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%), Amoxicillin (AMPC, #@fi%#8T%), Cefix-
ime, (FK-027) 8 X U T-2525% A L 72, & B,
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2. FEEW)

EREM L L CUT OB AT CER LT,
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THFRRATH DR A TRy — SR S RED A %
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In  vivo DFEETIZ CS-807—*C %713 R-3763—
14C i polyethylene glycol 400 (PEG-400, & 1t
¥) BHE L GREHBMEEYTERL TER L,
#5813 CS-807& L T 13mg/kg (R-3763# E10
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" Fig. 1 Chemical structure of CS-807 and its analogues
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-807—-1C 22O 5%, 1,2, 6,248RMic, v+
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SR R -37638 X U DRSO 28 - E
B3 YAV TLCW & DITo7, AV — ik, A
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n—-7%/7—)\ B :H,0=4:1: 128"l
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FybgriFY AL EEKT08) 2 CS
-807—1C ¥ 13mg/kg H TROKS L, —ERMEIC
I—FNEEEL, 72 BiiAFHy—F A4 T4 APT
LHRWEL Tz, W%, MLy mMEDLS
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TA— 94T T L%1—I,

13, MNEERHES

AEROIMmN0.9ml 2, BETEYMED 1/15MY
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Fig. 2 Plasma concentration of radioactivity and R-3763
after oral administration of CS-807-'*C to rats,
dogs and monkeys
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14, TBURBERIE
2 V4 l‘: ’f )zo '*}'/VU)*EF'M%E%; 04 ;s "}')l/@
MHRETHEBRE THIE L e Th & OB —M%

RigEH » AL D, e Packard Sample Oxid-

izer 306%F1\>, TEMESE, £RCO,DBINTI

Oxisorb—CO, (NEN), #f&y > v —4 —it Oxi-

prep-2 (NEN) %fwiz, v b OAEMABESHHEER
IV 7R Tt NCS®AHic10ml b vz vy
vFL—F—(brzr 1l X LHL=7 00—

(NEN) 4 8) %, #hlllificiz by iy /—
Ny v F L—4—(50:50, PPO 8 g/1 : Dimeth-
yl—POPOP 200mg/ | ) # B\>7z, #lEizid Packard
Tri-Carb460C % v, HIERIEDFIE IS EMRIRE
& o7,

1. # R

1. M8

Sy bk, 4 2B L UYL CS-807—1C %#13mg/
kg CROZSHOMBIRBSRELS LT Y ATV
TLC THIE L 7 HEEMA R -3763DBE % Fig.2 1C
L7 A XMEETRE DB L D bEWEEZD
E—7 A (Tmax=2 B TRRRBETERE
Cmax i323.4ug/ml THYH, HEFFEHH4. 555 L
BRThotzo 7y bOMPBENNIZOE, ZOD
Cmax i38.4ug/ml THH, E—I/BEAIRBRLBELH
54 1 B, MEXEHRH 2RRITH 57, o
BRI LR LT, 20— IRFAIL 4BFEE
BUEBL, ZORAKMEYH3. Jug/ml L =HOBYOD
FTIHENETH o7z, MEFTRECIEESTD SN

Table 1-A  Urinary and fecal excretion of radioactivity after oral
and LV. administration of CS-807-'*C or R-3763-C to
rats (13mg/kg, n=3—4)

Dosed form  CS-807-'“C R-3763-C
P.O. LV. P.O.
(h) % of dose
Urine 0-24 57.3010.61 81.8410.99 7.44%1.01
24—48 0.70%0.12 0.7410.16 1.671+0.56
48—72 0.10£0.00 0.20£0.03 0.27+0.08
Total 58.101+0.70 82.77+1.11 9.3710.77
Feces 0—-24 29.87+3.49 10.04£1.14 68.40+6.98
24—48 7.57+2.18 1.76+0.18 12.68+5.55
48—172 0.60+0.06 0.63+0.12 1.1710.43
Total 38.03+1.27 12.43+1.09 82.25+2.10
Grand total 96.131+0.57 95.20+0.92 91.62+1.58

Values represent meantS.E.

Table-1B  Urinary and fecal excretion of radioactivity after oral
administration of CS-807-"C to Beagle dogs
(13mg/kg, n=4)

% of dose
Period (h) Urine Feces Total
00— 24 51,76 £4.67 25.0249.11 76.77£5.11
24— 48 3.47¢1.25 9.49£4.95 12,96£5.91
48— 72 0.67£0.19 2.33£1.22 3.00£1.31
72-120 0.50+0.11 0.1810.03 0.67+0.12
Total 56.3915.60 37.01£3.19 93.40+2.91

Table 1.C  Urinary and fecal excretion of radioactivity after oral
administration of CS-807-'C to Cynomolgus monkeys
(13mg/kg. n=3)

% of dose

Period (h) Urine Feces Total
0-24 30.6412.69 24.8516.39 55.49+7.77
24—48 3.4110.58 14.00£4.78 17.4245.36
48-72 2.3810.23 15.81£3.23 18.1813.28
72-96 0.774£0.04 2.3110.48 3.0910.49
96— 144 0.5410.07 0.29+0.02 0.82+0.08
144168 0.40%0.04 0.06+0.03 0.4510.06
Total 38.141+2.68 57.32+1.90 95.4610.87

7208, LFRORNC BT b MEFBIREEDO KB
FENEMAR -3763TH D, HUcRUED R-107303%H
aEhtehs, CS-807Re{MHanndoT, ZORKE
CS-807T0SRAVEE P iz vk RS h, TiEEEL R
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R SE 2B ORDHRERI1382.8% TH 10
XL TROBESHDRTH M EZIIXTHIR
-3763D M LERINEILKI10% & HEE Shtz, Thics
LT CS-807—“CRO#5 T3 51uREED 58% K
M h, BROBEHEED#I0%HIR -3763L L TR
Hahiz, hoDRERBIAFARSa R Ty /i
& D R-37630MCERIELHK) 6 fE LR LT T &2
T & &b inRIRESE P e CS-80708 R -3763iEHAL
EN2ERRL TS, CS-807T—“C %4 XBL UV
MSERORE5&ORYMR: #h£h Table 1 Bi&
UTable 1l CCRT &5, £ X T56.3% (1208
), 41 738.1% (16885 THHWTFhbZOK
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Table 2 Distribution of radioactivity in gastrointestinal lumen and gastrointestinal walls after oral
administration of CS-807-'C to rats (13mg/kg, n=2)

% of dose
Part of gastrointestine lhr 2hr 6hr 24hr
Lumen Walls Lumen Walls Lumen Walls Lumen Walls
Stomach 29.2 7.0 1.6 0.8 0.1> 0.1 0.3 0.1>
Upper small intestine 2.7 10.1 0.8 3.0 0.1> 0.1 0.1> 0.1>
Lower small intestine 6.8 5.2 16.0 8.1 1.7 1.4 0.2 0.1>
Cecum 0.3 0.1 5.6 0.8 22.9 2.4 3.7 0.2
Lower large intestine 0.1 0.2 0.1 0.1 0.1> 0.1 1.5 0.1
Feces - - = - - - 34.5 -
Total 38.9 22.6 24.1 12.8 24.8 4.1 5.7 0.4
% Absorbed 38.5 63.1 71.1 59.4

HaL G 24E % ICHRtt S e, & fomnsEdh & [k
WThOENC BT HRIPTKEAED CS-807i3HEt
ahnhote, EPAOHRIRIZS v b, 1 XLV
NVTENEN3B.0% (72854, 37.0% (12086 3
XU857.3% (168085H) Th hREDADIRMETHIV
THhb95%ETH & 2 D RINEBRE T 5 L2 f&Hic
Ptxhs 2 rasRa e,

3. BENEARIC & 2 RINDHEE

CS-80TE OB 55 DRINE # B THE T 5 72012,
7 v Mz CS-807—1C 2O 5 & ICHLERIMLIO
B, BLUBRICEREL TL2REELHIZL,
Table 2 iT/RU 7z, WHEEREL 5 DRI 2 BFEITIZ

Table 3 Absorption of CS-807-'“C from different part of rat
digestive tract  (Dose;lmg/8cm loop, n=4, 30min)

Digestive Disappearance Retained in Absorbed into
tract from lumen tissue blood
% of dose

Stomach 27.49+1.71 11.28+2.21 16.22+3.59
Duodenum 63.46+1.14 42.79+0.53 20.67+1.17
Upper small
. . 59.7817.65 48.5715.70 11.21+2.15
intestine

i 11
Middle sma 43.75£2.72  33.75£1.85  10.00%1.39
intestine
Lo 1l
ower sma 54.86+5.57  36.85£3.54  18.01+3.75
intestine

Values represent mean+S.E.

IZET L, ZORATIHIC60%LL EDS, %7z 6 B
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Z L I0FRH E TIIEBARCHE L o b L Mo HE
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1 RO EAREINY (52 0D29%) D85%i,
KREAL CS-807TH o743, 2 BRIED/INBETERENT
iz &58D16%), £D60%LLLEHR-3763TH D,
DSEBRICBITL, (R5ED#120%) = 5%
fEERIEL LTR-5002 2> THRt S M2 = & 388
ST ST,

4, BBRIERAL

CS-807DH{LE » & DIRINERAL 2415 BT, CS
-807—MC %0.5% b 74> NEEI L L TBL— TN
5L, TORINELHEL /. Table 3iRL7:
X2 OBIRERIX, + 5> /INB EER> /IR T ER >

Fig. 3 Hydrolysis of CS-807 in 9000 g supernatants from
rat small intestine
Concentration of CS-807=130 yg/ml
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-3763DFIc > Tl Z ks, RIGERBICET,
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£ZT, 7y MNBEERDI000GE L EIIC B35 CS
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TO03TCTA ¥ F a~— T 3 LRZITHIKSIER
N 2BFHIRICIZIS%D R-1073% £ 72 2 55, R
-10730 &3, CS-807D LR MBIz DEI4L
TebDriERanl, 77, Fig.3Tit, BrESR—
MZHRRM T R 77— YAEHITH 5 DFP (Diiso-

propylfluorophosphate) %7 5 &, Ik
RIS e,

2) MR OBRARFNE

CS-807—4C (1 mg/loop) %7 v /N ERMOK
B — 7RIS L, PURISICERE L BOHIEOW
B Figd C TLCA— XS5 LLLTRLY,
BERLHEEA R b E LTRSS NIDI}, R-3763
DHTH D REHTHD CS-80TIERIT TR Shy
Dotz, FERORSEIIN5 mg/kg iCHYT 55,
ZDRERTit CS-80TH5H P ICERNICBATL, M
KBS R-3763L LTMIRMICBINE 15 & LH3R
énf-:o

6. HEHNINVE

Table 4iTRU7z & 5 LB 25  {8MREIL,
BE5%BHC ERL, 85 1BcY—7#cEL,
HEEELUN CRARELRLI:ORRTHD, M,
B, B oMEERLI, ik, MmAET, ¥
WAL 08 (E—2~ 4R T) TEAL, 2454
IRE— 780D 1 UREC S TETL, oSgcsis
IZMEFROED &R LT, Fig512id, 85308,
2K, 6D v F 2FA -+ FUA ST ARTR
LIS CROEL, I, M EW, 5Uea0tk

Fig. 4 In situ absorption from in portal blood

CS-807-1C(1 mg) was injected
into the ligated intestinal loop
of an anesthetized rat
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Table 4 Tissue distribution of radioactivity after oral administration CS-807-C to rat
(13mg/kg, n=4)

Concentration (ug/ml or g)*

Tissue 0.5hr 1hr® 2hr 4hr 6hr 10hr 24hr 48hr
Blood 3.90 4.08 3.29 1.47 0.62 0.07 0.07 0.01
o +0.68 +0.87 +0.47 +0.24 £0.25 +0.01 +0.02 £0.00
o 7.40 8.07 5.93 2.78 1.14 0.10 0.07 0.02
asma +1.36 +2.49 +0.92 £0.45 £0.41 +0.01 £0.01 +0.01
Brai 0.18 0.14 0.10 0.05 0.03 0.02 <0.01 <0.01
rain £0.04 +0.03 £0,01 £0.01 £0,01 +0.01
Eveball 1.0 0.80 0.66 0.46 0.32 0.09 0.04 0.02
yens +0.24 £0.11 +0.11 +0.14 £0.17 +0.02 +0.01 £0.01
- tand 1.75 1.80 1.57 0.71 0.54 0.06 0.04 <0.01
uilvary glan +0.36 +0.40 +0.49 +0.14 £0.22 £0.01 £0.01
Thyroid gl 2.21 1.82 1.50 0.66 0.64 0.28 0.10 0.08
yroid gland +0.43 +0.33 £0.22 £0.07 £0.16 £0.06 £0.03 +0.05
Heart 1.01 1.21 0.88 0.43 0.18 0.04  0.03 0.01
ea +0.18 +0.30 £0.16 +0.05 £0.07 £0.00 £0.01 £0.00
- 0.48 0.56 0.48 0.22 0.13 0.09 0.03 0.02
ymus +0.09 £0.15 £0.07 +0.03 £0.04 £0.05 £0.01 £0.00
L 1.92 2.39 2.02 0.92  0.38 0.09 0.05 0.04
ungs +0.36 +0.77 +0.38 +0.08 £0.12 +0.02 £0.01 +0.00
L 4.30 4.31 2.46 1.54 0.71 0.23 0.12 0.06
tver +0.86 +1.42 £0.39 £0.22 £0.15 +0.03 +0.02 £0.00
P 0.91 1.25 0.98 0.42 0.41 0.05 0.03 <0.01
ancreas +0.17 £0.34 £0.05 +0.04 £0.17 £0.01 £0.01
Soleen 0.62 0.50 0.39 0.21 0.16 0.05 0.03 0.01
plee £0.11 +0.11 +0.04 +0.04 +0.05 +0.01 +0.01 +0.00
Stomach 60.57 26.28 16.12 4.83 1.38 0.29 0.13 0.03
omac +5.47 +3.77 +5.20 £1.07 +0.47 +0.04 +0.06 +0.01
Small intesti 116.98 59.63 40.43 15.41 2.56 0.15 0.11 <0.01
matl intestine 421,40 +6.63 +4.67 +6.84 £1.79 +0.03 +0.06
Duod 150.56 75.65 59.85 23.45 2.90 0.18 0.09 0.01
vodenum +£17.76  +8.72 +31.39  #11.47  +1.91 +0.06 +0.05 +0.00
Large intest 4.12 1.51 0.88 1.34 2.92 2.00 0.19 0.06
g€ Intestine +2.90 +0.51 £0.15 +0.81 +1.51 +0.31 £0.03 £0.02
Caccum 1.69 2.13 2.04 5.43 5.95 10.81 0.85 0.24
+0.47 +0.05 +0.76 +1.96 +1.01 1+6.60 +0.26 10.10
Kidoey {cight) 9.09 9.86 8.08 4.25 1.83 0.33 0.17 0.08
v g +1.39 +2.05 +1.29 +0.86 +0.88 +0.04 +0.04 £0.01
Kidney Geft 9.50 10.21 8.02 4.63 1.77 0.32 0.19 0.08
v e +1.53 +2.31 £1.04 +1.04 +0.83 £0.04 +0.04 £0.00
Adrenal 1.77 1.45 0.95 0.7 0.58 0.43 0.16 0.08
£0.35 +0.30 £0.12 +0.11 +0.16 +0.03 +0.05 +0.03
White fat 0.62 0.73 0.57 0.27 0.15 0.08 <0.01 <0.01
+0.10 +0.22 +0.11 +0.03 +0.05 £0.05
Testis (right) 0.44 0.79 0.64 0.37 0.15 0.05 0.01 <0.01
g +0.08 +0.16 £0.10 £0.11 40.06 +0.01 +0.00
. 0.47 0.69 0.63 0.28 0.17 0.03 0.01 <0.01
Testis (left) £0.10 £0.19 £0.10 +0.04 +0.04 £0.000  +0.00 -
Skeletal , 0.84 0.76 0.75 0.36 0.18 0.08 0.02 <0.01
muscle £0.15 +0.24 +0.19 +0.07 £0.10 +0.01 +0.01
Lymohnode 1.72 0.96 1.01 0.45 0.34 0.18 0.14 0.04
ymp £0.16 £0.14 £0.09 £0.10 £0.14 £0.05 £0.05 £0.02

a) Values represent the mean+S.E. as ug equivalent to R-3763; b) n=3
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Fig. 5 Whole-body autoradiograms of CS-807-*C in Wistar-Imamichi rats
(13 mg/kg, p.o.)

30min Spinal cord Lung  Gastric contents

/

) ; ! ] 5
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2hr Cerebrum Lung Gastric contents  Kidney

Liver Muscle
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Spinal cord

I

Salivary gland Urinary bladder

Testis
Fig. 6 Whole-body autoradiogram of CS-807-*C in squirrel monkey
2hr after oral administration (13 mg/kg)
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Wi insg & RREOMBIC AT 5 C LHARCR&N
7z, Fig.6 i3 CS-807—C 5 2 Btk D U A ¥vic
BI3LBEA—-I VAT FLETRLTVES, Ty bk
Fik, MEEUATIIROSBAREETRL, FAOBIT
HOHMME DB T ETRENT, & Sk, B
VT, B, TENLRLBITUSED sht, —A,
79 b, YA E HARIZ Ui DOBITIZE
W LSRR N,

7. BEMhaki

5 6 R TICRSBETHED4.311.3%, K524
R % TiCi28.510. 8% s huc HEtt A vt #¥ 5
6 R DRI REHED > H#760% (5 HD2.2+0.
%) DSHIENEM% & DR-3763THRE S hTH D, R
-3763B4 44 iz 12, R-1073 (0.6+0.1%) ®, R
-5002 (0.5+0.1%) »Hixhiz,

Table 5 Urinary and fecal metabolites 24hr after oral administ-
ration of CS-807-C to rats, dogs and monkeys (13mg/kg)

Metabolites Rats Dogs Monkeys
exp I exp II
(n) @ (3 4) 3)
Urine % of dose
Cs-807 - - - -
R-3763 48.36  50.41%0.65 39.80%3.46  18.44%1.45
R-1073 2.49 2.37£0.13 3.62+0.74 1.75£0.14
R-5002 2.81 3.1710.82 2.79%0.36 2.6310.24
Feces
CS-807 - - - -
R-3763 2.88 nd** 11.96+4.51 1.36+0.24
R-1073 2.55 nd 2.83+0.22 1.88+0.47
R-5002 16.05 nd 2.98+0.70  15.12+4.18

% :not significantly detected
% % :nd=not determined

8. R Rt
CS-807-14C %5 v b, 41 XBEUHLIZRORE
(13mg/kg) HORE & URPIcHEl S /-2,

YU BHN TLCIZ X D5 - B L7z, 248 % TD
FER % Table 5 1SR LT, RPOERMYNE, HME
Mk THB R-3763TH 5 I LaR& Nt R-3763L4
M ZEEEEDOER L e RIEETH 5 R-10738 L UR
-50023 B I & tz, REAL CS-807i3 £ < MH
Ehhotz,

9, NWAFA—=DTT A

CS-807—C#% 5 v b iRROJEHRDME, R &
S UKD/ A4 — b 75 LEER LT, £D
R, Fig. 7TI0RLIz& S icwFhoEASREICB LT
LHEENREOAR Y M LEOARE S h, O
BIZERODOR-3763L BRI —H L Tee ZORRD»S
CS-807i3 R-3763& L THEEM 2R & L SRR S
hiz,

10, MEEEREEM ‘

CS-807i3#E O 5413 4 h THEIEMEMAR -3763
EUTHET 3 2 L H 5 R-3T63DMEEEORSE L &
b B X UHIOBREIC DV TRETT % & & b icfiofEn
BIREMBE L8 L7z, Table 6 i2;xL7z&5ICR
-3763D t b IMEEERESHIZ40.9% L D BREIZ L
BLTEL, 12X TCOREESRLRBWEETRL, —
%, Cefixime (FK-027) ¥ XUf T-2525 (T -2588MD
EEE) Ot FPIEERRERIIENTNT0%DE L U
BRITHD I EBMESNTVBH, BRLOAIEICE
WTHIFIZFAIU68%E & USI%DESE (2 RL, R

Fig. 7 TLC-Bioautogram of urine, plasma and feces
in rats administered with CS-807 (13 mg/kg, p.o.)

Plate : Silica gel G (Merck Co.)
Solvent : n-Butanol : Acetic acid : H20=4:1:1
Test organism : S.aureus 209P
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-3763DIEEEH TS ICHIEL TEWL Z b tBio L
ot Lsl, CCL, CEX 8L U AMPCOE Ml
WELRESES Table 6 52\ (2FEHOMHY £ LR
2 X R-3763% IZIZARE, & VBLREERTH-
2o M ICBIL T R-3763FMR, Cefixime b1
XMEE L ORESEHF L EhoeDNLTT
-2525/312 14 X TOREE R MDY LLBEL THL
CEL, {tAYMTEORE LI LD SN,
o, = "

UC THRE L 7- CS-807% 7w b (Wistar-Imami-
chi), 4 2 (Beagle) 8 & U4 (Cynomolgus) i<
13mg/kg BOKE LR T v b, 4 X TRESHNA
BEDS0%LA DS, %724 LT b#HI40% LA LHSERA 2 HE
Wiz, EWEETH2 R-3763DCIEBIEE T v

M CREOBRSRORIMENS IR LUT TH o7 Z &
5, CS-807TOPINHIITEMED 6 fF1HIML TBHE
OM7O RSy e LTEORIE2ED 2 S0
ri -7z (Table 1A, B, C),

CS-807—1C ##55DIMFHREHEME IS 1 X 3
2HEEAECTRLBEVEETRL, 7 v MR,
72, A TIPSR IC LR L ¥ — 7RS4 BF
A LR SREMTRES A X, T v MTHEL TEWE
TH-ot: (Fig.2), MPiBETIIEESLSNIZHD
DOIHREEED RER M VT HORYI T H R-3763TH
D CS-807H B i X iz » o7z, Phase I HBIC

Table 6 Serum protein binding of R-3763 and other oral antibiotics
In vitro, 90% of serum
Incubated for 30min at 37°C
Ultrafiltration method
(25ug/ml)

% binding

Man Dog Rat Mouse
R-3763 40.9 87.7 57.8 47.4
FK-027 68.4 96.5 81.1 66.3
T-2525 83.1 21.6 91.1 80.9
CCL 34.6 19.9 22.2 16.7
CEX 4.5 9.1 17.4 18.7
AMPC 36.1 22.9 22.0 22.9

BWLTE MMZ CS-807% 5% D R -37630D 24854
FRAPEEESRIZ40~50% L $RE S N T 59, Bicsir
2 24B5ERBA~D R -3763D AL, T v b THI50%,
4 XT40%, HVTix20%55 (Table 5)THb, t+
i, 79 beA XOFEIHIEL T3, -0
b4 2Ty FOFHDERRLTEY, £ MIBIF2

CS-807iABBAL 7- MO HTIE 7 v b LA XOFM
B AR ERL A =27 4 ¥ALTOMMBIEE b LidE
FRZLDLHEENS,

CS-807D 5 v b IM{LE 5 & DAL & HILENEE
oKDk 25, BIURS 2EMTIXIZTETL,
0% U % 12 70%LA £ L #E Bl 8 h 7:(Table 2), R
-3763— 1C £ MMERS L 7B DRPEEM R IC T 542
0 CS-807MFRHEN¥E (Table 1A) v SHEML 1%
IR $70.2%TH Y, T biZB}5RINER, £
70%48 LR & 5,

RIS IC DV TR, 5 2 BEER T, + 1
& /N8R (ZORB) o 0T T & A ETRURRES ML,
Z DB T/INBTER (EIRB) (M & Ltz TR REDS, 13
IZRBINS E LT, RPchittshiz 2 o SBIULN
BLEMTEL S Z LR AN, ZOHEEIR, HE
7 v F OHLEBTAIOREHN — T 6D CS-807—
C OBAGHEDRIEIC & D FIES h, + 1> 5%
i3 T CS-807TsMEICRUN S B & LRENT:

(Table 2).

5 xni- CS-807HMifhic b, RPiCbiitish
otz Z kid, CS-807HRIGARE THLHIZIKS
ahsZLaE{THL T3, BE CS-8071k
Sy MBHRESA—MRT, DFPICX DEEESNSHE
BRNIAT 5—¥IC L DB TESICTERRR-3763
kMRS 3 Z Losran (Fig.3), %7 insilu
OPPRIMEPER- & D, FIRBIZR-3763& LTBATLT
w3z kosEERanT: (Fig.d)., ZhoDIBRRER,
AR 84 ampicillino O 7o K 797,
pivampicillin OBUU DV > TEHRE L 7- #8755 & [T,
CS-807s (L& L AR B84 T4, MBI AT 7—
¥izk b, R-3763iFEH LS THFHABRNESATY
{ZEERLTWE,

CS-807—“CEOBEHDEANMIE, Ty LY
AFNTOLEA— VIV AT 774 —BLUTY T
DRBEHEMEDOREIC X DR ans: (Fig.5,6)
MAETEONIERIIR L, HEELKRHLTR,
BErREMELTL, I, i KN, FEL2CsmEe
FIZFREEORE YR L. L, EROISEEEY
CHERT B LIEBAOBITIHEL, £8Thi o> THE
R HE Y 3 2 A0 48 - EBEE TR B Z LR
HA— 79757 4 —CHRREICRE N, EHBAD
DN - 3EHAY 7 70 AKRY > D—D2THS
cefmetazole L 3L -39 Ch D, CS-807H30iN
#IZR-3763L LTI AERL TV 3 &\ ) BERER
ERLSBT 5,
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WRERD CS-807DHkM I —H T £4EEH L TN+
cHE RN, BREHTRPCHRtEND, chic
MR R -376313 5 v b T2 2 BRI T
L, BAEMPAID S b IZIZFROEREATHEL, FAAN
DHERIITED sk oz, 7 v MEHIC 3%BLED
R-376358RE S Nz 2 id, & Mzl T BRI
R-37630sHRMt & N, AEERRBAE IR 2 RET 27
HEM R TR L T B,

CS-807 5% DR, %5 & Ui hD /A 44— b
77 Az R-37631C—8 ¥ 2 (uBic D AHEE
ARy b ERL, FIEEER D OO
rsmENT: (Fig.7). L L, “C—EBEEZAL
1A EOFRRD SR B & CIEMHIC, R-37630_HEi
EOEB L BMAR-10738 £ U 7R fISHEDOR
-500205FE S iz, R-500213, BN TERL, ¥
wHtE 2 Eh S, CS-807THEDHILEAR
-37630EHBADBAIEIC & D RBMMESNTEL
rEZONS, R XU X D PRl & 17z R -5002
M EETERCER LT b DO—H RN S iR
#HEXINZ, —H, CS-807%1/15M Y ~ BB @K
(pH7.4) HCHERT 5 &, BiR%H56 R-37630D "%
BEDEB LI REEEE U2 e s, R-1073i35E
RO MERRBICE VER LI L EZ 50D, Ihb
DRERD SHE & 7z CS-807TDENEIE % Fig.8 1
V] 97 AN

MPOEMAR -3763DEEAFHESKIIMPICLEL TE
FTIHBL, 40%FBETH -7, ZOflliz CEX, CCL
BEEDEZEALDD, Cefixime % T -2588D1E MK
T-2525L Lt 3 5 L{B\> (Table 6), FiHiEMEDLR)
NOHE I, MFFOIEREF/EHMIDOMEHETL T
Vs r#EL SN, R-3763DEHMSENEC LIE
KloEMOETCER L HE®Eh 5, %28, R-3763
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L7z LT, T-252503 1214 X COREEHEL
CELTERIDEARKSHEERT 5 LTR%RD 2HR
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BNc i 20N, 2, B, HEtRe S CS-80748
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Fig. 8 Metabolic pathways of CS-807 in rats.
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ABSORPTION, DISTRIBUTION, METABOLISM AND
EXCRETION OF CS-807, A NEW ORAL CEPHEM
ANTIBIOTIC, IN EXPERIMENTAL ANIMALS

Toru Komai, KEnj1 Kawal, HipEMi TsuBAKi, TARO Tokul, TAKESHI KINOSHITA and MINORU TANAKA
Analytical and Metabolic Research Laboratories, Sankyo Co., Ltd., Tokyo

Absorption, distribution, excretion and biotransformation of '*C-labeled CS-807 was studied after oral
administration to Wistar-Imamichi rats, beagle dogs and Cynomolgus monkeys, at the dose of 13mg/kg.

CS-807-'*C was mainly absorbed from the upper part of the small intestine and the absorption rate was
approximately 70% in rats. During absorption, CS-807 was rapidly hydrolyzed to its active form, R-3763, by
non-specific esterase in the intestinal epithelium, and transferred to the circulatory blood. The plasma
concentration of radioactivity was the highest in dogs(23.4ug/ml), followed by rats(8.4xg/ml) and monkeys

(3.9ug/ml).

R-3763 was mainly excreted to the urine after being distributed to the kidney, liver, lung, skin or extracel-
lular space in the whole body. Approximately 3% of the dose was excreted in the bile as the active acid.

Bioautography showed that R-3763 was the only active substance in the plasma and urine. Serum protein

binding ratio in the human was approximately 40% and was lower than those in the experimental animals.



