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Table 1 Hematological findings in mice treated orally with CXD for 3 months
ppd TS S (meanxS.D.)
Sex Group Control | 320 mg/kg | 800 mg/kg | 2000 mg/kg | 5000 mg/kg (BDO%X
mg/kg
No. of animal 10 10 9 10 10 10
Hb (g/dl) 13.6+ 0.7 | 13.4+ 0.9 | 13.2+ 1.2 | 13.4+ 0.4 | 13.0+ 0.7 | 12.6* 1.0*
Ht (%) 4+ 1 43+ 2 42+ 3 43+ 2 42+ 1* 40+ 1%
RBC (10*/mm?) 9961 75 891+ 37 918+ 94 947+ 48 946+ 51 882+ 49*
Platelets (10%/mm?) 770+ 251 864 +311 856 + 258 853-.226 911+294 985+239
WBC (10/mm?) 579150 492107 5051225 519+ 198 492+127 368+171
Male . ,
Differential blood <(:2unts
Lymphocytes 77.6+12.1 | 78.0+ 5.5 | 76.6+ 5.5 | 80.4+ 5.6 | 78.4% 9.1 | 72.0% 7.6
Band neutrophils 2.8+ 1.8| 1.2+ 0.9 1.8+ 0.8} 1.5+ 1.4 1.8+ 1.3| 1.7+ 0.9
Segment neutrophils 18.3+10.7 | 19.3*+ 5,1 | 20.1* 5.9 | 16.6* 4.7 | 18.4% 8.1} 24.5*+ 7.2
Eosinophils 1.0+ 0.9 1.4+ 0.9 1.2+ 1.0) 1.3+ 1.4 1.0+ 0.4 1.7 1.4
Monocytes 0.3+ 0.4| 0.1+ 0.3| 0.2% 0.4 0.2+ 0.4 | 0.4t 0.5| 0.1+ 0.3
No. of animal 10 10 10 10 9 7
Hb (g/dl) 14.5+ 1.4 13.9%+ 0.5 | 13.7+ 0.8 | 3.9+ 1.0 | 13.1* 0.9% 13.4* 1.2
Ht (%) 45+t 3 45+ 1 44+ 2 45+ 2 42+ 1 44+ 3
RBC (10*/mm?) 1002+ 70 982+ 58 991+ 69 990+ 65 942+ 53 936+ 84
Platelets (103/mm?) 759+ 267 677+337 820321 612+252 706+ 242 769+ 342
WBC (10/mm?3) 502+133 455+ 98 457+ 66 448+133 502+120 512+156
Female| . R
Differential blood counts
(%)
Lymphocytes 83.1+ 4.2 | 81.9+ 9.3 [85.7+ 4.1 {84.5+ 4.7 {86.0+ 3.8 |88.0+ 3.5*
Band neutrophils 1.8+ 1.0| 2.5+ 2.4 | 2.2+ 2.1 1.7+ 0.8 2.3+ 1.4 1.6+ 0.7
Segment neutrophils | 13.2+ 4.0 | 14.0% 6.5 | 10.5+ 3.6 | 12.9* 4.1 | 10.0+ 4.0 | 8.1+ 3.7*
Eosinophils 1.7+ 0.8 | 1.3% 0.9 1.4+ 1.3 0.9* 0.9 1.4+ 1.0 1.7+ 0.7
Monocytes 0.2+ 0.4 0.3 0.4 0.2 0.4 O 0.2+ 0.4 0.4% 0.5

* : Significantly different from control p <<0.05
** ; Significantly different from control p<<0.01
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Table 2 Organ ‘weights (relative) in mice treated orally with CXD and
cephalexin for 3 months
v (mean-S.D.)
S L » CEX
Sex Group Control 320 mg/kg‘ 800 mg/kg | 2000 mg/kg | 5000 mg/kg 800 mg/kg
No. of animals 10 10 10 10 10 10
I Body weight g 41.1 42.4 40 0 41.1 41.6 39 1
+ 1.6 + 3.4 + 3.3 + 3.1 + 2.6 + 3.1
Liver g% 0.45 0.41 0.44 0.47 0.44 10.45
+ 0.04 + 0.03 + 0.06 + 0.05 + 0.02 0.04
Kidney mg% 158.9 149.9 160.7 168.0 153.6 157.8
*+14.3 + 7.5 +26.2 +24.0 + 9.9 +18.5
Male | Heart me% 48.9 47.0 46.3 L1464 40.5%* 44.8
*+ 5.7 + 3.9 + 7.5 + 4.6 + 2.7 + 4.9
Spleen mg% 25.2 24.0 25.5 28.5 22.5 24.6
+ 5.3 + 5.2 + 7.0 * 6.8 + 3.9 + 4.8
Adrenal mg% 1.4 1.3 1.3 1.4 1.0* 1.4
* 0.2 + 0.2 + 0.2 *+ 0.3 + 0.1 + 0.1
Lung, Brain, Thymus, Testis, Thyrmd Hypophysis :
Not significantly different from control
No. of animals 10 ’ 10 10 10 9 7
Body weight g 32.2 32.6 32.7 31.6 34.4 31.8
+ 2.3 + 2.4 + 2.0 + 1.9 + 2.1 + 1.4
Liver g% ©0.46 0.49 0.46 |  0.47 0.49 0.51%*
+ 0.03 *+ 0.05 + 0.04 + 0.02 + 0.04 + 0.04
Kidney mg% 118.4 134.8** 121.0 131.4* 130.7% 127.1
Femal + 11.4 *+13.6 + 7.7 +13.3 + 8.7 *11.0
€M%€| Heart mg% 42.5 45.3 42.8 42.8 41.8 4.4
+ 4.3 + 4.1 + 4.4 + 2.7 + 4.6 + 6.1
Spleen mg% 36.3 39.7 35.7 31.7 36.7 41.9
+ 4.9 + 9.7 +10.4 + 5.6 *+ 3.7 * 9.0
Adrenal mg% 2.7 2.6 2.9 2.8 2.3 2.8
+ 0.3 + 0.2 + 0.4 + 0.4 *+ 0.5 + 0.7
Lung, Brain, Thymus, Ovary, Uterus, Thyriod, Hypophysis :
Not significantly different from control

* : Significantly different from control p <<0.05
** : Significantly different from control p <<0.01
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(2) Mm¥EHE (Table 1)

CXD 5,000 mg/kg B LU CEX 800 mg/kg H D
#53 » A% T Hb, Ht 8XU RBC O R MBS H
7o CXD 5,000 mg/kg BHDEE 1 » % XU CEX
800 mg/kg BEDMEIK 3 » AKiICR IS DMKFAROR
Blaohiih o/,

3) HRBLUWEER (Table 2)

CXD 2,000, 5,000 mg/kg B & U CEX 800 mg/kg
Bofs 3 » ARICHBILKN % 5 11, CEX 800 mg/kg
BTREENMBERRERL T, HREARRBEES
BEE1 » ARSI ILL 5o 7ehs, CEX 800 mg/kg
BCHo i BREOBRRLIEINE 3 » ARICDAS
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Table 3 Histological findings in mice treated orally with CXD for 3 months
Group mg/kg Cont, 320 800 2000 5000 CEX 800
Sex m f m f m f m f m f m f
No. of animals 10 10 10 10 10 10 10 10 10 10 10 10
Kidnev
-Cellular infiltration 1 2 1 2 2 3 2 1
-Dilation of tubules 1 4 3 3 5 4 5 6 2
-Hypertrophy of tubules 2 1 1 1 1 2 3
-Casts 1 2 1 1 1 2
Lung )
-Hypertrophy of alveolar walls 1 1 1 1
-Fibroma 1 1
Hypophysis
-Vacuolation 1 1
Thyroid
-Hyperplasis 1 1

Liver, Heart, Spleen, Brain, Thymus,

Testis, Prostate, Ovary, Uterus, Adrenal,
Esophagus, Stomach, Small and Large intestine,
Urinary bladder, Pancreas, Bone marrow, Eye,
Lacrimal gland, Skin, Muscle, Salivary gland,
Lymph node, Trachea.

No pathological change.

hi,

S ERI, #5453 » A% ic CXD 2,000 mg/kg Ll
LoBSEOHICHERRYENNS SN, CEX 800 mg/kg
BoficFEREMMRSE SN, UL, ChbDFRR
RER L » ARICRB SN 57,

(4) #EREERIERR. (Table 3)

53 » Bi%, CXD 800 mg/kg Pl LB 5B L LU
CEX 800 mg/kg BHTIEALRME DILANS S hiods,
B2 » BRICBCOFRRIZ ML Uico RPFETH T
2, CXD 5,000 mg/kg Bf 3 & CEX 800 mg/kg B
GRS RS E R 2Ef ts K OLRBIANRS S i,
ZDMMOBBCRBFARIAS I, ok,
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(2) R#ZE (Table 4, 5)

CXD #5#THE 3 » A% CHEMIC HERICHKEL
THRBHMIML, %/ CEX 2,000 mg/kg B M #T
REOMIMNA Ot L LU SOFRRIZEIRL »
RRICRERE S oo R BHELERIRALN
Edpotce

(3) IMm#MRE (Table 6)

CXD 2,000 mg/kg BDH 5 & U5,000 mg/kg BEOM
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Fig. 1 Body weight changes in rats treated orally with CXD for 3 months
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Table 4 Urinalysis in male rats treated orally with CXD for 3 montha (mean:S.D.)
G o -C~--~] 320 /vk 800 /1 2000 mg/k 50007 /k CEX
roup ontro mg/kg mg/kg mg/kg mg/Kg 2000 mg/kg
. forsfl
No. of animals 10 10 10 10 10 10
| ass9 | 4s6.6 458.5 403.4** | 384.1%* | 387.3%
Body weights @ | . 37'g | + 50,9 |+ 41.0 |+ 58.9 | * 42.6 | * 39.8
Urine volume 2.4 3.4 5,2%* 8.5%* 9.6%* 11.1%*
ml/100g b.w. + 0.7 + 0.6 + 2.1 + 3.0 + 3.2 + 5.5
. : o 1.057k 1.038** 1.034** 1.026** 1.027 1.021**
Specific gravity + 0,016 |+ 0.011 |+ 0.007 | £ 0.005 | = 0.005 [ = 0.007
Test strips 7.7 6.6** 6.6%* 7.1% 6.2%* 6.6%*
pH + 0.5 + 0.5 *+ 0.6 + 0.6 + 0.2 + 0.4
+ 5 7 7 9 8 ‘8
Protein + 5 3 2 1 2 2
+ 0 0 1 0 0 0
Glucose — 10 10 10 10 10 10
- 10 10 8 6 0 7
+ 0 0 0 0 0 0
Ketone bodies + 0 0 1 1 7 2
++ 0 0 1 2 2 1
H 0 0 0 1 1 0
Bilirubin - 10 10 10 10 10 10
T 9 10 10 10 9 10
Occult blood =+ 1 0 0 0 0 0
+ 0 0 0 0 1 0
Urobilinogen f g g 7 é 2 g 2
: 18 % 18 18 8 9
. + 0 0
Sediment T 0 1 0 0 1 1
Erythrocytes H- 0 0 0 0 0 0
1 0 0 0 0 0 0
Ht 0 0 0 0 1 0
- 2 0 1 3 2 0
+ 2 2 0 1 2 0
Leucocytes _*-:_ ? g g (6) g 3 ‘
H 0 0 0 0 0 1
Ht 0 0 0 0 1 2
- 0 2 1 1 4 1
Epithelial cells + 6 2 2 6 4 3
+ 4 6 7 3 2 6
- 8 10 10 10 10 9
Renal cells + 2 0 0 0 0 0
+ 0 0 0 0 0 1
Casts - 10 10 10 10 10 10

* : Significantly

difierent from control p <<0.05
** : Significantly different from control p <<0.01
Ketone bodies : False positive!®
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Table 5 Urinalysis in female rats treated orally with CXD for 3 months (mean*8.D.)

108

Group Control | 320 mg/kg | 800 mg/kg | 2000 me/kg | 5000 mg/kg | poo B
No. of animals 10 10 10 10 10 10
: 268.9 263.2 272.1 279.6 282.2 275.6
Body weights & | ,%g's |+"1gl2 |+ 14.1 | 17.6 |+ 16.3 | % 25.6

Urine volume 4.0 6.7 g, o%* 14, 1%* 15.1%* 16, 3%*
ml/100g b.w. + 1.2 + 1.8 + 3.0 + 2.5 + 5.8 + 7.2

. : 1.060 1.039** 1.029** 1.020%* 1,024** 1.021%*

Specific gravity + 0.012 | + 0.008 |+ 0.005 |+ 0.005 | = 0.008 | = 0.006
Test strips 7.5 6.9%* 7.3 7.3 6.8%* 7.4
pH + 0.4 + 0.4 + 0.6 + 0.4 + 0.3 + 0.4
+ 6 9 10 g g 18

. + 4 1 0
Protein #+ 0 0 0 0 0 0
H 0 0 0 0 1 0
Glucose - 10 10 10 10 10 10
- 10 10 10 7 1 10
+ 0 0 0 0 0 0
Ketones bodies+ 0 0 0 2 6 0
++ 0 0 0 1 2 0
H 0 0 0 0 1 0
Bilirubin - 10 10 10 10 10 10
- 10 9 10 10 10 10
Occult blood =+ 0 0 0 0 0 0
+ 0 1 0 0 0 0
o1 + 1 6 3 7 4 4
Urobilinogen n 9 4 7 3 6 6
N 51! (9) 8 6 9 g
. + 1 1 1

Sediment T 0 1 1 2 0 1
erythrocytes 0 0 0 0 0 0
H 0 0 0 0 0 0
| 0 0 0 1 0 0
- 8 3 2 3 3 0
+ 0 3 3 2 0 3
Leucocytes + 2 3 3 3 7 6
+ 0 1 1 0 0 1
1 0 0 1 1 0 0
- 4 8 6 9 5 5
Epithelial cells + 3 1 2 0 3 2
+ 3 1 2 1 2 3
- 10 10 8 10 10 10
+ 0 0 1 0 0 0
Renal cells + 0 0 0 0 0 0
+ 0 0 0 0 0 0
H 0 0 1 0 0 0
- 10 10 10 9 10 9
Casts + 0 0 0 1 0 1

* : Significantly

defferent from control p <<0.05
** : Significantly defferent from control p <<0.01
Ketone bodies : False positive!®
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Table 6 Hematological findings in rats treated orally with CXD for 3 months
(mean=+8.D.)
o CEX
Sex Group Control | 320 mg/kg | 800 mg/kg | 2000 mg/kg | 5000 mg/kg 2000 mg/kg
No. of animal 10 10 10 10 10 10
Hb (g/dl) 14.6+0.9 | 14.4+0.8 | 14.3%0.9 | 14.8+0.6 | 13.3%+0.9%* 12.240,5%
Ht (%) 451 2 46+ 6 43+ 5 46+ 2 40+ 3% 37+ 3%
RBC (10/mm3) 799+ 59 820+ 68 777+ 63 790+ 57 742+ 58% | 645+ 41%
Platelets (103/mm?) 510215 692+ 286 543+ 149 573+202 541+129 757+218%
WBC (10/mm?) 670+263 644+ 144 525+125 655+110 576 +137 637+188
Min. Osmotic fragility(%)| 0.52+0.02 | 0,5120.02 | 0.53+0.02 | 0.53%0.02 | 0.53+0,02 | 0.51+0.02
Male | \ax. Osmotic fragility(%)| 0,36+0.01 | 0.34::0.02 | 0.340.02 | 0.34%0.03 | 0.36+0.03 | 0.33+0.02
Differential blood counts
(%)
Lymphocytes 78.9+6.4 | 81.0+4.2 | 80.7+4.0 | 78.5+4.7 |69.7+7.7%| 78.3+8.2
Band neutrophils 3.3*+1.7 2.8%1.1 2.5%+0.5 2.0+1.1 2.5%0.8 2.7£1.5
Segment neutrophils 15.5+7.2 14.0+3.7 | 13.2%3.9 16.1+3.8 | 23.7+7.1* | 15.8+7.1
Eosinophils 1.5%0.9 1.4%£0.8 2.9+1.4% | 2.8+1.4%| 3.2+0.7*% 2.6+1.5
Monocytes 0.8+0.6 0.8+0.6 0.7£0.4 0.6+0.7 0.7*+0.6 0.6+0.9
No. of animal 10 10 10 10 10 10
Hb (g/dl) 14.1+0.6 | 14.1+0.8 | 14.4*1.1 13.3+1.0 | 12.8+0.7%% 10.9+0.9*
Ht (%) 4+ 1 43+ 1 45+ 3 40+ 2% | 41+ 2%*| 36+ 3=
RBC (10*/mm?) 833+ 31 762+ 22% | 766+ 66% | 711+ 69** 727+ 39% | 611+ 44**
Platelets (10%/mm3) 703+ 93 721227 630+116 756 +139 6301246 911+221*
WBC (10/mm3) 597+ 38 528 +156 647+106% | 680+171* | 555*111 559+154
Min. Osmotic fragility(%)| 0.52+0.00 | 0.52+0.01 | 0.52+0.03 | 0.53+0.01 | 0.53+0.02 | 0.51%+0.03
Female Max. Osmotic fragility(%)| 0.35+0.02 | 0.36+0.01 | 0.35+0.04 | 0.37+0.03 | 0.36+0.02 | 0.34+0.02
Differential blood counts
(%)
Lymphocytes 78.0+8.3 | 84.2+4.5 | 75.5+7.8 | 81.0+4.5 |69.7x13.3| 77.2+7.1
Band neutrophils 1.7+0.6 2.2*1.6 1.8+0.9 1.9+0.9 2.0+ 0.6 | 1.9+0.8
Segment neutrophils 17.6+7.9 | 11.5+5.5 | 19.7+8.1 | 13.7+x3.9 | 25.0+13.9} 18.3*6.9
Eosinophils 2.0%1.0 1.7£0.9 2.4*1.4 2.8*+1.5 2.4+ 1.9| 2.1+0.9
Monocytes 0.7+0.6 0.4+0.5 0.6+0.7 0.6+0.5 0.9+ 0.8 0.5*0.5

* : Significantly different from control p <<0.05
** : Significantly different from control p <<0.01

#, 725U CEX 2,000 mg/kg B o i # i Hb, Ht
HLU RBC oA nsontcdt, B L » FRICIE
HBTHo1o

4) MmEEEIRE (Table 7)

CXD #5005 v + 8% X U CXD 2,000, 5,000
mg/kg B 5 » + TOFEREAROBTMHAL W,
A/G Ko FRH¢ CXD 5,000 mg/kg B ic, GOT &
U BUN 0{EFHt CXD 2,000 XU 5,000 mg/kg BE
&, %7- ALP 0{E Tt CXD 5,000 mg/kg BEHCH S

i, MAEEMEICHT 5 B8, #7 - B0 CXD
2,000 mg/kg LI ED 5T Na @ LR LU C 0
TAt, £7 800 mg/kg ML TKOETHELNE. f
F, BMETIHBNERRCERE\ORENS LN,

CXD 320 mg/kg DI LD #57T Na © LR, KLU
Cl 0EFTH& S ntco YoM ¥R CEX
BEBICH ABEOMERNASh, CEX 2,000 mg/kg B
THERES v + ICKER, GOT, ALP, K 41U Cl 0
ThAHsNht,
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Table 7 Blood chemical findings in rats treated orally with CXD for 3 months

(mean£8.D.)
‘ CEX
Sex Group Control 320 mg/kg | 800 mg/kg | 2000 mg/kg | 5000 mg/kg 2000 mg/kg
No. of animal 10 10 10 10 10 10
GOT (RF. U) 87+23 96+19 87+19 64+ 12% 43+13%% | 55+ G**
GPT (RF. U) 34+ 6 41+ 9 33+ 4 32+ 4 36+ 4 34+ 6
Al-P (KK. U) 19.0+3.6 | 19.1+4.0 | 16.4%3.7 | 15.5+4,5 | 13.84:3.7%% 11,2::3.8**
Choresterol (mg/dl) 88+11 89+ 8 89+13 79+ 4 89+13 8610
BUN (mg/dl) 21+ 1 2+ 2 21+ 1 184 1% | 19+ 2% 20+ 3
Glucose (mg/dl) 182+22 186+ 36 165+25 191+29 17520 175+ 30
Total protein (g/dl) 6.2+0.3 5.9+0.2% | 5.7+0.3* 5.6+0.3%% 5.6+0.2%% 5.6+0,3%*
Male Electrophoresis (%)
Alubumin 70.5+3.0 | 72.1+1.4 | 73.8+1.2*% 72,6+2.6 | 72.4+1.8 | 72.1£3.2
Grobulin Alpha-1 9.3+1.6 | 9.8+0.9 | 9.3+0.5 | 9.7+0.7 |10.1+1.0 | 9.6+1.2
Alpha-2 5.840.5 | 5.6+0.5 | 5.3+0.7 | 5.9+0.6 | 5.7+0.4 | 5.5%0.8
Beta 11.0+1.5 |10.1+1.1 | 9.8+0.9 | 9.0+1.3*% 9.6+0.8*|10.1+1.3
Gamma 3.3+1.3 | 2.1+0.8 | 1.6+0.4*% 2.6+1.8 | 2.0+0.8% | 2.5+1.5
A/G ration 2.42+0.32 | 2.60+0.17 | 2.83+0.19 | 2.68+0.31 | 2.64+0.25 | 2.62+0.39
Na (mEq/1) 143+ 1 143+ 2 145+ 2 145+ 2% | 145+ 2% | 145+ 3
K (mEq/l) 4.5+0.5 | 4.3+0.4 | 3.9+0.4% 3.3+0.4*% 3.2+0.3*% 3.8+0.3%*
Cl (mEq/1) 106+ 3 105+ 2 104+ 2 102+ 3 101+ 3* 103+ 3
No. of animal 10 10 10 10 10 10
GOT (RF. U) 98+25 100+26 93+18 65+36* 45+ 16%* | 68+16**
GPT (RF. U) 35+12 41+16 35+19 28+ 7 35+28 24+ 14
Al-P (KK. U) 15.6+4.6 | 13.0+4.0 | 13.0+3.1 | 10.2+2.6% | 8.9+3.8*% 10.9+2.6**
Choresterol (mg/dl) 69+ 8 74+ 8 73+ 8 72+ 6 96+ 6 72+13
BUN (mg/dl) 2+ 2 20+ 1 20+ 6 19+ 5 17+ 2% | 20+13
Glucose (mg/dl) 187+37 167+30 165+31 180+24 175+47 157 £19*
Total ‘protein (g/dl) 5.9+0.2 | 5.7+0.2 | 5.7+0.3 | 5.5+0.2%% 5.6+0.2%% 5,5+0.1%*
Female| Electrophoresis (%)
Alubumin 69.3+5.3 | 71.6+5.1 |71.4+4.0 | 71.7+5.5 | 73.9+3.9% | 68.9+4.0
Grobulin Alpha-1 9.4+0.9 |10.1+0.9 |10.1+1.2 |10.0+1.1 |10.6*2.4 |11.3+1.9*
Alpha-2 5.5+1.1 | 5.2+0.8 | 4.9+0.9 | 6.0+1.6 | 5.5+0.9 | 6.1+0.5
Beta 10.4+1.5 | 9.9+1.6 | 9.3+1.1 | 9.8+2.0 | 8.6+1.0%% 10.9+1.4
Gamma 5.1+3.3 | 3.0%3.2 | 4.0%3.0 | 2.3+2.7 | 1.2+1.4*% 2.6+3.3
A/G ration 2.34+0.56 | 2.61+0.56 | 2.56+0.46 | 2.64+0.59 | 2.92+0.57% 2.26+0.40
Na (mFq/1) 141+ 1 142+ 1* | 142+ 2 144+ 1% | 144+ 1%*% | 144+ 2%
K (mEq/l) 4.3+0.2 | 3.7+0.4% 3.3+0.2*% 3.0+0.3**% 3.1+0.3%4 3.4+0.2%*
Cl (mEq/1) 106+ 3 104+ 2 99+ 4% | 101+ 3% | 100+ 4%F | 101+ 2%

¥ : Significantly difierent from control p <0.05
** : Significantly different from control p <<0.01
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Table 8 Organ weights (relative) in rats treated orally with CXD for 3 months

(meanxS.D,)
S ) o nn ’*T‘“—CTX“
ex Group Control 320 mg/kg | 800 mg/kg | 2000 mg/kg | 5000 mg/kg 2000 mg/kg

_No. of animals | 10 | 10 10 10 10 10
Body weights g 461.2 466.5 462.6 408.9 387.6%* 399, 5%+

+ 59.2 + 56.0 + 44.9 + 61.4 + 44.4 + 41.4
Liver g% 3.44 3.62 3,76%* 3,75 4,34%% 3.71%
40,22 + 0,29 + 0.26 + 0.21 + 0.51 + 0.2
Kidney 8% 0.64 0.67 0.78%% 0.85%% 0.97%% 1.09%

+ 0.03 4+ 0.06 + 0.08 + 0.05 + 0.12 | + 0,16
Heart 8% 0.28 0.28 0.30** 0.32%% 0.28 0.32%

+ 0.01 + 0.02 + 0.02 + 0.02 + 0.02 | £ 0.02

Lung 8% 0.30 0.29 0.33 0.33* 0.35%% 0.35
+ 0.03 + 0.03 + 0.03 4 0.03 + 0.03 + 0.04%
Spleen g% 0.18 0.19 0.21* 0.21* 0.20 0.25%

+ 0.03 + 0.02 + 0.02 + 0.03 + 0.03 | + 0.04

Male | poin 8% 0.46 0.44 0.45 0.51% 0.50 0.49
+ 0.04 + 0.04 + 0.05 + 0.06 + 0.06 | + 0.03
Thymus g% 0.09 0.10 0.08 0.08 0.06%* 0.06%

4+ 0.01 + 0.01 + 0.01 + 0.01 + 0.01 + 0.01

Testis £% 0.78 0.77 0.81 0.91%* 0.89** 0.81

+ 0.09 + 0.06 + 0.08 + 0.11 + 0.05 | + 0.15

Prostate 8% 0.12 0.12 0.12 0.11 0.09* 0.11

+ 0.02 + 0.02 + 0.02 + 0.02 + 0.02 | = 0.0

Adrenal mg% 14.9 15.6 14.8 18.8** 26.8%* 23.0%

+ 2.1 + 1.4 + 1.4 + 3.1 + 5.3 + 6.7

Thyroid mg% 7.4 6.6 7.3 8.8 18.3%* 7.4

+ 0.9 + 1.4 + 1.4 + 2.3 + 5.1 + 11

Hypophysis  mg% 3.3 3.1 3.3 3.9* 4.3%* 3.5

+ 0.2 + 0.5 + 0.2 + 0.7 + 0.6 + 0.3

No. of animals 10 10 10 10 10 10

Body weights g 274.3 268.5 273.7 281.9 279.3 281.4

+ 17.7 + 17.4 + 18.2 + 16.8 + 15.9 + 21.7
Liver g% 3.22 3.64* 3.80** 4.15%* 4.50%% 4.27%

+ 0.39 + 0.31 + 0.21 + 0.33 + 0.50 | + 0.48
Kidney g% 0.68 0.80** 0.88** 1.15%* 1.01%* 1.07

+ 0.05 + 0.04 + 0.06 + 0.27 + 0.06 | + 0.09

Heart 8% 0.31 0.34%* 0.36** 0.36%* 0.31 0.33

+ 0.02 + 0.01 + 0.03 + 0.02 + 0.02 | = 0.02

Lung g% 0.38 0.39 0.41 0.41 0.41 0.40

+ 0.03 + 0.02 + 0.02 + 0.03 + 0.02 | + 0.02

Spleen g% 0.21 0.25%* 0.28** 0.30%* 0.26%* 0.36
Female + 0.02 + 0.03 + 0.03 + 0.03 + 0.03 + 0.04®
Brain g% 0.73 0.75 0.72 0.71 0.67** 0.68

+ 0.05 + 0.05 + 0.04 + 0.05 + 0.04 + 0.06

Thymus £% 0.11 0.11 0.13 0.09* 0.08** 0.10

+ 0.02 + 0.02 + 0.01 + 0.02 + 0.01 + 0.03

Ovary mg% 37.9 43.7* 39.5 40.5 35.9 42.6

+ 5.5 + 6.4 + 3.4 + 8.0 + 8.0 + 1.6

Uterus £% 0.22 0.24 0.20 0.19 0.14 0.18

+ 0.04 + 0.05 + 0.03 + 0.04 + 0.04 + 0.05
Adrenal mg% 28.2 31.7 34.8%* 37.7%* 39, 7%* 38.4%

+ 2.7 + 5.9 + 5.7 + 3.0 + 4.0 + 5.9

Thyroid mg% 9.9 10.0 10.7 12.0%* 27.8%* 10.6

+ 1.0 + 1.6 + 2.4 + 1.6 + 9.0 + 1.6

Hypophysis mg% 6.1 6.8 5.9 6.0 6.0 5.6

+ 0.9 + 1.0 + 0. + 0.7 + 1.1 + 0.8

* : Significantly different from control p<C0.05  ** : Significantly different from control p<<0.01
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Table 9 Histological findings in rats treated orally with CXD for 3 months
Group mg/kg Cont. 320 800 2000 5000 CEX 2000
Sex m f m { m f m f m f m f
No. of animals 10 10 10 10 10 10 10 10 10 10 10 10
Kidney
-Dilation of tubules 3 3 4 3 9 10
-Hydropic change of tubules 2 2 3 7 4 6 5 8 6 6 7
or vacuolar change of tubules
~Casts 3 5 9 10 9 9
~Cellular infiltration 5 2 1 2 6 10
-Scar 1 9 2 9 5 5 4 8 10
Heart
-Fibrosis 4 2
-Cellular infiltration 1 1 4 2 3
Lung
-Atelectasis 1 1
-Hypertrophy of arterial walls 1 2 2 1 1
-Calcification 1
Liver
-Congestion 1
~Cellular infiltration 2
Pancreas |
-Hyperplasia of islets 6 1 2 |
Testis
-Atrophy 2
Lymph node
-Hyperplasia 1 1 1 2 2 1 1
Thyroid
-Small follicles 4 3 3 5 5 5 3 3 7 10 8 6

Brain, Spleen, Thymus, Prostate, Ovary, Uterus,
Adrenal, Hypophysis, Esophagus, Stomach,
Small or Large intestine, Urinary bladder,
Bone marrow, Eye, Lacrimal gland, Skin,

Salivary gland, Trachea.

No pathological change.

(6) El#kE X UIKHEER (Table 8)

BRI, CXD 2,000 3 £ 1¥5,000 mg/kg BED
RIS 3 » ATBOEAL X UETOMIY, %7
CEX 2,000 mg/kg BEOMEHEICE D & EBERR(LHA S
ntee 351C CXD 5 LU CEX 58 o MM
KREBICIKELI-BEBO ks s htc, £ CXD
5,000 mg/kg oD MMt FIRIRA BE AR EICE AL,

15 3 » 1% TH I MICNEANS S Nl MAERI
#15.3 5 ABRTH, A%, ML ONIFEROMMNG CXD
#EPE XU CEX 2,000 mg/kg BEo> M HEICH S,

CXD 8B 5B T35 EICKEL T o, FIRRE CXD
2,000 mg/kg Bt X U 5,000 mg/kg BEOMEMETH
mLTtc. WIRES © Hdhs CXD 2,000 mg/kg B
Dtk X ¥ 5,000mg/kg FEOMEMREC, ¥/ CEX 2,000
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Fig. 2 Kidney. llydropic change of tubular
epithelia (Rat, ¢, CXD 5000mg/kgy.
3 months, H. K. stain)

mg/kg O HHCEH A S A1tz B L O NI K
M5 3 5 J]#%TH CXD 2,000, 5,000 mg/kg Mt L TF
CEX 2,000 mg/kg TEICH SN 7208, T DAICHLTRI3 A
Y (RAY -0

(6)  FINALKL AT (Table 9)

2173 g ST IRANE L2 0 AKNTRRZE AL, 37 KAl
KB X2 DL O #iAetht CXD 2,000 mg/
kg #EDOHE, 5,000 mg/kg FEo MM H X CEX 2,000
mg/kg BEOHE BEICH S, CchsOFTRIZ CEX #15
MTRERLEETH 72 (Fig. 2)o ¢ E (LT CXD %
GHETIRMIE L 5 ARRICER L 72A8, CEX G TI
M3 » JIth TLIak FUNCL i@ ontc, &1:
153 5 BICE DT G JURIE o N8I 0 849 0 i s
CXD 800 mg/kg B M, AL < 2,000, 5,000 mg/kg
oMt X ¥ CEX 2,000 mg/kg BEOMEREICH S 1,
FRAR/NARE B K O LBz #9448 CXD 5,000 mg/kg £
DOWEHEICH o tze F 700 HIC Catarpiliar D 43R
B LU BREH.OHRAS CEX 2,000 mg, kg BED HEHE 1C
Aont. LirLIhsDfRELINE0IE 2 » ik
K3 saohiidliat,

BEBIUER

(1) =9 2RO 3 2 A 5

—HHELR T3, M CXD 2,000% XU 5,000
mg/kg BT IR AiA S, £ CEX #1BCIEK
BOMWNIMRASNLIh, s @G dubgiciré&aon
1B 1Eotce MEMATHE, 853 » )]#ho CXD 5,000
mg/kg BE XU CEX £ 5 Bic Hb, Ht XU RBC
DRFLHHSNTo CXD 5,000 mg/kg BHETIZES il
1 » F%IC 8 Ukds, CEX #5HTEChS kit

AUG. 1980

VLRl % 3 4 Tl L7z SBRTE, 2153
J)i%ic CXD #4/jd L U CEX #/ & & bl
MAHBHIL, F 12 CEX B/ -7 (3% Ak ALhss o
A Bk 3 5 1R T LR 1580 WD Tt iM%+,
Ato F 2153 0 ) ICHE T LR A CXD 5,000
mg/kg MHCAH & Lt SR AIITEL T3, #7573 5 )]
i CXD 2,00045 .5 055,000 mg/kg [ X8 CEX #
ISR TANS (AP R RPET TR s B XOq L] 22 /NI R 1)
fehs, LI B ik 2 5 N2 igde Uiz ()i
e iz CXD 320 mg/kg 213 L Ao nis
ety

(2) 5, vk T DTk ik

CXDD 5 , b TDH3 5 )] likehb OB %175 785U,

WehAR E LT L, kT, BB KRS
S, R AT O RN, IWIE oS FAsA L his
Mgt Tz Hb LU RBC O s /b HiH o, (i
AL Pk T3 GOT, ALP, BUN, # # A o EF
B X UMK OE T4 18T 5 Mg awE oLy
Shtce MEERTIIE, A%, MWEIUHOERMN
MNEHON, HMTREBILAL L CBMASL LU EHEO
HLERLBLDHNHY, T OFEAR AT R T (I AK
WA LI AVEAE EE T AMEMNB SN, IO
CEX & 'JBECbASNTzhs, CXD £& U7 CEX #'5
kick D iER L1,

B8 =vablUs- tTOBaUFHRBICED
T, T, WRIE, WSS f, DRICk D EBILAM
Aoifce IS IBHPVEAERFTHEICKD,
IGINANIALE 5 LU R RN RO BT 5 C LR E S
hTWwa? CEky, CXD itk > T BHMAELENEL
LIsRUVE L £ o0 B, $ 1o BARTIIREIC
& - TR (IR LRI B Abasd S, CXD 34w
TRKED S I1CLD {thod Cephalosporin ZHTHEHP
LABRICBICH L Th 2 REOMEREAZRTODLEE
Ao b, G RCHONIEKE, EHEBLY
FREDIM, MEMEERORD, MEKOETE L
DEEEHERB XU HEELCLZbDEEZ SN S,

MERA AT RICELT, CXD #581iC Hb, Ht &
U RBC oA hiv o htcht, L L Cephalosporin
RIS —RIOEMERMEZC 9 C &2mmsne?,
CXD o Z d{E (2 flt > Cephalosporin F#i/EHICIL
L, WEMEAICEDLTAON BT Eh S EWLED
ELLAED. F MR ORI C ke o sEISIC
LBbDLEEZILND,

IFEEDH LA S Nohs, MREEIMIRSEE X Mk
BEEMREICEOTHHEELRTARR A S N
720 ERHIRIBERORINE, S FIRBEICEHLTHE
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REgARD e W ot £0 HEARARHTH
3. BIREROHMINE LUHRERORINL SN, T
noOELIRYBEC L ISR + L ARIEE M
bk A EBRDNANASHTIRIIV. L L LD
BRBERERICREELTED, TR APHEL
THolo

4) PlkX b Cefroxadine (CXD) @ 3 » AMiteED
FapERRBICET 2 <9 20 & A8 EF i 320
ng/kg EEZ 5N, v MCBWVLTIIZ20 meg/kg AT
tEZLhl.
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SUBACUTE TOXICITY STUDY OF CEFROXADINE (CGP-9000)

KoicHl MoriMoTo, MITSURU SHIMIZU, TAaDASHI TADOKORO,

Syozo TakaHAsHI and Toru Mivaj
Drug Safety Laboratory, CIBE-GEIGY (JAPAN) Ltd.

Subacute toxicity study was performed in mice and rats, and the following results were obtained.

320, 800, 2,000 and 5,000 mg/kg/day of cefroxadine (CGP-9000, CXD) were orally administered to mice
and rats respectively for three months and recovery tests for further three months were carried out.

In mice, soft feces, slight anemia and increase of the kidney weight in 5,000 mg/kg group, and dilation
of the cecum in 2,000 and 5,000 mg/kg groups were observed, which disappeared after three months re-

covery.

In rats, slight diarrhea, atony of the abdomen, increase of water intakes and urinary volume, slight de-
crease of the body weight gain and anemia in 2,000 and 5,000 mg/kg groups, soft feces in 320 and 800
mg/kg, the disturbance of serum electrolytes in the groups more then 320 mg/kg, the increase of kidney,
adrenal, spleen and liver weight depending on the dosage. and the [dilatation of the lumen and slight hy-
dropic change of epitherial cells of renal proximal tubules were observed, but these changes were not ob-

served after 3 months without administration.



