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ERARHESIC 81} 2 CS-807DERER, ERKEIFTR

®ROEX
RRIAFEF A EMAR S =

BAEE
EpRER SRS EMAR

EH B

EH 2 ARHRBE
ARRE - 5K 9
AHRSRGTEMAR

FLOEORLRAT VA Y 7 = ARGIEYR CS-807iC D2 THIES, BN, HEit, BB TE
DOEMHRETE L UBERARKEISIC 17 2 BAEIC 3 2 BRI 21T 5 72,

1) EREROMMEBRETMERSRE 9 R 142K XS 3 R-37460018 /113 7 5 A BMERRE Tid CCL
WRE, 77 LRI TR EOCHEN %2Rz, D MICy i3 S. aureus 12.5ug/
ml, S. epidermidis 6.25ug/ml, E. coli 0.39ug/ml, K. pneumoniae 0.2ug/ml, P. mirabilis 0.05
ug/ml, M. morganii 100ug/ml, E. cloacae3.13ug/ml, C. freundii >100ug/ml, S. marces-
cens 6.25ug/mITH o712,

2) 100mg, X U200mgFEOES5EOMEFBEDO Y —7 i ZhTh 4 Rl 1.054g/ml,
2 B5f1%122.80ug/mlTH D dose response 0538 Shiz, F7z, 8B E TORBHEMEIL
100mg T30~38.9%, 200mg T31.9%Th -7z,

3) 100mg, B & U200mg KR SHE D BARAMIEMPIIE 3K 3 FRICE— 7 5T &
h, Theh0.12~0.42ug/g, 0.14~1.34ug/ 8 1515 5 NIMIEME DKI40~45% DITTETH
Er oYY (WAR

4) ERARBHSEIRICHL, 1 H200~300mg &5 U7-kER, KBFIRKRIRM. 7%,
EFHRIRE8. 0% %7, BWER, MEBAR X272,

5) AL 0 ERARKERORBSGEICN T3 CS-807DH AT Shlz,

CS-807Ti =t XM TCHE SN EOACe CS-807D MUY, HEMIc DV TIZ, ZHEEL D b A%
phalosporin | ThH 3, AFIMBEEELET 505, & OROKSIFCIPBESE S, &L TRPAHEM] S
O & f %2 v> R-37630D 4 {iL 7 v K > B T isopro- 3,
poxycarbonyloxyethyl # LA F LS X2 T LIT X 7, BAXOBRTELEMEBELDONT VS,
DRORNY % EH - %R TH 5 (Fig.1), Thbbxk B2, FECDOWT, ERABERT, R, B
HNREBE» s RINENBEED IR T 5—Fiz KRPIFREITV, UTORKEBIOTHRET 2,

& o THIAK RS BN R R-3763L % > THEIEN % I. #%RERREH
RET 5 prodrug TH 3, 1. /7 &
R-3163 OB A R P 2E L, &8 f-lac- R-37630 Naif, R-37460DBEREWNINE S % ER

tamase LK E T, HEH bHE L, HKROZE O ce ABHERIEHROBER I BHRERR 9 BREL42K1C DT,
phem FItE# I b IS %RV, BREFREFRRERICL Y, BNREHLBE
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Fig. 1 Chemical structure of CS-807 and R-3763
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S. aureus28k iz ¥ 3 R-374600 MIC 13108, 10°
BAEL b 1.56~>100ug/micES L, Z2D75%08
6.25ug/mATICH D, 10°8HE L 108EEDEIT 1 B
BThol, hFlE DB T, 10BEIZBWT
AMPC 3 b B R {, Wiz CCL, R-3746ix %
k12 (Fig.2, 3),

S. epidermidis 6 BRI DWW T, 108FET0.788 &
U'6.25ug/mliz, 10°BET0.78% X UF>25ug/mlD 2
EMITHNTHAL T, fiFl & OLEBTIZ AMPC,
CCL izikv>72 (Fig. 4, 5 ),

E. coli 455122\ Tid, R-37460DE2H I3 HlESE
Al b RIFT, 10°BETIZ X TH0. 78ug/mlA T
Thh, TDM86%H30.39ug/mATD MIC 34 ThH
D, FEFHEICLD 1EREDOESHo7: (Fig.6,

7)o

K. pneumoniae 24K1Z DT b 5 3KHh, AKosE
LREEMNT Ch, 28630.39ug/mA T MIC 546
ThHh, BEFERICL VK1 EREDOEIH -7 (Fig.

8,9)

P. mirabilis 4#RIZD\WTIZ, BIEHID, BHREN
MBRL, 0.1ug/mA T CLESHE LI &N, EHE
BHRIC L 3ELDehot: (Figlo, 11),

M. morganii 6 ¥R\ D\ Tid, R-37460 MIC i
0.20~>100ug/mlE [ AL T, BZHE L mHE
riZavh, i, BEEERICIVEEOESHoT,
fFIz OV TIR, WFhbEFETH-o (Figl?2,
13),

E. cloacae T #RiZ D> T b, R-37460D MIC 131,
56~ >100ug/mic/L < 3T 5 2%, 10°6:88 Tid A6
3583 13ug/miATiCH D, tF & D RuBBHE
Hole, 10%EHMTIZ 1~2 B, MIC#2S LR LT

(Fig.14, 15),

C. freundii 14¥RiZD\>Tid, R-3746D MIC i,
10%EMT28%23. 13ug/mILA T D MIC T# 3 MNRER
HME>100ug/mUA ED MIC T, BitkEs%< , 10%
HWTR1EOENRD 7z, HEFICOVLTY, 1ZEALH
M TH -7 (Fig.16,17),

S. marcescens 106KICD\V>Tid, R-37460) MIC it
104 78 T0.78~25ug/ml - 345 L, 10%8 T 1
~2BfE MICHS LR L7z, flifflizv >3 & >100ug/
mlDfEETH -7 (Fig.18,19),

I % 4%, # it

1. 5 &

I, BHEEER 2 ABRBE ICAF%100mg (3 4),
7:13200mg (1 &) 2#EOK5 1L, MmE, Rb@Es
HEL

R -3763DRBEREEIX, M. morganii IFO3848%
BEBL T2HBT 1 A7kic s 0, SRR, Mg
I bO—VIMET, REEHE 1% Y > By v
TYERIL T2,

2. &

Table 11Z7RT & 512, #5481 BRI IIRIC
NI FRWHBLITHDH, 2RELEEIFNDR
{%h, E—7{#iX100mg 5 7C1.054g/ml, 200mg
85T2.80ug/miTHhY, SEHIBW 120.26g/ml,
0.33ug/mHZBH SN tz, £DFER% Fig 20i0RLTz,

FRepgEttiE Table 2, Fig2Lomd &5, 2
DR x5 255553, #hl@izdnnh, 8K
RN D R ekt 13 100mg T30~38.9%, 200mgT31.
9% TH -1z,

. BRANSZEEHNRE

1. 5 &

FERIL (TRBEOEFEAHSESABMRES
BIES 270, FHAETFESRRMETEE R
CS-807 100mg (9 #1), 200mg (9 @) »EOHKS
LT, —ERfEkIcRE 2R L, 55RO,
B5%, MRIFEEIREREEE Uz, A, FEBR
FrERiRD & BRI U CIfmiE % 5L THlE L 72,

a3t SEAE SR, EROmMEEE
BAEATHRVWEL, —20CICBHEERE L. JER,

1% EBSEEE R INZ, wETTA P —THBAAL
7L, 200 EERPREICHEL .
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Fig. 2 Sensitivity distribution of clinical isolates

S.aurens (10°CFU/ml)

CEX
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—-— CDX
------- AMPC
60}
%
af
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L
0 >|nT)_‘
MIC (g ‘ml)
Drog | N0 T Sons | o [ oz | 039 | 07w | 156 | 303 | 625 | 1zs | 25 | so | 100 | 100
R-3746 28 0 0 0 0 0 1 ] 2 1 1 1 2
CEX 2 0 0 0 0 1 5 1 3 2 1 3 0
cCL 28 0 0 0 1 10 [ 0 2 2 1 4 0 0
CDX 28 0 0 0 0 1 4 12 4 1 1 2 2
AMPC 24 0 0 3 2 9 5 1 0 2 3 0 0
Fig. 3 Sensitivity distribution of clinical isolates
S.aureus (10°CFU/mI)
e R-3746
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-------- AMPC
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0 L
<005
MIC (#g ml)
No. of
Drug stoaos | 5005 | 01 | 020 | 039 | 078 | 156 | 313 | 625 | 125 | 25 | 50 | 10 | >100
R-3746 28 0 0 0 0 0 7 1 1 2 0 0 1 6
CEX 28 0 0 0 0 1 7 8 3 0 2 4 3
ccL 28 0 0 0 0 1 9 6 0 4 1 4 0
CDX 28 0 0 0 0 0 1 10 8 0 0 2 2 5
AMPC 28 0 0 1 1 1 3 5 5 3 0 1 0 ]
Fig. 4 Sensitivity distribution of clinical isolates
S.epidermidis (10°CFU/ml)
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40f
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MIC (ug/ml)
prog | Noof | <005 | 01 [ 020 [ 039 | 078 ] 16 | 313 | 625 | 125 | 25 | 50 | 100 | >100
R-3746 6 0 0 0 1 2 0 0 3 0 0 0 0 0
CEX 6 0 0 0 0 0 3 0 3 0 0 0 0
ccL 6 0 0 0 3 0 0 2 1 0 0 0 0 0
CDX 6, 0 0 0 0 1 2 0 3 0 0 0 0 0
AMPC 6 0 1 2 0 0 1 1 1 0 0 0 0 0
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Fig. 5 Sensitivity distribution of clinical isolates

S.epidermidis (10°CFU/mI)

' — R . 3746
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005 0.2 0.78 313 125 50 >100
MIC (ng/ml)
Drug :{;’_-iz! 005 | 01 020 039 | 078 | 156 | 313 | 625 | 125 | 25 | 50 | 100 |>100
R-3746 6 0 0 0 0 3 0 0 0 0 2 0 1 0
CEX 6 0 0 0 0 0 0 3 0 0 2 1 0 0
cCcL 6 0 0 0 0 3 0 0 0 2 1 0 0 0
CDX 6 0 0 0 0 0 3 0 0 1 1 1 0 0
AMPC 6 0 0 0 0 0 3 0 0 0 1 2 0 0
Fig. 6 Sensitivity distribution of clinical isolates
E.coli (10°CEU/ml)
100 7
e R-3746
CEX
80F cCcL
60
4o
20F
| N
<005 >100
MIC (g mD)
Drug | Nooof 5005 | o1 | 020 | 039 | 078 | 156 | 313 | 625 | 125 | 25 | 50 | 100 | >100
R-3746 45 0 5 12 2 6 0 0 0 0 0 0 0 0
CEX I 0 0 0 0 0 1 19 | 2 2 0 0 0 0
ccL 45 0 0 0 5 31 6 3 0 0 0 0 0 0
CDX 45 0 0 0 0 0 0 5 2| 8 0 0 0 0
AMPC 45 0 0 0 0 4 2 2 0| o 0 0 0 7
Fig. 7 Sensitivity distribution of clinical isolates
E.coli (10°CFU/ml)
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80}
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20+
0

MIC (g ml)

Drug No.of 1 <005 | 01 | 020 | 039 | 078 | 156 | 313 | 625 | 125 | 25 | s0 | 100 [ >100
R-3746 45 0 4 V|| o2 1 0 0 0 0 0 0 0
CEX 45 0 0 0 0 0 0 5 | 15| 25| 0 0 0 0
ccL 45 0 0 0 0 5 4 8 | 13| 12| 3 0 0 0
CDX 45 0 0 0 0 0 0 7 4| 4 0 0 0
AMPC 45 0 0 0 0 4 2 9 | 20 0 0 0 0 7
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Fig. 8 Sensitivity distribution of clinical isolates
K.pnewmoniae (10°CFU/ml)
e R.3746 o
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MIC (ng/ml)
No. of
Drug strains | =005 0.1 020 | 039 | 0.78 | 1.56 | 3.13 | 625 | 125 25 50 100 | >100
R-3746 2 0 9 12 1 0 0 0 0 0 0 0 0 0
CEX 22 0 0 0 0 0 0 7 7] 1 0 0 0 0
CcCL 22 [ 0 0 10 7 3 1 1 0 0 0 0 0
CbXx 22 0 0 0 0 0 0 0 8 4 0 0 0 0
AMIC 22 0 0 0 0 0 0 0 0 0 1 12 5 4
Fig. 9 Sensitivity distribution of clinical isolates
K.pneumoniae (10*CFU/mI)
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<005 0.2 0.78 313 125 50 >100
MIC (ug/ml)
No. of
Drug oios | =005 | 0.1 | 020 | 039 | 078 | 156 | 313 | 625 | 125 | 25 5 | 100 [ >100
R-3746 22 0 2 1" 6 0 0 0 0 0 0 0 0 0
CEX 22 0 0 0 0 0 0 1 15 5 1 0 0 0
cCL 22 0 0 0 0 15 2 1 0 0 2 2 ] 0
CDX 22 0 0 0 0 0 0 0 3 15 ] 0 0 0
AMPC 2 0 0 0 0 0 0 0 0 0 0 0 1 21
Fig. 10 Sensitivity distribution of clinical isolates
P.mirabilis (10°CFU/ml)
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Drug | No.of | 5005 | 01 {020 | 030 | 078 [ 156 | 313 [ 625 | 125 25 | 50 | 100 | >100
R-3746 4 4 0 0 0 0 0 0 0 0 0 0 0 0
CEX 4 0 0 0 0 0 0 0 0 4 0 0 0 0
CCL 4 0 0 0 0 0 3 1 0 0 0 0 0 0
CDX 4 0 0 0 0 0 0 0 0 4 0 0 0 0
AMPC 4 0 0 0 0 3 0 0 0 0 0 0 0 1
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Fig. 1l

Sensitivity distribution of clinical isolates

P.mirabilis (10°CFU/m)
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R-3746 4 3 1 0 0 0 0 0 0 [ [} 0 0 0
CEX 4 0 0 0 0 0 0 0 0 2 2 0 0 0
CCL 4 0 0 0 0 0 2 1 1 0 0 ¢ 0 0
CDX 4 0 0 0 0 0 0 0 0 0 4 0 [ 0
AMPC 4 0 0 0 0 3 0 0 0 0 [} 0 0 1
Fig. 12 Sensitivity distribution of clinical isolates
M.morganii (10°CFU/ml)
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o N : U " . s .
01 039 156 6.25
MIC(ug ml)
Drug :{l‘,’mg: <005 | 01 {020 | 039 | 078 [ 1.5 [ 3.3 | 625 | 125 | 25 | 30 | 100 | >100
R-3746 6 0 0 1 1 2 0 0 0 0 0 0 1 1
CEX 6 0 0 0 0 0 0 0 0 0 0 [} 2 1
ccL 6 0 0 [} 0 0 0 ] 0 0 [ 1 1 1
cDX 6 0 0 0 0 0 0 0 0 0 0 0 0 6
AMPC 6 0 0 0 0 0 0 0 0 0 0 2 2 2
Fig. 13 Sensitivity distribution of clinical isolates
M.moraganii (10°CFU/m!)
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Drug | Noof [ <005 | 01 | 020 [ 030 [ 078 | 156 | 203 [ 625 | 125 | 25 | 50 | 100 | >100
R-3746 6 0 0 0 0 0 0 1 0 1 0 2 [ 2
CEX 6 0 0 0 0 0 0 0 0 0 0 0 0 6
ccL 6 0 0 0 0 0 0 0 0 0 [ 0 0 6
CDX 6 0 0 0 0 0 [} 0 0 0 0 0 0 6
AMPC 6 0 [ 0 0 0 0 0 0 0 0 1 1 4
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Fig. 14 Sensitivity distribution of clinical isolates
E.cloacae (10°CFU/ml)
T e R3746
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’ 01 039 1.56
MIC (ug/ml)
No. of 5 P
Drug strains S0.05 0l 020 | 039 [ 0.78 | 1.56 | 3.13 [ 6.25 125 25 50 100 | >100
R-1746 7 0 0 0 0 0 1 5 0 0 0 0 0 1
CEX 7 0 0 0 0 0 0 0 0 0 0 2 2 3
ccL 7 0 0 0 0 0 0 0 0 1 3 1 1 1
Chx 7 0 0 0 0 0 0 0 0 0 0 1 3 3
AMIC 7 0 0 0 0 0 0 0 0 0 0 4 0 3
Fig. 15 Sensitivity distribution of clinical isolates
E.cloacae (10°CFU/ml)
1M
— R-3746
CEX
R CCL
— - — (DX
....... AMPC
60k
%
s
200
s L L L s " n R
<005 02 078 313 125 50 >100
MIC (ug 'ml)
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Drug strains s0.05 0.1 020 | 039 | 0.78 1.56 313 | 625 125 25 50 100 | >100
R-3746 7 0 0 0 0 0 0 1 3 1 0 0 1 1
CEX 7 0 0 0 0 0 0 0 0 0 0 0 0 7
ccL 7 0 [] 0 0 0 0 0 0 0 0 0 0 7
CbX 7 0 0 0 0 0 0 0 0 0 0 0 0 7
AMPC 7 0 0 0 0 0 0 0 0 0 0 0 0 7
Fig. 16 Sensitivity distribution of clinical isolates
C.freundii (10°CFU/ml)
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Drug sh?alzs $0.05 0.1 020 | 039 | 0.78 | 156 | 3.13 | 6.25 12.5 25 50 100 | >100
R-3746 14 0 o 0 0 0 1 3 0 0 0 0 0 10
CEX 14 0 0 0 0 0 0 0 0 0 1 0 1 12
CcCL 14 0 0 0 0 0 0 1 0 0 3 0 0 10
CDX 14 0 0 0 0 0 0 0 0 0 1 0 2 11
AMPC 14 0 0 0 0 0 0 0 1 0 0 2 1 10
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Fig. 17 Sensitivity distribution of clinical isolates

C.freundii (10*CFU/ml)
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Drog | geuioe | 005 | o1 | 020 039 | 078 [ 156 [ 343 [ 625 [ 125 | 25 | 50 | 10 |>10
R-3746 u 0 0 0 0 0 0 0 4 0 0 0 0 10
CEX it} 0 0 0 0 0 0 0 0 0 0 0 0 "
CcCcL 14 0 0 o 0 0 0 0 0 0 0 0 0 u
CDX 14 0 0 0 0 0 0 0 0 0 0 0 0 14
AMPC )t} 0 0 0 0 0 0 0 0 0 0 1 2 1
Fig. 18 Sensitivity distribution of clinical isolates
S.marcescens (10°CFU/ml)
CEX
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— - —CDX
------- AMPC
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o 1 L L L R L . L L L
v 5005 0.2 0.78 313 125 30 >100
MIC (ug ml)
Drug :{::i:; 5005 0.1 020 [ 039 | 078 | 156 | 3.13 | 625 | 125 25 30 100 | >100
R-3746 10 0 0 0 0 1 1 3 3 1 1 0 0 0
CEX 10 0 0 0 0 0 0 0 0 0 0 0 0 10
CCL 10 0 0 0 0 0 0 0 0 0 0 0 0 10
CDX 10 0 0 0 0 0 0 0 0 0 0 0 0 10
AMPC 10 0 0 0 0 0 0 0 0 0 0 0 0 10
Fig. 19 Sensitivity distribution of clinical isolates
S.marcescens (10°CFU/ml)
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Dr No. of , F P
ug strains | %005 | 0.1 | 020 | 039 | 078 | 156 | 3.3 | 625 [ 125 | 25 | S0 | 100 |>100
R-3746 10 0 0 0 0 0 0 2 2 2 2 0 1 1
CEX 10 0 0 0 0 0 0 0 0 0 0 0 0 10
ccL 10 0 0 0 0 0 0 0 0 0 0 0 0 10
CDX 10 0 0 0 0 0 0 0 0 0 0 0 0 10
AMPC 10 0 0 0 0 0 0 0 0 0 0 0 0 10
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Table 1 Serum concentration of R-3763 after oral administration of CS-807
100 mg (n=3) and 200 mg (n=1)

Volunteer Sampling time (h)
Dose
B.W.
No. Name Age (kg) 1 2 4 6 8
1 N.F. 47 45.5 0.58 0.97 0.64 0.28 0.11
2 TK. 35 58.0 0.13 0.51 1.32 0.76 0.37
100mg | 3 KK. 38 48.0 1.18 1.48 1.20 0.62 0.30
0.63 0.99 1.05 0.55 0.26
Mean £SD +0.53 £0.49 +0.36 £0.25 +0.13
1 I N.Y. I 38 | 59.0 1.87 2.80 1.63 0.88 0.33
200 mg
Mean 1.87 2.80 1.63 0.88 0.33
Table 2 Mean urinary excretion of R-3763 after oral administration of CS-807
100 mg (n=3) and 200 mg (n=1)
Sampling time Recovery
Dose () 0-2 2—4 4-6 6-8 rate (%)
Urine 0-8
Urinary concentration 45.7 146.9 75.8 43.4
(ug/ml) +58.6 £53.9 £31.2 £53.8 3.2
100 mg ’
3.8 17.5 9.7 4.2 tal
Recovery rate
(%) + 3.6 + 5.9 + 2.9 + 3.3
Urinary concentration 119.0 110.0 104.0 4.0
(ug/ml)
200 mg 31.9
Recovery rate 9.8 12.7 6.8 2.6
(%)
Fig. 21 Mean urinary excretion of R-3763 after single
Fig. 20 Mean serum concentration of R-3763 after single oral administration of CS-807 100 mg (n=3) and
oral administration of CS-807 100 mg (n=3) and 200 mg (n=1)
200 mg (n=1)
300t
ﬂ o—e 100 mg
e —e—100mg A s 20 mg 450
S N ---a--200 mg

Serum concentration (ug/ml)
Recovery rate %

Urinary concentration (ug/ml)

Sampling time (h)

0-2 2—4 4—6 6—8
Sampling time (h)
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2. kK

R & FEBIRMO MR S & U, BAEMA
WDKK E Table 35 & U Fig.22,23i27R/ LT F
SEWIIR & RO i REE L, 12I2—BL 7 NE
BLUMEERL, 100mg#5T0.17~0.94ug/ml,
200mg #5-T0.63~3.01ug/mlHs & iz, HMA
i, 100mg £r5T0.12~0.42ug/ 8B 5 h, K
Bz B H ot 3MEH%ICID S hte, 200mg 5T
130.14~1.34ug/ B2 SN, FOBEMEL B
BUh 3B s, E—2HENET 2L,
(M IRE DKI40~45% DI THBD S i, £
DFEFFIMEE LRI L B 2R LT,

V. B K B B

1. XRE L UHE

REFO614E 7 B & 0 624 1 B & TOMICBBRMIRFESR
ARIEE R - B L 7 B A RNERIE 198 ER L
feo 05 bbiFit Table 4 IR T & 52, FENM

# 9%, FHHEBPERL 15, FEFEEMALLF,
VY BRI 3, SHRERINE 3, PRIy 2
BlTHs, 54K 1E100me, 1H2~3E4%
RO L L, tOmER], FERIRGRALLEH-7,

2. IRHIERE

HIRZRIE, EaBOMR, BREROE(L, g
MOZEAL e E SREFICHIEL, 3 BLPICEORL
BLWER, REFTRLEAICHE S NSRS 28,
ERO%EIC 4 BIAEDOBEEEL: bO%ES, BY
FERDSHE, BOWEKIEES M TLWHDETBHE/:it
L LT, MEEAIRIRIZ, Bt —5Bidk &
), BRR, TE, T8 5EFETHEL 1,

3. EERAR

FERBIDMKME % Table 4 iTRL71,

FEANMES 9 Bl(caseNa1~9)icXF LTI}, 18
200mg(5r2), 4~8BEKkE L, 203 b 4fp
SHEE, 380 o 8MEEIMRE S h, BT 2

Table 3 Serum and tissue concentrations of R-3763

. Uterine

No | D% | sqmimtraion | 2Tl | T | Porio | Cervix | LU | v | Ovary | SO0
(h : min) (ug/m) (ug/ml) “8/8 HBR (ug/g) (ug/g) “8/8 He/8 (ug/g)

1 100 1:15 0.17 0.29

2 " 2:31 0.94 1.09 0.28 0.24 0.34 0.28

3 " 3:00 0.22 0.24

4 " 3:15 0.87 0.93 0.40 0.34 0.20 0.30 0.42

5 " 4:12 0.68 0.66 0.28 0.20 0.14 0.18 0.22 0.18

6 " 4:55 0.87 0.28 0.30 0.14 0.16 0.22

7 " 5:13 0.38 0.64 0.26 0.16 0.14

8 " 5:45 0.71 0.78 0.26 0.24 0.12 0.16

9 Y 6:51 0.53 0.61 0.22 0.18 0.12 0.14 0.18

10 200 1:19 0.73 0.69 0.22 0.20 0.14 0.14 0.22

11 " 2:50 1.72 1.89 0.90 0.78 0.48 0.54 0.66

12 " 3:00 2.00 1.87 1.02 0.90 0.50 0.70 0.58 0.70

13 " 3:34 2.10 0.96 0.78

14 " 3:52 3.01 3.99 1.34 1.06 0.66 0.82

15 n 4:06 1.34 1.43 0.68 0.46 0.38 0.44

16 " 4:30 1.48 1.55 0.66 0.56 0.36 0.34 0.50 0.40

17 " 5:25 0.63 0.62 0.34 0.22 0.14 0.14 0.32

18 " 6:27 1.14 0.99 0.70 0.56 0.34 0.36 0.42 0.54
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Table 4 Clinical results of CS-807 treatment
Treatment Effect .
Case Diagnosis - - " im MIC Side-
No. | A8 | (Underlying disease) | Daily dose | Duration | Total | Isolated organism™ 1, /my) | . icon | Bacterogical | effect
(mgXtimes) | (days) |dose(g)
. E.coli 0.20
1|19 I(S]rJ\dor;etng? 1002 4 0.8 | S.epidermidis 100 Good Replaced -
Corynebacterium sp. 0.78
Endometritis (=)
100%2 4 0.8 Good Unknown -
2|01 p & 0 E faecalis >100
. E.faecalis >100
3 | 2 Endometritis 100X2 4 0.8 | Pprevotii 1.56 | Good | Eradicated | —
Db & O
(=)
Endometritis S.hominis 0.78
4| 4 « - ) 100%2 8 1.6 | Peptostreptococcus sp. 0.20 | Good | Eradicated | —
(=)
N S.epidermidis 0.78
5 | g |  Endometritis 100x2 6 1.2 | Shominis 0.78 | Good | Eradicated | —
(D & C)
(=)
Endometritis Streptococcus sp. =0.05 .
x ) —
6 30 ® & O 100X 2 4 0.8 = Good | Eradicated
iti Peptostrept. X 0.20
7 | a | Endometritis 100x2 7 1.4 [|LePlostreptococcus sp Good | Eradicated | -
(D & Q) (=)
S.epidermidis 0.25
Endometritis Corynebacterium sp. 0.39 .
8 |13 ® & O 100Xx2 4 0.8 P.magnus 1.56 | Good | Eradicated -
(=)
End » - (=)
9 | 42 (n on_letntli 100Xx2 5 1.0 S.epidermidis 100 Good Unknown -
Peptostreptococcus sp. 0.20
E . E.faecalis >100
0|25 (“d°'2y°'“e)‘m's 100X3 10 3.0 | Corynebacterium sp. 0.39 | Poor | Decreased | —
E. faecalis >100
. E.coli 0.20
1|4 Parametritis 100x2 7 1.4 | Efaecalis >100 | Good | Eradicated | —
(Hysterectomy) =
Bartholinitis E.coli ]
12 |17 ( - ) 100X 2 7 1.4 =) Good | Eradicated -
Bartholin' B, fragilis 6.25
13 | 25 | Baholimsabseess | oz 8 1.6 | Pasaccharolyticus 0.10 | Good | Eradicated | —
(=)
in’ (=)
u | 6 Ba’(ﬂ‘"““_s abs;ess 1003 4 1.2 = Good | Unknown | —
v E.coli 0.39
15 |19 | Vlvaravsces 1003 6 1.8 | Efragilis 12.5 | Good | Eradicated | -
(=)
16 | 21 v(“lva'_absc&f 100%3 6 1.8 E_; Good | Unknown | -
S.agalactiae =0.05
17 | 3 V(ulvar _absce)ss 100X 2 5 1.0 8 = Good | Eradicated -
E. faecalis >100
Vaginal cuff P prevotii 0.39
18 | 43 infection 100X 2 4 0.8 | Ecoli 25 Good | Persisted -
(Hysterectomy) E. faecalis >100
P.prevotii 12.5
i i i E.faecali
19 | 4 Vaginal cuff infection 100X2 5 1.0 Jaecalis Good | Eradicated | —
(Hysterectomy) (-)

. before treatment

after treatment
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BThs, ZNSDEMRVTNOEYNTH /e FH
AP (caseNal0)id, 1 H300mg(%3), 10AM
85 L7-085, EROHEET, FELHEEINT, FEB
SHREAMYS (caseNall) i3 FH BM 2 MHIMTH & D FSE
L7-fERIT, &%1H200mg(52) 7 BEMET,
Kok, EaMbosinoh, BRLHESNT, MK
R4 2 Bl (caseNal8, 19)13, FE2MHM%R7~8H
BICTE L -ERIT, AFI200mg (43 2) 4~5 AMIE
5028l 6B TH o1, SERBRUT OV h Y VR

% 3 ) (caseNal2, 13, 14) &, FHBMERANA (caseNal5,
16,17)T, A& #|200~300mg (4> 2~3), 4~8 HM
5T, 2FKMEHEL TS, TRTESL YN
Ent, ME4EBH1BIC L TERISH, &3
15, B4 T%DRERTH 572,

4, HRBTMELHRIR

Table 5 iCRT &5, FERMALGS, Bl
68 MY 14, #ERAR 15, T 25, WEKs7.
5%ThHD, FEFR/SRL 1FIERMEL, sEEeg

Fig. 22 Serum and tissue concentrations of R-3763
(CS-807 100 mg P+O., n=9)

ug/ml-g Uterine arterial Venous serum Portio Cervix Endometrium
serum
1.0
.
.
.
0 1 " i \ L s " " L
2 4 6 2 4 6 2 4 6 2 4 6 2 4 6
Myometrium Oviduct Ovary
1.0
" L 2 N n 1 1 L 1
2 4 6 2 ] 6 2 4 6
Fig. 23 Serum and tissue concentration of R-3763
(CS-807 200 mg P-0., n=9)
ug/ml-g Uterine arterial Venous serum Portio Cervix Endometrium
3.0 serum
2.0
1.0]
.
< .
.
A 1 1 A e A1 A A A
2 4 6 2 4 6 2 4 6 2 4 6 2 4 6
30 Myometrium Oviduct Ovary Serous membrane
2.0
1.0
LY 1 b1 i L " I
2 4 6 2 4 6 2 4 6 2 4 6
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6 4 FRAN(L, WA 25N, REMTRLS 2 B, BAtE B2 1 5T, WOMH X N7ERSBIDERIHKIL86.
{19, TF 1f(caseNal8, E. faecalis, P. prevotii % THo1,

—E. coli, E. faecalis, P. prevotis) TH Y, ¥HT3 6. SR KB EHTRR

v, BYACL120, H 16), B3R 26, FF 1), Table 7iZRT & 512, 19604, AT IR

T4 BIT, FAME(EE86.7% TH o7, ENFDIRIHIT, BIREIMESIL 6HITHY, B
5. SRR ML 5B, BEAR1HT, 6HeFrmitL T2,

Table 6 {TiRT & 512198, BUHERRS 6 BT, POSOETEOREES)S 9BIT, CDH b, B TH),
6HL VERITH Y, WHERRI IBIT, B8 B, BY 18, TE1HT, BHEERIT7.8%THS, T

Table 5 Bacteriological effect of CS-807 in various infections

. ‘ No. of Bacteriological effect Eradication
Diagnosis cases rate (%)
Eradicated Decreased Replaced Unchanged Unknown
Endometritis 10 6 1 1 2 87.5(7/8)
Parametritis 1 1 100 (1/1)
Vulvar infection 6 4 2 100 (4/4)
Vaginal cuff infection 2 1 1 50 (1/2)
Total 19 12 1 1 1 4 86.7(13/15)

Table 6 Clinical effect of CS-807 on isolated organisms

Clinical effect .
Isolated organism r:O' of Effxc(a;);
ases Excellent Good Poor rate
Streptococcus sp. 1 1
Single S.agalactiae 1 1
. . E.faecalis 1 1 100 (6'6)
infection E.coli 2 2
Peptostreptococcus sp. 1 1
S.epidermidis
Corynebacterium sp. 1 1 100 (1/1)
Peptostreptococcus magnus
E. faecalis )
Peptostreptococcus prevotii 1 1 10 an
S.epidermidis
S hominis 1 1 100 (/1)
R S.hominis
Mixed Peptostreptococcus sp. 1 1 100 (/D
E.faecalis
Corynebacterium sp. 1 1 0
E.coli
E faecalis 1 1 100 (1/1)
B.fragilis
P.asaccharolyticus 1 1 100 (/1)
E.coli
B fragilis 1 1 100 (1/1)
E. faecalis
P.prevotii 1 1 0
Sub-total 15 14 1 86.7(13/15)
Unknown 4 4
Total 19 18 1 94.7(18/19)
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Table 7 Bacteriological effect of CS-807 on isolated organisms
Bacteriological effect L
Isolated organisms No, of E"d'c(;‘")""
cases Eradicated | D i Reolaced Unchanged rate
Streptococcus sp. 1 1
Single S.agalactiae 1 1
E faecalis 1 1 100 (6 6)
infection E.coli 2 1
Peptostreptococcus sp. 1 1
S.epidermidis
Corynebacterium sp. 1 1 100 (1 1)
P.magnus
E. faecalis
P.prevotii 1 1 100 an
S.epidermidis
S.hominis 1 1 10 an
S.hominis
Peptostreptococcus sp. 1 1 10 an
Mixed
. ) E. faecalis 0
infection Corynebacterium sp. 1 1
E.coli
E faecalis 1 1 100 a1
B fragilis
P.asaccharolyticus 1 1 W a1
E.coli
B fragilis 1 1 100 (11
E faecalis 0
P.prevotii 1 1
Total 15 12 1 1 1 86.7(13'15)
Table 8 Bacteriological of isolated or
No. of Bacteriological response Elimination
Isolated organism
cases Eliminated Decreased Persisted rate(X)
Streptococcus sp. 1 1 100
S.agalactiae 1 1 100
E. faecalis 5 3 2 60.0
S.epidermidis 2 2 100
Corynebacterium sp. 2 2 100
S.hominis 2 2 100
Peptostreptococcus sp. 2 2 100
Peptostreptococcus magnus 1 1 100
Peptostreptococcus prevotit 2 1 1 50.0
P.asaccharolyticus 1 1 100
E.coli 4 4 100
B.fragilis 2 2 100
Total 25 22 3 88%
NEEXEEICOVTAS L, SN DIX128 7. BWER

FEWERIC & 5, VWb 37 L AE—RiGCHREE
EDEWERIZSBIED B o1, 12, WEROMIR

8, 55T, IBEICE T, K2R BT IHKOE
Brnb, 88%DHLETH>7: (Table 8),
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REERRLHIL T m o7z (Table 9).

8, /N &

LUEDISREMERIET 2 £, CS-807i3, EEMARL
SEOBRIEICK L, EHERIR, HRFERRRLS
ZHoh, LobLBITENER®S & UBIRREERR I
FHohrr -7,

V. ¥ x

CS-807HEHMHASHTHMRB S NAF LVLEOAT
27 VB Cephem RIT4EAIT, PIREBE > & RINS
TEERDIRT 5 —X¥ Il & > THEEE 2 RMT 3R
S3T6BTHVKARE NS Y,

R-3T63LEHMDOHABA R bV EEL, &S
-lactamase IZ bZSET, FEI L, HEROZEOHA
Cephem FITHHEEIC b ME I 2R T, AFI HIHE &
D b ABRDEREDF M MEISFE L, FLLTR
hichRtEn sy,

A3 Zh o O¥ 05, REORPUHECXL, BA
BRI 23 Z E0SHHFEA NG, ThoDFERTON
T, WBRI624E 5 B, $3EBRLEMEZERIFE
YRV AMIBWT, BB, ERIEEFROBRR
PRERT SN, TOERESTHE S hZY, BRIEE
YR AD—BRE L TR 2 ERARRES THREIL
TRERE Z JICEETLIRE L 7,

W, ERARKRSIC BT 5 EEM SR By
Yrik->TETEY, BLAAKTORESELELD
HEFEREEDBRFENS VL 5 Th b, ZDTH—K
BREL L TOROFIOMIZEETH 2,

5, B2 ZEFARNCE T 2 HBBIYELRE L
T CS-807TDEGRARET, ERERMEERICNT 2 H1ET7,
BAY, HEM, FERBAOBITHEZICOLTHRETL,

TEOERARKIERBRIEDRRE L, 77 LRH
BErzdTrl, @EHEsSREShTED, Ly
VEBHETH B Z LBV DRBROTDHS LA TH
D9, BROEBRS ZhEe—HmL T3, £, 7T 4
BMRE L EEO—ERE LT, IRRELTEETHS,
R-37630H1E 111k Zh & DEREIC N L TR LWHIEENE
YRL, YUBRYYAIBITAEETRE, B4R
B, WSMEC RIFRREE R R Tz, AR TR
FEOBOEREINT 2 EZUAH» 545 L, FHEID
HEFAPARIELE CE 2 bDEEI SN D,

FEDRCDOWT, YV RY T ATDRETIR, B
BOHHNDREF T, PR 3 BRI — 2z
EL, dose response b3Es S, HEHAIT 2 BERIAT
BTHa, THIARIDEETL T30, BA DK
&Y ZhEigiz—B L7, Rtz oW TH, 8HEE

PRIz #935% b5ttt & f1te, FEBELL(TRRR S &,
AR M RMERADOBITIC DV T, BRA DRMKTIZ,
BRI DHI40~45% DFATH3IBD & LR EF 72 UK
DI STz, BRRINMERBHERPIINE % AR MRk 3
% MIC LIBT3 &, FEETRESFEDOH S 7 b
Rt B R U T £ D RERSHC X L T4 MIC
ELTED, FROFAEETRT 5—2D7 -5k
Erond,

ERARRARIC DV T, EMARNERRRRYE 196 Xt
L, 1H200~300mg 5T, KEBAIMKLRIIER
¥94.7%, HIEFHIRMRIIHEIESBRDERTH 57,
Y BV Y MBI 2 EHBIR L EIERTH Y,
FEIRIUD L T2 ERABIRE — BT 20D EVD
ZENBTES,

BWERICDWTIE, ¥ Y BY T ADERTIZ 2 BTk
DRBFETH L IHEBHERTH D, REMBEHELO.
2~2.0% T i\, BRZDBEBRTIZBIERIZ R » o7
%, ORAHEFAROEELBET 20D LELS,

VI © T U

FLOEORTAT VB 7 = LARF4EME CS-807

W DWTERARRES TREIL, UTORREE,
1. HiEhH

ERER 7B AT U S 9 RE 1428kt 5 R -37460D
@ ME E DL TR 7 5 LS TId CCL i
RE, 77 LBRMHEEFHICL TR bEHE %R
120 FD MICgold, S. aureus12.5ug/ml, S. epider-
midis 6.25ug/ml, E. coli 0.39ug/ml, K. pneumoniae
0.2ug/ml, P. mirabilis 0.05ug/ml, M. morganii 100
rg/ml, E. cloacae 3.13ug/ml, C. freundii, >100ug/
ml, S. marcescens 6.25ug/mlTH -7z,

2, TR, et

100mg O 5HOMEFBRED ©— 7 13 4 Rk
ZHD1.05ug/ml, 200mg 5% TIX, 2FHEIKIC2.
80ug/mlT#H D, doseresponse H3zhs SiLtz, R
{3100mg T30~38.9%, 200mgT31.9%sHkitt S 7z,

3. BRI

100mg ¥ &£ UF200mg RO 55%, BBRPIMESHEMN
BERAEL, BS54 3RREETHRICREHESTD SN,
100mg #& 5 70.12~0.42ug/8, 200mg & 5 0.
14~1.34ug/ 8 238 5, [MEFEREDKI40~45%D
BB I TIRED s,

4, ERIRRGE

EmARMEBRIELIICxT L, 1 H200~300mg
BET, HRBRESHRE (18/19)94.7%, S BERHHE
FHRNR, 88%DHAE 250D, BIfEA, REMRYE
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ERhote, 2) WIBEAREMELERE, TR VRYIALL
5. LY S ERMABRRIROBRAEICNTT 5 CS-807, 1987 WM,
CS-8070F R stz 3) HO¥— : BRAEEOBRS 5 4 MEBRED
X 7 Hi, £—F ¥ ARAHARHLEBRST, Mar,
1) CS-807HEH, =JeMalftt 1983,

BASIC AND CLINICAL STUDIES ON CS-807
IN THE OBSTETRIC AND GYNECOLOGIC FIELD

NANKuUN CHO
Department of Obstetrics and Gynecology, School of Medicine, Showa University
KANGO FUKUNAGA
Department of Obstetrics and Gynecology, International Goodwill Hospital

KaTtsuaki Kunn

Kunii Hospital
TakeHIKO KIMURA, AKIRA SUZUKI,
Department of Obstetrics and Gynecology, Kameda General Hospital

A newly developed ester-type oral cephem antibiotic, CS-807, was investigated for its antibacterial
activity, absorption, excretion, tissue penetration and clinical efficacy in the obstetric and gynecologic field,
and the following results were obtained.

1) The MICs of R-3746, the active from of CS-807 against 142 strains of 9 species of clinical isolates were
examined. The MIC,, was 12.54g/ml for S. aureus, 6.25ug/ml for S. epidermidis, 0.39xg/ml for E. coli, 0.2
ug/ml for K. pneumoniae, 0.05ug/ml for P. mirabilis, 100ug/ml for M. morganii, 3.13ug/ml for E. cloacae, >
100 g/ml for C. freundii, and 6.25ug/ml for S. marcescens. The drug had excellent antibacterial effect against
Gram-negative bacilli and was inferior only to CCL against Gram-positive cocci.

2) Absorption and Excretion : the serum concentration of the drug reached a peak level 1.05.g/ml of about
4 hours after oral administration of 100mg and 2.80xg/ml at about 2 hours after 200mg and dose-related
response was recognized.

The urinary excretion rate within 8 hours of oral administration was 30~38.9% for 100mg and 31.9% for
200mg.

3) Penetration of the drug into intrapelvic genital organ tissues was found to be good, the peak tissue level
being 0.12~0.42ug/g about 3 hours after 100mg and 0.14~1.34ug/g about 3 hours after 200mg.

4) Clinical results: When CS-807 was given to 19 patients with obstetric or gynecologic infections at a
daily dose of 200~300 mg, 94.7% clinical efficacy and 88.0% bacteriological response were obtained. No side
effects or abnormal laboratory findings were observed.

5) From these findings, we consider CS-807 to be effective antibiotic agent in obstetric and gynecologic

infections.



