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Fig. 3 Blood concentrations of radioactivity after oral
administration of *C-CS-807 to rats (dose: R-3763
10 mg/kg).
Data are expressed as the mean values for three
animals.
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Table 1 Cumulative excretions of radioactivity in urine and feces after oral administration of '*C-CS-807 to rats (dose : R-3763 10 mg/kg).

Excretion of radioactivity (% of dose)

Male Female
fasting non-fasting fasting
Time (hr) Urine Feces Total Urine Feces Total Urine Feces Total
0— 6 49.6%+3.1 - - 41.8+7.7 - - 17.8%+13.5 - -
12 56.1%0.2 11.0+5.5 67.0+£5.3 55.3+0.5 2.1%£1.9 57.3+1.9 46.2+ 1.2 3.7x1.5 49.91+2.6
24 57.3+0.6 29.9+3.5 87.2+2.9 58.7+1.4 15.4x7.6 74.1%6.6 50.3t 0.6 15.0x1.0 65.3%1.5
48 58.0+0.7 37.4%1.3 95.410.6 61.2+1.9 30.8+3.1 92.0+2.0 54.5+ 0.9 39.110.8 93.7£1.5
72 58.1+0.7 38.0+1.3 96.1+0.6 61.6+2.0 33.61+2.1 95.21+0.2 55.2+ 0.8 41.9+0.7 97.1+1.4
96 58.1+0.7 38.1+1.3 96.2+0.6 61.6+2.0 33.9+2.0 95.5+0.1 55.3+ 0.9 42.2+0.8 97.5%1.5
120 58.1+0.7 38.1+1.3 96.2+0.5 61.6+2.0 33.9+2.0 95.5+0.1 55.3+ 0.9 42.31+0.8 97.6+1.5

Data are expressed as the mean values+S.E. for three animals.
— : Not determined
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Fig. 4 Blood concentrations of radioactivity at 6 hr after
daily oral administration of '*C-CS-807 to non-fast-
ing male rats (dose : R-3763 10 mg/kg/day).

Data are expressed as the mean values for three
animals.

Fig. 5 Blood concentrations of radioactivity after a single
and a 21 day period of daily oral administration of
1C-CS-807 to non-fasting male rats (dose: R-3763
10 mg/kg/day).

Data are expressed as the mean values for three

animals.

Table 2 Cumulative excretions of radioactivity in urine and feces during and after a 21 day peniod of daily oral
administration of '*C-CS-807 to non-fasting male rats (dose : R-3763 10 mg/kg/day).

Excretion of radioactivity (% of dose)

Number of dosing Urine Feces Total
1 54.312.7 35.1+3.1 89.4+1.6
2 55.7+2.2 38.612.0 94.4+0.2
3 55.5+1.7 39.2+2.2 94.7+0.5
4 55.2+1.2 40.0+1.5 95.2+0.2
5 54.910.9 40.4+1.0 95.3+0.2
6 54.510.7 41.0+0.7 95.41+0.1
7 54.010.4 41.1+0.4 95.1+0.2
8 54.010.3 41.2+0.4 95.2+0.3
9 54.310.3 41.4+0.3 95.7+0.3
10 54.240.2 41.510.2 95.7+0.1
11 54.110.3 41.410.3 95.5+0.3
12 54.010.3 41.6+0.3 95.6+0.2
13 54.310.2 41.6+0.4 95.8+0.3
14 54.1+0.4 41.610.8 95.7+0.5
15 54.210.4 41.7+0.5 95.8+0.2
16 54.210.4 41.5+0.7 95.6+0.3
17 54.110.5 41.410.7 95.5+0.3

18 54.210.6 41.2+0.9 95.3+0.3
19 54.210.6 41.0+0.9 95.31+0.3
20 54.210.6 41.0+0.9 95.2+0.3
21 24° 54.210.6 40.9+1.0 95.1+0.4
48° 54.310.6 41.310.9 95.6+0.3
72* 54.310.6 41.31£0.9 95.6+0.3
96* 54.310.6 41.3+0.9 95.6+0.3
120° 54.310.6 41.3+0.9 95.6+0.3

Data are expressed as the mean values+S.E. for three animals.

* : Hours after the last of 21 doses

All samples were collected for 24 hr after daily dosing and for every 24 hr after the last of 21 doses.
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Fig. 6 Autoradiograms showing the distribution of radioactivity at
various times after a 21 day period of daily oral administration
of *C-CS-807 to non-fasting male rats (dose : R-3763 10 mg/kg/day).
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Table 3 Tissue concentrations of radioactivity after a single and daily oral administration of ‘C-CS-807 to non-fasting male nh‘

(dose : R-3763 10 l:u/k(/&y)lt

Concentration of radioactivity (ug equiv. of R-3763/g or ml)

» R 1.5 hr after the 120 hr after the
24 hr after the last administration Jast administration last admini .
Tissue Single dose 7 doses 14 doses 21 doses 21 doses 21 does
e
Plasma 0.021+0.00 0.0410.00 0.05+0.00 0.06+0.00 4.90+£0.10 N.D.
Blood N.D. 0.09+0.00 0.161+0.01 0.20+0.00 3.1910.02 0.1210.01
Brain N.D. N.D. N.D. N.D. 0.0610.01 ND. .
Hypophysis N.D. N.D. N.D. N.D. N.D. ND.
Thyroid N.D. N.D. N.D. N.D. 1.07+ 0.05 N.D.
Eyeball N.D. N.D. N.D. N.D. 0.48% 0.06 N.D.
Submaxillary gland N.D. N.D. N.D. 0.05+0.00 0.89+ 0.03 ND.
Axillary lymphnodes N.D. N.D. N.D. N.D. 0.95+ 0.06 N.D.
Thymus N.D. N.D. 0.05+0.01 N.D. 0.43% 0.02 N.D.
Heart N.D. N.D. N.D. 0.04+0.00 0.86% 0.05 N.D.
Lung 0.031+0.01 0.08+0.00* 0.141+0.01* 0.22+0.07 1.79%+ 0.10 0.09+0.01
Liver 0.05+0.00 0.14+0.01° 0.22+0.01° 0.28+0.02° 2.33+ 0.15 0.1140.01
Kidney 0.08+0.00 0.20+0.01° 0.32+0.01° 0.35+0.01° 11.65+ 0.42 0.16+0.01
Adrenal N.D. N.D. N.D. 0.17+0.02 0.93+ 0.04 N.D.
Spleen N.D. 0.0410.01 0.06+0.00 0.07+0.01 0.55+ 0.03 0.05+0.00
Pancreas N.D. N.D. N.D. N.D. 0.86+ 0.05 ND.
Muscle N.D. N.D. N.D. N.D. 0.46%+ 0.04 N.D.
Fat N.D. N.D. N.D. N.D. 0.22+ 0.02 ND.
Brown fat N.D. N.D. 0.08+0.01 0.09+0.01 0.70+ 0.02 0.05+0.01
Skin N.D. N.D. 0.09+40.01 0.09+0.00 1.62+ 0.10 0.061+0.00
Testis N.D. N.D. N.D. N.D. 0.65+ 0.06 N.D.
Bone marrow N.D. N.D. N.D. N.D. 0.67+ 0.05 N.D.
Aorta N.D. N.D. N.D. 0.18+0.03 2.43%+ 0.25 N.D.
Stomach 0.21+0.17 0.06+0.01 0.06+0.00 0.1110.03 20.10% 1.77 0.04£0.00
Small intestine 0.10+0.08 N.D. 0.05+0.01 0.07+0.01 31.41+12.53 N.D.
Caecum 0.38+0.15 0.69+0.23 1.02+0.40 0.61+0.23 1.18% 0.07 ND.
Large intestine 0.39+0.16 0.60+0.29 0.90+0.40 1.2410.49 1.34+ 0.28 N.D.

Data are expressed the mean values +S.E. for three animals.
* : Significant different from values of a single dose. p<0.05

N.D.: Not detected
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Fig. 7 Autoradiograms showing the distribution of radioactivity at
various times after oral administration of *C-CS-807 to fasting
12th-day pregnant rats (dose : R-3763 10 mg/kg).
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Fig. 8 Autoradiograms showing the distribution of radioactivity at
various times after oral administration of C-CS-807 to fasting
18th-day pregnant rats (dose : R-3763 10 mg/kg).
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Table 4 Tissue concentrations of radioactivity after oral administration of '*C-CS-807 to fasting 18th-day pregnant rats

(dose : R-3763 10 mg/kg).

Concentration of radioactivity (ug equiv. of R-3763/g or ml)

Tissue 2hr 4 hr 24 hr 48 hr
Plasma 5.72£0.66 0.72£0.15 0.03+0.00 0.01£0.00
Blood 3.80+0.43 0.4910.09 0.06+0.00 N.D.
Brain 0.11+0.01 N.D. N.D. N.D.
Heart 0.86+0.10 0.15+0.03 0.03+0.00 N.D.
Lung 2.04+0.18 0.47+0.02 0.16+0.02 0.11£0.01
Liver 4.51+£0.43 0.62+0.10 0.07+0.01 0.04£0.00
Kidney 14.39+1.76 2.101+0.07 0.26+0.00 0.13%0.01
Ovary 1.51£0.11 0.23+0.03 0.04+0.01 N.D.
Uterus 3.19%0.15 0.56+0.04 0.07+0.03 0.02£0.00
Placenta 1.4410.13 0.5410.04 0.09+0.02 0.03+0.00
Amniotic fluid 0.13+0.05 0.1410.01 0.0810.01 0.07£0.01
Fetus 0.22+0.02 0.2210.01 0.06+0.00 0.06+0.02
Fetal blood 0.26+0.02 0.29+0.02 0.0910.01 N.D.
Fetal brain 0.0810.01 0.0910.01 0.04+0.00 N.D.
Fetal heart 0.1510.01 N.D. N.D. N.D.
Fetal lung 0.1410.01 0.1110.03 0.03£0.01 N.D.
Fetal liver 0.131+0.00 0.131£0.01 0.0610.00 0.02+0.00
Fetal kidney 0.19+0.00 0.25%0.03 0.11+0.02 0.03+0.00

Data are expressed as mean valuestS.E. for three animals.
N.D.: Not detected
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Fig.9 Milk and blood concentrations of radioactivity
after oral administration of *C-CS-807 to non-fast-
ing lactating rats (dose : R-3763 10 mg/kg).

Data are expressed as the mean values for three
animals.

20O+ 770 AR v, cefroxime axetilV R U
cefteram pivoxil? DREH{EHBIC LD, Zhoh
SR EBHEDRES T LRES TV S,

HARIWB 1T v M iz *C-CS-807%# 5L,
B & UHRtC 5 2 2 IEHOKEEF|Tz, £ ORRE,
MEFBETHERE & & UBEHEDR, KPR Bg
nERBHLNT, CS-807TDRINE & UHEMtic ks LI
TREBOBBII/ NSO LEZ N, 7, Al
M7 v M) 3 MEFBEHERE AR S v b
I T, BRI, MkMED AUCH
PRNELo DD, BEHEDR, ¥FHRtERICIZK
& RFBRIZTD S o7z,

HiRI8BHE 7 v MZMC-CS-807% 5 L 7-K8, o
BEDBRFHERBAINE I S v b OB IMEHMERT
H 2154 2 BREHIC b BAMATHEEEMED 1 ~5%
KT EY, HRI2BE8 L VI8BEES vy DL EA4—

b2 F 7T MTBWT b RAFOBERES I FRMEE T
HY, BEEEORBBRMEIRIBL D EEL SN, ¥
1o, B 5524 LA ORI © DIETHED 1%
I RHEMAE L D@8 b DD, BEHISEFHINICIZIRE
MED2T%LUT, H3VIEREBRUTERD, Bt
HELSREIFENIC R T 2V b D LB I s,

FEFAOTT 2 T2 R T 5 0B h T v
IZHC-CS-807%2 5L, AHFDBITIZOWTHRE



250 CHEMOTHERAPY MAY. 988

L1z, EDRER, BEHEOIHHOBITIIRD SNl
YOD, R sDOHKIIMBEE D EPLTHY, &5
UM TIIRHBRUT &2 D, HAHEHILH I
BET AR shizh o7,
1C-cefuroxime®, !'‘C-cefpiramide*, '¢C-flo-
moxef® 2 EIEROBRIMED L 7 7o AR Y ¥ 2 WiE
BE LS, BEHEORITHATS & ULHBTIRV 3
NYFERICEN T Lot E TV 5, BORNME CS
-80TDREFE & UILHBITE BV DR, ok Ty
7THB CS-807i, Biitk, Th o ERORNKE
Z7aRRY Y ERIUA VKBS L i - TIERIIC
RT3 LickBbDLMREND,
X (13
1) REX=, 2 B-, #SEH—RB, REA—HR, #E
&, WOFIL, EXFME, AEMZ, BFEX, W
W2, BFFIX  Cefuroxime axetil (CXM
-AX) DSy b BEUA XEBITBRIN, 2,
R ¥ B & U HEt, Chemotherapy 34 (S-5) :
343-353, 1986.
2) XNl B, RE B, EIRE, EH=, &GWL

F, AK B FLOIAFLVEROBL7 = AH,
T-25880D RMMPic B3 2 EAMBICOLT,

~ Chemotherapy 34 (S-2) : 122-133, 1986.

3) WfR{RlE, MAMK, =RE-—, LTANK, AR
%, 1@ BE=, WEH—BB: Cefuroxime DEENE
iy i B 3 5 BF ®. Chemotherapy 27 (S-6) :
91-102, 1979.

4) 5K —, ARFNEFI, MHEL, JIHAS,
T R B : “C-Cefpiramide (**C-SM-1652) o
5y M 28 5B, Chemotherapy 31 (S
-1) : 124-133, (1983).

5) MEWM, ¥ R, &THXX, HHAHS, BH
19, ®I#— . 6315-S (Flomoxef) D7 » biZ B
AR (%2 %) “C-6315-S DMKAKS
HOERATE, BEFBITEBIUAHDREK,
Chemotherapy 35 (S-1) : 187-198, 1987.

6) MiH# ¥ HERE, # FX KT R, Hb
K OB 7 x LK CS-807DERMMIC B} 5
KN BEIZ D\ T, Chemotherapy 36 (S-1) :
229-240, 1988.



VoL 36 S—I CHEMOTHERAPY 251

METABOLIC FATE OF CS-807 IN THE RAT

YosHio Esumi, TOHRU WasHINO, KATSuYUKI HoR1, Isao WATANABE and TETSUYOSHI Y OKOSHIMA
Tokai Laboratories, Daiichi Pure Chemicals Co., Ltd.
Toru Komal, MINORU TANAKA

Analytical and metabolic Research Laboratories, Sankyo Co., Ltd.

4C-CS-807 was administered orally to rats at a dose of 10mg equiv. of R-3763/kg to study its accumulation,
placental transfer, excretion into milk and influence of a diet. The following results were obtained.

1) Repeated administration did not show accumulation and retention of radioactivity.

2) In pregnant rats on days 12 and 18 of pregnancy, a little radioactivity was transfered to the fetuses.

3) The concentrations of radioactivity in the milk reached a peak at 4 hr and declined rapidly. The
concentration at 24hr was lower than the detection limit.

4) After single administration to fasting male rats, blood concentrations of radioactivity reached a peak
at 2hr and declined with a half-life of 0.98hr until 8hr. The concentration at 48hr was lower than the detection
limit. The blood concentrations in non-fasting male rats did not show marked difference from that in fasting
male rats. In fasting female rats, the blood concentrations reached a peak at 1hr and declined with a half-life
of 0.90hr until 6hr. The concentration at 48hr was lower than the detection limit, being similar to that in male
rats.

5) After single administration, the urinary and fecal excretion of radioactivity during 120hr was 58.1% and
38.1% of the dose in fasting male rats, 61.6% and 33.9% of the dose in non-fasting male rats and 55.3% and
42.3% of the dose in fasting female rats, respectively.



