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J Ny 32V WA Aot

CS-80TIX EHMRLHHPAR L - OF £ 7 7 0 AR Y VK| GTEEEYHE R -37630 4 L4 )V
EUBICA Y 7uRFVHNEZNA F Y LFNEE L AT MES S TROBINE RIFIC LT3
#)ThH B, 2, CS-807DHIhE & Uf cephalexin (CEX) 2 A&RFERICES L, HPLCHIC &
D i35 & UIBHAOEEE OMBE OB L ERIGER L, %72 OEKIRIR & et e
BAtL, UTOBMRESE,

CS-8070)200mg* B 5. L - 3Bz 3517 2 R -3763D A TIRIMEDORAEBE L 4 Bk
3.54+0.35ug/ml, [EHHTIZ 4 ~ 6 BRI, 4.15+3.14ug/miTH D, MHFFRERELEL
Z{EETR LT, &7 CS-8070200mgs CEX 500mg% RRFHHAROKS L7 SHIOFEHETIER
-3763DIMIE RS 6 BERH%2.28+0.83ug/ml, ABHPEA IR X 8 ~100¥f%8. 06 12.
72ug/miTHY, CEX OMEHBEEAEIZ 3 H5E%9.53£6.19ug/ml, ABHHREBAEIL 3 ~4
BFR£12.70213.57ug/mITH > 72, ABHBE MFHBED AUCIEDLLTIZR-3763452.7
3L CEX 131.2T& 0, CS-80TEMEWMEDIEHMEITH CEX It LIEN TV,

298D B FENEHIREEE T L 1 E]100mgs & 1°200mg% 1 B 2 @5 L, % DERAZIRIL,
EH+ERGNI 2, BREIZ93. 1% TH o7, HMEFNHNR TREDIEHS N L1050 EH
KD SNz, ELBICEWER 2RO LE» o7,

HUEED, CS-807i3EEKAYIC b BN - BETH o1,

CS-807, (RS)-1-(isopropoxycarbonyloxy)ethyl
(+)-(6 R, 7 R)-7—(2 —(2-amino- 4 -thi-
azolyl)- 2 — ((z)-methoxyimino) acetamido) - 3
-methoxymethyl- 8 -oxo- 5 -thia- 1 -azabicyclo(4.2.
0.)oct- 2 -ene- 2 -carboxylate 3Fr L WEORA L 7 7
DARY YEITHY, TLLTHBEROIAT 7 —HiZ
SRR E N TESMER-33CEREIND, &
Iz B-lactamase EEMRICN L CH BN EH T 502,
SEbhbiiE, CS-807M 5 BIAREMAE T X 5 2R
0 - BERORE 2 1T 1D THE T 2.

1. BE+81TE L UNBTFRE

A CS-078 RO S

1. NRE L UHE

RIEEROEFMIET F 2 — 7 F v — I 2HEHTL,
e 2 MAALLE 2R L 72 3FERRE LTz, HRITIR
FE1), LM 2HITH-7,

FHENIZ58(£9.0)5 T, FHEEIL53.5(+6.4)
kg T H -7z, CS-807 200mg, 3.76(+0.35)mg/ke %
FARIEORS L, 20RIIABEBE{TDL
¥, BRI RIS & CIBH 2 R 1605 & THF
U7, MEL L CEHFOCS-807TDEMEMER
-3763D#EEIZ HPLC iz & D HIE L 72,

miEOMNE I, MmE2L&ED1/15M VY »BEFHRK
(pH6.4) THEIRE, RICLED 6%V 7 oL BEEs/
AE 7 —NEEM, EEL T EEREEE L, BHO
AER b [ & ARRICITVOREL L LT, BllEEIE ALC/
GPCRI ¥k 7 o = b (Watertt) 8 & Uf x-Bonda-
pack C-18% 7 A% v, BEHEIZ0.IM(NH,),SO,/
CH,CN(90/10), #i# 1 ml/min, #H 2 UV254nm
Thb, B, REFRIZ0.1ug/mITH 5,

2. pis

Table 1, Fig.1iZm3 2k <EH 1 Ti2MmE i
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Table 1 Concentration in serum and bile of CS-807 after single oral dose administration

ime
Sample i’l’:’ Name| Age | Sex 5«‘:) & o 1 2z 3 4 6 8 10 1
mg/ ki
1 TK. | 57 M |49 4.08 (0.00 0.00 1.46 3.06 3.58 2.47
2 | TM.| 49. 59 3.39 |0.00 0.59 2.37 2.93 3.17 2.24 1.36 0.62 0.31
Serum 3 S.H. 67 F 52.5 | 3.81 }0.00 0.00 0.32 1.18 3.87 3.36 2.45 1.18 0.63
Mean 58 53.5 | 3.76 |0.00 0.20 1.38 2.39 3.54 2.69 1.91 0.90 0.47
+8.D. 9.0 6.4 0.35 |0.00 0.3¢ 1.02 1.06 0.35 0.59 0.95 0.48 0.28
Sample (;x:e Name| Age | Sex (T:; T(mf 0 01 12 23 34 46 68 810 1012 12-15
) mg/kg
1 TXK. 57 M 49 4.08 |0.00 0.00 0.00 0.25 2.11 3.32 2.59 1.63 ~ -
2 T.M. 49 F 59 3.39 10.00 0.00 0.44 1.3¢ 1.78 1.50 0.86 0.44 0.22 0.00
Bile 3 S.H. 67 F 52.5 | 3.81 [0.00 0.00 0.00 0.58 3.22 7.62 5.48 4.66 2.30 0.94
Mean 58 53.5 3.76 [0.00 0.00 0.15 0.72 2.37 4.15 2.98 2.24 1.26 0.47
+S.D. 9.0 6.4 0.35 |0.00 0.00 0.26 0.56 0.75 3.14 2.33 2.18 1.80 0.81
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Fig. 1 R-3763 concentration in serum and bile after p.o. administration of CS-807 200mg
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BB R & ) B REMBEITEL, 4BERI®S.
58ug/ml, BEHTHTIZ 4~ 6 B CREMEICEL, 2
OfEIX3.32ug/mlT, MIEFEE L RROBEIEL
Tzo fEG 2 DB 4 RAIRCBB L%, 3.
17ug/ml, ABHEEE 3~ 4BHGTRE LR, 1.

4 6 81012 15 0 2 4 6 81012 15

Time after administration (hr)

T8ug/mlTH 57z, FEF3 CIXMIFEBMEEE 4 RIRIC
BE L2 03.8Tug/ml, BEHHMEEIS 4~ 6 FRIRT
BELZD, 7.62ug/mTHotz, 3FOHHETE
IO BRI 4 B 3. 540, 35ug/miTD Y,
FEM-H T 4~ 6 BERER4 . 15+ 3. 14pg/mlic 8 LI
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PIEIZ59F (£10. DM TFEIERIZ50(£6.7)
kg T dH-o7z, CS-807 200mg, 4.06(+0.45)mg/ke,
CEX i2500mg, 10.14(+1.34)mg/kg%k Witk 105Mc R
RHECIR S LT, & DBERIC RAIMES & UIEH %
Bef 10050 3 THRAN L 7z, I & UFAEH DR -3763
BLUCEXDME X CS-807TH I &5 L R M iC
HPLCiC & b SME R L1872,

Table 2 Concentration of serum and bile of CS-807 and CEX after CS-807 and CEX concomitant use

CS-807
Sample (::e Name| Age | Sex (i:') mg/k:(l;:)e 0 1 2 3 4 6 8 10
1 SKi. | 43.3 F 46 4.35 0.00 0.17 1.49 1.82 2.43 1.94 1.02 -—
2 S.XKo. | 58 M 52 3.85 0.00 0.00 0.00 0.57 1.82 2.57 2.09 1.46
3 MM | 71 F 42 4.76 0.00 0.00 0.00 0.19 0.82 3.37 3.61 2.37
Serum 4 JL 62 M 50 4.00 0.00 0.00 0.06 0.35 1.56 2.39 2.06 1.34
5 F.T. | 58.8 F 60 3.33 0.00 0.00 0.00 0.11 0.45 1.15 2.18 1.81
Mean 59 50 4.06 0.00 0.03 0.31 0.61 1.42 2.28 2.19 1.75
+S.D. 10.1 6.7 0.45 0.00 0.07 0.67 0.69 0.78 0.83 0.92 0.51
Sample C;;:e Name | Age Sex (Bk‘:/) m/k:‘(l}?:;e 0 0-1 12 23 34 46 68 810
1 SKi. | 43.3 F 46 4.35 0.00 0.00 0.00 0.68 5.93 7.58 4.57 -—
2 S.Ko. | 58 M 52 3.85 0.00 0.00 0.00 0.11 3.01 23.90 29.19 24.61
3 MM. [ 71 F 42 4.76 0.00 0.00 0.00 0.00 0.21 1.49 4.70 6.45
Bile 4 JL 62 M 50 4.00 0.00 0.00 0.00 0.09 0.14 0.61 0.89 0.8
5 F.T. | 58.8 F 60 3.33 0.00 0.00 0.00 0.00 0.17 0.24 0.27 0.36
Mean 59 50 4.06 0.00 0.00. 0.00 0.18 1.89 6.76 7.92 8.06
+S.D. 10.1 6.7 0.45 0.00 0.00 0.00 0.29 2.57 10.04 12.05 12.72
CEX
Sample| ©2% | Name| Age | Sex | 2" TSl o 1 2 s 4 s s w0
No. (kg) mg/kg
1 |SKi|43.3| F | 46 | 1087 | 0.00 0.8 9.5 6.71 7.71 1.09 0.00 -—
2 SXKo. | 58 M 52 9.62 0.00 12.38 11.42 6.13 3.44 0.93 0.37 0.00
3 MM!| 71 F 42 11.90 0.00 2.46 17.83 16.50 8.95 3.25 1.34 0.70
Serum 4 JL 62 M 50 10.00 0.00 1.19 1.75 15.69 13.04 3.43 1.31 0.55
5 F.T 58.8 F 60 8.33 0.00 0.59 1.26 2.64 6.22 3.83 2.13 0.60
Mean | 59 50 | 10.14 | 0.00 3.49 8.36 9.53 7.87 2.51 1.03 0.46
+sD. | 10.1 6.7 1.3 | 0.00 5.03 6.98 6.19 3.56 1.39 0.85 0.36
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Sample (';;e Name| Age | Sex 5“:) mg/k:(ll?;)e 0 01 1.2 23 34 46 68 810
1 SKi. | 43.3 F 46 10.87 0.00 0.00 0.00 0.95 7.51 6.36 1.60 —

2 | SKo.| 58 M 52 9.62 0.00 0,00 0.00 19.42 21.27 10.70 5.77 2.02

3 |MM. | Tl F 42 11.90 0.00 0.00 0.00 2.65 32.08 21.57 7.30 3.07

Bile 4 JIL | 62 M 50 10.00 0.00 0.00 0.00 0.91 2.66 4.86 1.31 0.00
5 F.T. | 58.8 F 60 8.33 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00

Mean 59 50 10,14 0.00 0.00 0.00 4.79 12.70 8.70 3.20 1.27

18.D. 10.1 6.7 1.34 0.00 0.00 0.00 8.2213.57 8.14 3.15 1.72

Fig. 2 R-3763 concentration in serum and bile after p.o.
administration of CS-807 200mg and CEX 500mg
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Fig.2 8B& Uf Table 2 iZ7m 9 Z & £, mMEEAIOME
o, JEHFEEOHR % 5 BIDFEHEC B THET %
&, R-3763DMEFHRFME T 6 RFfI2.28(0.
83)ug/mlTH Y, FEIHHEEME T 8 ~108FHI%S.
06(+12.72) ug/mlTH Y, CEX DMETRERE X
3 BEMI9.53(£6.19) ug/ml, BEHFHRFHBEIL 3
~4 B %12.70(£13.57) ug/ml T H o7z, AUCIZ
B 5 AEHPRE/(IEFREDOE T, R-3763336.
67(£52.75)/13.42(+3.04)T » v, CEX 148.
65(+47.83)/40.64(+13.64) T o7z, H>T AUC

o SEHPEITE A 5 & R-3763082.73, CEX ii1.
20TH o7,
I, B8 K B &
1, MRB L UHE

BEFI614E 1 A108 X D EBFI61E 7T B 3 H & Tic)lig
ML) EHRBEAN BN TR - 7oA B At R YE D 85 1
CS-807%O0&5 L, FFIDERME L Ttz OwT
Batlle, BREERDOES - % - hE, 208, EFE,
AOHE, 1EHRS5R, ®58% FHEE MIC &K
R, MEEAEIE, RS L UBIERA % Table 1
WY,

TRBEHIINF23G, ABL6BITHD, FDOWYE
SRy, Bthx22f, 51.6(+17.0), bz 74,
49.9(+23.6) T, £ 8% TI351.2(x18.3NK T
Hotl:, BYVENFIIIGE, BREFEIMETHY, 5
ZOMFIHIZ3.1: 1 TH o7z,

BMERAFEOPRITEE 4 61, ) /v ERAB,
S5 36, M35, BEIG, FMRKIF, MEO—
KRR 2 B, FAID B2 5, ALFIFEEHRE 26,
AR, MRMEHTs, BEMEERmE 15045
295 TH -1z,

CS-807i1 1 A 2 EIA%KKEORSL, 1ERS5RIE
100mg (F7if) 1667, 200mg 136 (ERERARH: 100ngi- BIE
Lz bD2F%&t) T, B5HRI 4~638, BES
£130.8~19.68 Th o7z,

LB L RRARF OB, BRER, AR
OHEBZ & D TROBEHIHE > TEREESITHEL, &
% (excellent), H%h(good), ® AR (fair), FZh
(poor) IZ5MEL, BEEDEEITEZH+EHL/E
B L1,

£ 3 LEBMARTOREERD 2/ S 3 HEL

A% L, Lbd 7 BE % CloalmRE
BEFELIHD,
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Table 4 Final clinical effect of CS-807

) No. of i Efficacy rate
Disease %)
cases Excellent Good Fair Poor
Inflammatory atheroma 4 1 3 100
Lymphangitis 4 1 3 100
Phlegmon 3 2 1 100
Furuncle 3 3 100
Felon 3 1 2 100
Mastitis 3 1 2 100
Secondary infection 2 2 100
after traumatic
Secondary lfxfectlon 9 5 100
after operation
Perianal abscess 2 1 1 100
Cholecystitis 1 1 100
Thrombophlebitis 1 1 0
Inflammatory 1 1 0
pilonidal fistula
Total (%) 29 8/29(27.6) | 19/29(65.5) 1/29(3.4) 1/29(3.4) ) 27/29(93.1)
Table 5 Bacteriological effect of CS-807
A No. of Bacteriological effect Eliminated
Organism rate
€aS€S | Fliminated | Decreased Replaced | Unchanged | Unknown (%)
S.aureus 5 5 100
Peptostreptococcus sp. 3 3 100
E.coli 1 1 100
S.epidermidis 1 1 100
a-Streptococcus 1 1 100
GNR 1 1 100
Total 12 12 100
B % mBaART O REEERD 2/3 Ebs 5 B %72 CS-807DRBHER 2G5 728, BMEAMER
PICIER L 12358, DBE L CS-80TRSHIROARIMMMBIR, FTHAE, B
PORRY | IEREAART D SRR D 2/3E EAs 7 HEL g8, e, ZofmomERE %1772,
IR L1355, 2. B
® W 2nAogs, CS-807% N5 L 72 20B D 14 HELHEIE Table 3

MRPHERIR ISR T, FREEOREKL 20 BIU Table 4 CRT L Thote, EX8H, A
HER, BERERE (MIC) % IRERR ) FHEL 72, 196, LRER 1), EH1HITHD, BHHEIZ29
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FUNDAMENTAL AND CLINICAL STUDIES ON CS-807
IN THE SURGICAL INFECTIONS

TakaYOSHI NAKATSU, TAKEYUKI ARAL IsA0 YokoyAMA, KEN Tsuyuki and TosHIAKI SAITO

Department of Surgery, Kawasaki Municipal Hospital, Kawasaki

CS-807 is a new oral pro-drug absorbable of a cephalosporin. The levels of its free acid, R-3763 and
cephalexin (CEX) were determined by the HPLC in plasma and bile of patients with T-tube drainage. In three
patients given 200mg, 3.8(£0.4mg/kg) of CS-807 after meals, the maximum level was 3.5%0.4ug/ml in
plasma at 4 h., and 4.2+3.1xg/ml in bile at 4-6 h.. In five patients 200mg, 4.1+0.5mg/kg and CEX 500mg,
(10.1+1.3mg/kg) after meals, the maximum level of R-3763 was 2.3(+0.8) xg/ml in plasma after 6 h., 8.1
(+12.7) ug/ml in bile after 8-10 h.. The maximum level of CEX was 9.5(£6.2)ug/ml in plasma after 3 h.,
and 12.7(£13.6) zg/ml in bile after 3-4 h.. As to the AUC ratio, the maximum concentration of bile versus
plasma, was 2.7 for R-3763 and 1.2 for CEX.

We performed a clinical study on CS-807 in 29 patients with surgical infections. The drug was administered
orally in a dose of 100 or 200mg/body b.i.d. The total dose ranged from 0.8 to 19.6 g. Clinical efficacy as
evaluated as excellent or good in 27 patients. The efficacy rate was 93%. In the bacteriological evaluation,
the eradication rate in clinical isolates of 12 species was 100%. No adverse effects were observed nor
abnormal laboratory findings noted.



