; 2 Elslg 2 Eas;
5 28 181 36
Control 6 F A (28) A (182)
7 F A (28) A (182)
8 F A (28) A (182)
9 F* A (28) A (181) A (36)
10 F* A (28) A (181) A (38)
1 M A (28) A (181)
12 M A (28) A (181)
13 1\1\;[1 2 (28; 2 Elslg
14 (28 181
7432-S 150 15 F A (28) A (182)
16 F A (28) A (182)
17 F A (28) A (182)
18 F A (28) A (182)
19 M A (28) A (181
20 M A (28) A (181)
21 M 2 (28) 2 (181)
22 (28) (181)
7432-8 300 23 F A (28) A (182)
24 F A (28) A (181)B(1)
25 F A (28) A (182)
26 F A (28) A (182)
27 M A (28) A (181)
28 M A (28) A (181)
29 M A (28) A (181)
30 M A (28) A (181)
31 M* A (28) A (181) A (36)
gg 1\1\2 2 gza) ﬁ g181) 2%36;
. 28) 181) 36
7432-8 600 34 F A (28) A (180)B(1)C(1)
35 F A (28) A (182)
36 F AGEDD() A (182)
37 F A (28) A (182)
38 F* A (28) A (181) A (36)
39 Fe A (28) A (181) A (36)
40 F* A (28) A (181) A (36)

Daily 200 g of dog food was supplied for each dog.
a) A ; Consumed 100—75%, B ; 75—50%, C ; 50—25%, D ; 25—0%
b) ( ) : Numbers of day that each dog consumed the indicated amounts of the dog food g
: Dogs assigned for recovery study

T, BHOMES 2HOFRBLERO—MEI LY — &L, BHOCBEELL
L7IILFE FEIEK, A ZIYLBTREREL, Bk 14) HEatFH Tk .
> CTEpok®QE L 7o, BEYIFETV SV - pEHR ERSHINBROTEEOEZOREICR, ETHY
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Table 4. ECG examination in dogs
D . ) 3 \
Sex Compound ose Exam. No.of Heart ravte PQ QRS QT
(mg/kg/day) day dogs (beats/min) (msec) (msec) (msec)
A®) 5 124+ 7P) o2+ 5 46+ 1 199+ 5
Control B 5 140+10 1068+ T 481 1 188+ 4
c 2 124+ 3 104%11 47+ 2 197+ 7
7439-S 150" A 3 139+12 97+ 4 47+ 1 187+ 5
B 3 13710 94+ 6 471. 0 186+ 5
Male
A 4 145+ 4 86+ 3 48+ 1 176+ 3
7432-8 300 B 4 128410 94+ 3 46+ 1  191+10
A 7 133+ 9 91+ 2 48+ 1 187+ 4
7432-S 600 B 7 126+11 94+ 4 49+ 1  193% 5
C 2 115+19 97+ 9 46+ 1 201+ 9
A 5 155+ 8 94+ 5 50+ 2 178+ 7
Control - B 5 155+ 9 97+ 4 50+ 3 174+ 8
C 2 148+16 100+ 7 46+ 6  183*15
A 4 138+ 6 93+ 4 48+ 1 179+ 6
7432— 50
S ! B 4 158+ 14 98+ 5 49+ 1 177+ 8
Female
A 4 156+ 8 94+ 5 47+ 2 177+ 4
7432-8 300 B 4 149+ 9 93+ 8 48+ 1 185+ 7
A 7 138+ 8 89+ 4 49+ 1 181+ 5
7432-5 600 B 7 122+10 90+ 4 51+ 2 192+ 7
C 3 115+12 89+ 2 51+ 3 199+ 4

a) A : 17 or 16 days before dosage
B : Day 165 or 166 of dosage period
C : Day 28 of recovery period
b) Mean*S.E.
* One dog unable to examine due to struggle

BOREZTLV, ENBEHSENEh I L2
COCHRAN-COX OREZTHV, EHIhL VL X
R STUDENT O t REZTH > 1, LEBROREED
EOREICIE, BEICHT 3RERIOTSE & RS
PELUEERRYIM b O FELfE & ORI T STUDENT
DEREZITIE - 720

I £ 8 B #%
1. —ikeE
2HI036 » AROBRS WAL, REHAIASIK
ot
7432~-S 600 mg/kg B0 14 Ph 4 Filic, %5228
Bl kR RS i h, EERRPEMADIcIEY
oot 1, MBREEZEU LB TREULPKED

Bt MR I hichs, WEBEE T432-S 58 DM
2L -1,

7432-S B 5B O—MOFlIc, MEOILHENEE 17
BEHLBICHES N, BEHMKRTHATORRRNK
13, 150 mg/kg B 2/ 8 #), 300 mg/kg B 2/ 8 f)
BLU600meg/kg BED 4/ 14 PITH > 7120 ALHFREBA
DH5LD 2 FIREIERRICHtEN, 2 FHD 1 HI3EIE
KRR ICAIENTHE LA, o 1 flokI i, [E
ERBRIPMR T E TRkt L 7,

2. & &

7432-S @ 300 L T* 600 mg/kg BEDOMET, &5 77
BELME, MBECHLTEREDSD 5 EEHEMIMFEIH
Bovonth, HEHRPOMERICHEERZI N, -
7 (Fig. 1, Table 2 ),
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Table 5—1. Hematological examination in male dogs

Statistically significant against control
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Table 5-2. Hematological examination in male dogs
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Statistically significant against control
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Table 6

Prothrombin  APTT
(sec)

Clotting

Platelet
(x10cmm) time (min) time (sec)
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Statistically sigmificant against control
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Table 7. Bone marrow examination of male dogs
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Erythrocytic series(X)
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Table 8. Bone marrow examination of female dogs
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Myelocytic series(%)
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Table 13. Hepatic components in dogs

Male

Liver Choles— Phosph— Trigly— Cytochrome Coumarin Coumarin Coumarin
weight terol olipid ceride P-450 DMase DEase DPase
(g) (mg/g) (mg/g) (mg/g) (nmol/g) (unit/g) (unit/g) (unit/g)

Dose No. of

Compound (mg/kg/day) dogs

Dogs killed at the end of dosage period

244.5")

Conrol = s ZotU Tle SV6 o4 421 age sms  tes
MRS 10 4 U Lgm srs she s01 S04 £L0 05
MRS W 4 Y0 L0, s0s 05 £1s  A14 20 e
MRS W0 4 S L0 sis s0s s t41 s00 0o
Dogs killed at the end of recovery period
Comrol = 2 b BN D b avi das sh1 a0
MRS W03 oy gn i3 to4  tie 261 sin4 29
Female

Dose  No. of Li.ver Choles— Pho§ph— Trigly— Cytochrome Coumarin Coumarin Coumarin

Compound weight  terol olipid ceride P-450 DMase DEase DPase

(mg/kg/day) dogs ()" (mg/g) (mg/g) (mg/g) (nmol/g) (unit/g) (unit/g) (unit/g)

Dogs killed at the end of dosage period

Control _ 3 208.0 2.24 32.8 2.9 21.2 45.6 94.2 19.4
+6.5 +0.08 +1.8 +0.2 +0.5 +4.4 + 9.6 *2.2
MBS 10 4 Uil Lgp +10 %03 410 440 +85 <5
MIS W0 4 U ugns £re x0s 421 e 00 25
M-S W0 4 g Lgo <09 xos  sL0 szt rhe 22
Dogs killed at the end of recovery period
Control _ 9 226.9 1.99 28.0 4.4 17.3 46. 1 99.4 17.7
*11.5 +0.08 +0.1 *0.5 *1.1 *1.2 + 2.6 +2.4
MEes w0 3 J0 L0l d0s 0 10 a1 11 +is

Note a): Mean+S.E.
Statistically significant against control = ; P<0.05 == ; P<0.01
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Table 14, Plasma levels of 7432-S in dogs
. nd Dose No. of Time after administration(hrs)
ompou — : — — -
(mg/kg/day) dogs 3 2 48
Day 0 of dosage period
150 Y 59.9+16,4°) 0.45%0. 13 -
7432-S 300 4 129.0+11.9 0.41%0. 14 -
600 4 113.8%15. 2 1.82%0.45 -
Day 1 of dosage period
150 g 78.0+ 8.2 0.36:£0. 17 -
7432-S 300 4 118.5% 4.8 0.23%0.03 -
600 4 103.0£17.3 3.28%2.51 -
Day 95 of dosage period
150 4 68.0+17.3 0. 24 £0. 05 -
7432-S 300 4 93.5+13.7 0.55+0. 23 -
600 10 136.6+ 8.5 7.25%4.18 -
Day 180 of dosage period
150 4 70.8+16.17 1.05%0. 60 -
7432-S 300 4 111.8% 9.0 2.57%1.62 =
600 10 (6)¢’ 136.6£10.0 1.57%0.31 < 0.16

a) male + female
b) Mean + S.E., yg/ml

¢) ( ) : number of dogs used for recovery study

3. BEE

REBEICL 2 BHEBOETR. LOBRSHICHED
bl -7 (Table 3 ),

4. BEREL L CRRE

PREYER BN REGHIC L AEERATIE, 2R
RHonlih-t, £/, 2V v b UV TELUVRE
AAFIELBAREBLICHBREICEVWT, RERSIC
ERL:LEBbNBE{LREDONIEN T,

5. LERRE

REZEICL B3 LERERAOHLBIZH Shih-
1= (Table 4 ),

6. MEFNRELLVCBEHRE

EEBICHEVWT, £BENEHEELEHL 2E(Ld2
Bohtih-7: (Table 5~ 8 ),

7. MEELERE

5tk \WT, £ENEHTHALRAL 232
Bohtimm-1: (Table 9, 10)o

8. RKR&

MBHLSULH T REABE #MRICHES L
VLBP~ORMBRDOHRABRE I N A, WHEEEL
T432-S &5 BOMICHO A RER BB SN -1
(Table 11, 12),

9. FRLELFERE

25T, SENEHEHLMZ 5E(LI32
Hohlim -7 (Table 13),

10. MiRFRE

7432-S oMiFEFRE I, BHOoHSHBRREMEMIIIZ
Hohtimd-7, 7, 600 mg/kg/ B 5B O RKKE
5% 8B omEhRE 3. 2FNREBRLUTTH
0, 7432-S OERM@ERIIZH ohiih - 7: (Table 14),
1. BREERE
RIEFEBHORSHMK THES T, FROEMER
HEREMMEE b > THERICHEM L, Chlshic, &
FEHESICERL-EEZLSNAELRBHSNIEh -1
(Table 15, 16),

12. WEFHRE
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Absolute organ weights of dogs killed at the end of recovery period

—

+

1173

67

+

7
14

2

*

+

5.8
1.2

7.6
0.5

+

17.7
0.9

1.0
0

2
+

226.9
11

+

56.3 30.5
1

58.8

Control

—
~
1

3
3

+H

549 °*
21

913
7

3.3 75.2
*7.1

7.6

20.2
1

20.7
2.3

33.3 209.9
*4.0 *2.0 +16.7

61.

60.2
*4.5

=]

+

600

7432-S

Relative organ weights (per kg body weight) of dogs killed at the end of recovery period

o

1.38
*0.5!

© w
el

86

+

+i

8.1
*0.4

0.65
*0.12

0.86
*0.08

2.0
0

2.4
*0.2

6.4 35 .6
+0.3 0.6

6.7

Control

0.87
0.50

120
1

*06

69

+

9.4
*0

0.42
*0.16

0.96
+0.08

2.5°
*0.1

7.7°
3

7.6
5

600

7432-8

:a) Mean*S E.

Note

=+ P<0.01

«; P<0.05.

Statistically significant against control

969
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BENMM THRONERETIZ, WHOAKHH, 7432-
SEREHTENEN AT 2MABHON, &,
300 mg/kg MM 4 Ptk | Hlic, EFEMOKIMEH
B ohi, BNEBRYMRTEIZIZ, 600 mg/kg #
D6 Hh | PlHROAHOURS Shiz, HhOLMIC
BREZ(LIED Shih-Tt,

FIAMRE I B\ T, YDA, MEBBRERL,
FEOKRMMZ, ILIRMMTH 7, £/, 600 mg/
kg O | PIORMIZ Y /R, 1D | PIOCHIc A
ZIROUED Shi. T h S AR, RIREL SN T,
BRIEELIEBD ShiZh -7,

o % %®

7432-S 150, 300 % £ U600 mg/kg/ B % 6 » AME
O#%5 Ui, 7432-S D5zt b, —EOBICHE S
WIE DKL LR SN tce

Wiz, SHOREREDHIRICIED Shi-dt, KK
B—ERBTALZ0ZTEHAL, SRORKKRS LD
BRSO TR T >, HEIZ, 4 XicHiFEED
7 2 ARREMOBHRR TIL, cephalexin® &
cefaclor® THEZNTED, T432-S KHRNL LD
TV, F7, 4 XiCHBT B2 7 2 LRIER OB
RBRTCRATAGHHMMBHONLEVIEENH S
RID L CHORTIRTIEEOREICLIBRT, &
SEh~E5HKIC—BHICRB LA LBEIRTVS,
CORKROFALE LT, BEFR'", RS ZOEM
mast cell ICEALTERY I 2 MBEERHT,
4 FIHRANELTHELEHEELT VS, LHL, &
HBRTOARIZ, RN (BEREREMS bR
ThiI &, HOoMHRBERED NV L, —
BOFUZ LHOBHOSNEVWT EREL DS, BFOKET
BEXY I VHHEE—DORFIZEZbDEREZCHh
T, T432-SHEI LV AERRBAKNEL, BOEAL
ZREILALbDOLMESO, T432-S DBEBEHICEL S
bOTRBVEYB AN,

BEERT, HoFRENERICHRENEDDH 518
myR@Byonsfdt, HMEEIBETHD, T, &3
BERICIAREBENRS ShEh 7, E5I, IS
L UHBELF¥RE, ARBLUOCRBARETRENEYD
SRR EHD, BBEEBRETT LOTRA
Wi ht,

RERBETIEOEEH 300 mg/kg #D 1 & 600
mg/kg o 2HlicEHoh, T432-SD5 v MBS
HRRY TH 7432-S #5580 | HlicEBORELR
LEIhTVE, AEBRTCEH AT EOERE R, ¥

(LMD S RMERIEE LTRHSITED, FED
LNRZHITBMRT MO LD TH 7o ) IS

COMAMTRLELSASNIMETHD 'Y, 7432~
SEESy FCBHOAAMBELERREEEL LT
BEDLDTH 1, #>T, ARRTED Sl
i3, T432-SREBIc k> TEEEN LD TIRILVLEY
Waht,

PEDZ G, 4804 2 BEBEERICHVT,
T432-SREICMM L L EL SN A EMEBEREF
W 2ELEEBDShT, EMOAMD XS i 7432-8
85 L DEBEIEBERNE VL EEL SN ATLERAT
B¢, 600 mg/kg BHTHENETZC 00, ARR
RUTTD 7432-8 DR KHN- R 300 mg/kg/H &
eSS,

X [

D /PAHXE XR 3 HTHEX HExW:
Cephem REOHENE T432-S(Ceftibuten)
DIy MibiF3 1 HAEAHBHERR,
Chemotherapy 37 (S—1) : 816~832, 1989

2) HH £ ¥ B FHLEM MEERE
EMH R, HH IE: Cephem REOHLEM
B 7432-SD35 v bickbiF A3 HAROKEK
L A2E2HBHEHR, Chemotherapy 37 (S-
1) :858~882, 1989

3 KR I, #HFAHIL EER— PHF K
TERKRTT, B 3. FHEWK : Cephem ZEE
OfEYR 7432-S (ceftibuten) DT v bick
i+ % 6 A A8t 228, Chemotherapy 37(S—
1) :919~944, 1989

4) /MHXE, BiL R OHUER E&EHE—
HExR®E =82 0 FTH E FTHEX:
T432-S DA X itk 3 | 7 A A BESR,
Chemotherapy 37 (§—1) : 833~857, 1989

5) %R & Fl B HLEHM BRE-—
RAllkes, % & TEEKf, &H IE
HHFEK : Cephem RREONEYHE T432-S D
4 Xizdi 3 37 AMEORS I L S EaHEHR
%8, Chemotherapy 37 (S—1): 883~918, 1989

6) MATSUBARA, T. ;: TQUCHI, A, & OGAWA,
A. : Heterogenous - distribution of the
cytochrome P-—450 monooxygenase system
in rat liver lobes. .

Jpn. J. Pharmaco]. 32 : 999~1011, 1982
T MA'ESUBARA, T. ; OTSUBO, S ; YOSHIHARA,
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E. & TOUCHI, A. : Biotransformation of $ B8, RIIBE X, HH [E : Sodium
coumarin derivatives (2), Oxidative meta— cephalothin @ beagle Ric¥i 3 fatt+ & OFE
bolism of 7T—alkoxycoumarin O—dealkylase. SEBH:ER,
Jpn. J. Pharmacol. 33 : 41~56, 1983 Jpn. J. Antibiotic. 28 (2) : 205~230, 1975
8) WELLES, J. S. ; FROMAN, R.O. ; GIBSON, 11) %% W— : Cefotiam (SCE-963) m#HMitH &
W.R.; OWEN, N. V. & ANDERSON, R. C. : UR i AR
Toxicology and pharmacology of cephalexin Chemotherapy 27 (S—3) : 163~171, 1979
in laboratory animals. 12) AW —. K 5\ HHMEX R\ 4
Antimicr. Agents & Chemoth. 1068 : 489~ =A%, HFE— : Cefpiramide (SM-1652)
496, 1969 DE—=TIWVRICE T Z2BIRAES 6 8 M BHR
9) /SIHRXE, M 8 EB)ILH - Cefaclor ® M, HRLEERK17(1): 7~31, 1983
E=-7ILRICE 2 B BHER, 13) JONES, T. C. & HUNT, R. D. * Veterinary
Chemotherapy 27 (S—17) : 812~845, 1979 pathology. 5th ed., p.1300, Lea & Febiger,
100 % BE Wl R KRR % 53 ® 1983

CHRONIC TOXICITY STUDY OF 7432-S IN DOGS

HirosHi NARA, NoBoRU HiGcAsHiYAMA, TETSURO MORIYAMA,
Kivokazu NisHIMURA, TosHIAKI HASEGAWA, AKIRA NAKANO,
Tomoyuki HANAFuUsA, MotoHiko UEDA, TADASHI YOSHIDA
and T'osHIO YOSHIZAKI
Shionogi Research Laboratories, Shionogi & Co., Ltd.

3 —1-1, Futabacho, Toyonaka, Osaka 561, Japan

A chronic toxicity study of 7432—S was conducted by oral administration to male and female
beagle dogs once daily for six months consecutively at dose levels of 150, 300 and 600 mg/kg.

1. All dogs survived throughout the test period.

2. Salivation was observed in 4 of 14 dogs in the 600 mg/kg group.

3. 7432 -S caused no marked changes in body weight, food consumption, auditory
examination, ophthalmology, ECG, hematology, bone marrow examination, urinalysis, plasma
analysis, liver analysis and pathological examination.

4. Plasma levels of 7432—S showed no tendency to drug accumulation.

5. The maximum no—effect dose of 7432—S was 300 mg/kg/day in this study.



