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CS-8070 HRH « BRFRATMET

WITBEAR - NEA L - EAMZ - MAZHK - CREZ
FUNKE B2 MW —PyR
WHEX - T - KRMNT
WA AFE 2 HH P
ZE BN R
Fu 4 7 SRl IR

FLIHRaNLBOBE 7 70ARY) Y REEMR TH 5 R-3763, R-3746 (R-3763D
Nal) BLUEDIATETHS CS-807IC DV >THRHY), HIEKAIRET 21T o7,

BEPRSYBER X9 2 R -37460081E /1% MIC #512.5ug/mUATDED2BETASB £, S. aur-
eus 80%, E. faecalis19%, E. coli96%, Klebsiella spp. 92%, Enterobacter spp. 59%, S.
marcescens 81%, P. mirabilis 95%, P. vulgaris 100%, Citrobacter spp.55%,
Actnetobacter spp.31%, Flavobacterium spp.20%, P. aeruginosa 0% TH -1z, Zh oD
T3 7 7 LBMHEET CCL, CEX £ B2 0iBNIbDTH o1,

BERRAFBF 522D T CS-807T2REICAARL /- & EDMENR -3763MAEIE, 4 B
100mg T3 1.44ug/ml, 200mgTi32.86ug/mlD ¥ — 7 {#H1E 5, BS 5% dose response 255
D, ZO¥FEFRMEENAENLT, 1LIKMTHo7 7, 20 L 2 D185 % TORBRSD
PEMRI242% L 46% TH o712, & 512, probenecid DHERICL D, MFTMEIZERL, ZOR
FEMtERIET L 12,

i 5 Bl, [EXR1IMP, JEXIREE 1G], Rk - WK 35, BERXIF, BbtL 26,
BEBE 2% & BIAES 5 1 BlnE308ic CS-807% 1 H200~400mg, 2 ~44BRMEAL, X9 H,
B, BRI 3F, EM3G, ¥ETH 1T, BURII%TH-1, BWEALL TR
LHBERLRR, THLRERSE 1678 5h, BRREMERY - LT GOT LR 16, GPT

MAY. 1988

E57 36, (FREEIES 2 FrEEn SN,

LR ESNBORL 7 70 AR Y RIAEDME
T & % CS-807i%, Fig.1 iZ/ "7 & 5 iZ, T-aminoce-
phalosporanic acid(7-ACA)® 3 {i i methoxy-
methyl & %, 7 i i methoxyimino # & aminothi-
azole # % & D R-37630D 4 {if ® carboxyl ¥ IZ iso-
propoxycarbonyloxyethyl 3 T A 7 LEEE L2 b DT
H5, CS-807REOKXE LD, FLLTHBERDIE
BRNIRAT 7—¥ IV IKIERS N, HREEEDDH
3 R-3763L %Y, L bEWIEFRENBONS L
wbhTw3, R, R-376313 7 7 LB, BHYHE
CEEETEARY PVvERL, LT ABRMEI

HMLT, ThETOLOREVWEARHEIGSY,
B—7787—YIlbRERLDTHS",

22T, bhbhb CS-807TOMKSBE T 55
B, RERACKRS L X OmEPRE L R
MWRABES S L L bz, EHRIGAL: L % OBKHR
LEERORRERH L O TRET 3,

I. b LUHE

1. Bk 2 il hilE

HNAFE AR AR ZOSREEHE»5, £
L THERI604E 1 A5 614F 4 A 3 TORMIicMES L
S. aureus 30Kk, E. faecalis 268k, E. coli26tk, K.
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Fig. 1 Chemical structure of CS-807 and related compounds
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b) R-3763(Active metabolite of CS-807)
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pneumoniae 258k, K. oxytoca 18%, E. cloacae 18f%,
E. aerogenes 114k, S. marcescens 31¥, P. mirabilis
19%, P. vulgaris 68k, P. inconstans 1%k, M. mor-
ganii 18k, Citrobacter spp.22kk, P. aeruginosa 30
¥, Acinetobacter spp. 168k, Flavobacterium spp.
5%k, Aeromonas spp.2 BRDE270KIZDWLT, HE
{LEBEFE AT HE U T R-3746(R-37630D Na
B)OR/NFEBEIERERRIE L 12, £, RIERCHE
L 7z Cefaclor (CCL), Cephalexin(CEX)® MIC &
HBRET LT, &8, BIERAEM L L T Mueller-
Hinton X2 (BBL) 2 vy, BEHRKIZIEZMMR
ER74 3V (AK)C—REEER L c b DR HEE
BRIEH T100EFHR L 72 b D (Inoculum size: 10°
cells/ml& FoR) 2 ATz,
2. MEPRERURSHRTERIE
Table 11ZR L7324 025 39F D 5 ADORERERAS
F (FHER3ST, FigikE6%ke, FgEKREMKL. 70
m) 2% CS-8070100mg & 200mg 2 B E IR L 7z & &=
Dm#EFR-3T6IBE B & 'R R-37638k Mt & %
cross over I THIEL 720 T b5, —ERDHER
CKARKI2008, SR 1MEB X UAZH) 2EEUL305L
T CS-807%MBRL , Z DPERAT, AARE0.5 1, 1.5
2, 3, 4, 6, 8, 12BFHICK 6miBHHML, BE
LD BIMER ML 72, REHC, PIBRAT, PER®S 2,
4, 6, 8, 12dEFMBRICLREPHE S ¥, REEHE
L, 20— CpH %2 5~6 AR L7z, &
S OMmES & UERIZ R -3763MEHIER £ T—20Cic
BREEL Tz, %72, CS-807 100mgPAREFOIMIET R -3763

¢) R-3746(Sodium salt of R-3763)
COONa

H:N S,

1

CH20CH3»
—N

I~

H H

0

N\

C —CONH —
I

NOCH:

Table 1 Background of healthy volunteers

Name Age Sex Height Weight ::or‘::ce
(cm) (kg) (m)

1 M.O 39 M 171 57 1.65
2 MS. 36 M 170 75 1.85
3 JK. 32 M 166 62 1.68
4 KL 32 M 174 60 1.71
5 H.T. 34 M 170 54 1.61
Mean 34.6 170.2 61.6 1.70
+SD +3.0 +2.9 +0.1 +0.09

DML L URPHEN B - &I 3 probenecid D&
A 57101, CS-80TMARI0ATS & UF 2 BRI
probenecid #0.58 "2 2 BINAR & ¥, ATRL Iz L[
BRI L FRER 21T o 72, ZhoDFBRITVL TG 18
R EDRERE = B> THEIFTL 72,

miEFs L CRPDR-3763BEHIEIZ HPLC %1
&0l Tiebb, MFEZYUED LMY »BIEEER

(pH6.4) L %R D ANEIZREYE D Cefmetazole

(CMZ) LMBD6%L) Z7aLEBiNx s /—L%
nz, WO EERREE L, RiZ MY ~
IS EME’ (pH6.4) TS5~20Z &KL, CMZ %»
METCAYT 74N —TRALEHDEFEE L
12o A7 5113, MEiX ERC—ODS-1161 (z <3
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#) &, R u— R TRy 2Chy (V2—9—X) %
Av, BR)fi:mi# T CH;CN-H,0—-CH,
COOH=4.5—-95.5-0.02, JRTix CH;OH-H,0—
CH;COONH,=10-90—-0.015% /A L, UV254nm
TRH L7,

BonscMmi®s R-3763ME C DT, one com-
partment open model 2 & % IKBI2H RS % B/
Tk L DML,

3. EHERRMR L BWER OF RO iR

REF0614 4 Ab 5625 2 A £ TOMICINKESE
WEL ERXEENE, fUNMAEESREINE TN
ERIIINRE LUARBED D b, FRBRBNOEK
DE/SNIR 5, [EZRIH (35 1FIEHM
o), [EZREELG, Rtk 16, WEEX 26, Wh
Wk 3G, BEBER 26, BERMER L BLESHHE 1 B0t
306z CS-807%#&5 L, % DEERZNE L BWERDEHE
PHEL,

CS-8070 ¥ 5 1:1% 1 [E100mg % v> L 200mg S1{H (1
~2A 7)) %10 2ERKIZORET20%FA

ELT, LaL, 28Tk 1 A 3E0RS £ EHMHT-
720 B SHARIIE 3~14BMIEER L L1208, B0
DTIE 3~ 6 38H L RIFHER L7, BRI DOHIE I
BRIERDOSE L ERBEOHE, REBEOERLL Y
W&ot Thbh, BREROBEL &b, BRE
DHEK, MERBEOER{tDA SN bD% (B &
L, &< & 1AMUROEMICES TH -1 D %

[E3h) & Ui, BEEROKEH SN T bR
DHEBT+ L &P, BEHEROKEL+2 TR
mofcL & [RPFR) ELT, Tk EICHRKBD
BIHEC & 2REBHEORE ¥ ERICAN S LENDH >
7o 85612, BREROUECRERIFOEE (LA S
nxhrol:b D% (RN L1, £/, ERRBOD7:
DICERRIROUESHETH 2 LHES NI L & [
EARE] & L7z,

HEFHRHRIBRBEOHK Y [EHKk), [EH
Y], [EB&RFE), [BRMA) LHEL, EREEXHS
MLk ofc & [FBE] LT, %712, BED
BECEESIER ), BRELTELI oL E D

[EHEK] L L1

BWERICDWTIE, BEDHRZZL B LB,
MAZHRE CIMEE{CEATRE 2 T & 5 7200 EHIC
REFTL, #DEEED CS-807ERRIE TCOER BB L
12

1. & &

1. ERABERE T 2HEN

FUNAREE—NEABBE DRI D 5 s 1
Witkic DT, R-37460 MIC 2T 3 L kb,
FFCRIE L 72 CCL, CEX O MIC & HBetL 1,

S. aureus 308k Tid, Table 2D & iz, R-3746it
23k, 77%181.56~6.25ug/ml T, % < #33.13ug/ml
THD, 12.5525ug/miHs 1T DdH-7, Lvl,
100k g/mUX EDREEEMmIERKRDS 5 8k, 17%I238 bite,
CCL i325%k, 83%13%6.25ug/mILAT T, #D %
3.13 ug/mlk R-3746& K& dpote b3, 100ug/mlll
Lotz 28, 7%THD, R-346D KPP
#o>Twiz, CEX 13258, 83%1312.5ug/miTH-1:
B3, KER536.25ug/miTH D, 100ug/miA L b 5%
T, R-37460502 BN TV 12,

E. faecalis 268% T3, Table3 D & 5 iz, R-3746
123.13~25ug/mlbs 6 ¥k, 23%ICF &, 100xg/mlt
LomtEtkos19k, 73% & %> T V> 7z, CCLIZ1Z2.5
ug/mlts 1 kb 5 & DD % { H350~100xg/ml T, 100
ug/mAEIE 48K, 15%icF £9, R-37460HE N
itk CH > Tatz, CEX $25ug/mlidD 1 # LIS
100pg/mldp 2 Wiz F AL TH o708, R-37460%5
BB S D o Tz,

E. coli 268k T3, Table 4 D& 52, R-374637
AR T25ug/mliA T TH D, 23k 89%130.20~0.78
ug/mlt ENT-HE N THorz, CCLIZ23E 89%
0.78~6.25ug/mlT, 2%k 8%»5100xg/miTHY,
R-37462% 2 EERE@® N T V> 72, CEX B AZF45436.25
~12.54g/mlT, 100ug/miA LD D 245 Y,
R-37460 1503 4 BRPEEN T\ 7,

Klebsiella spp.266kTi3, Table5D X 52, R-
374613248k, 92%5512.5ug/ml LA F T, Lt $0.39
ug/ml LA T 53168k, 62% % % »hofz, L L, 1.56
~12.5ug/mlb 88k, 31% L% <, 100pg/mlbi2
B, 8% & i, CCLIZ21Ek, 81%4%0.39
~3.13 ug/miZER L THH, 18KH25ug/mlDiEZH
4Bk, 15%3100ug/mlZz\> L A ET, R-37460
Fi08 2 RN TVB b DEFHH>TVRB HD LMD T
CEX 13218k, 81%%33.13~12.5ug/ml T, %&b $100
ug/milETHY, R-3746535 ERFELL BN T2,

Enterobacter spp.29k Ti3, Table 6 D & 3,
R -3746120.20~100xg/mUA_E 288/ 3R L 7225,
6.25ug/mLA T 23168k, 55% T, D% < 430.78~1.56
ug/miCH o1z, &z, 100ug/mll FOTHERZ 44,
14%\2 3 2 o7z, CCLI30.78ug/mldD 1 #EDIED
1325ug/miA £ T, CEX &12.5ug/mlD> 1#k0iEHiR
50ug/mUAETH YD, L b ZD% < i3100ug/mbhl
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Table 2 Susceptibility of S.aurews (30 strains) to R-3746, CCL and CEX
Inoculum size : 10° cells/ml
:MIC (ug/ml)
Antibiotic
<0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.256 12,5 25 50 100 100<
R-3746 1 15 7 1 1 5
(3.3) (53.3) (76.7) (80.0) (83.3) (100)
cL 3 17 5 1 2 2
¢ (10.0) (66.7) (83.3) (®.7) ©.3) (100
1 4 18 2 5
CEX (3.3 (6.7 (6.7 (83.3) (100)
() : Cumulative percent
Table 3 Susceptibility of E.faecalis (26 strains) to R-3746, CCL and CEX
Inoculum size : 10¢ cells/ml
MIC (ug/ml)
Antibiotic
=0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 100<
1 3 1 1 1 19
R-3746 (3.8) (15.4) (19.2) (23.1) (26.9)  (100)
1 14 7 4
cee (3.8) (57.7) (84.6)  (100)
1 15 10
E
CEX (3.8) (61.5) (100)
() : Cumulative percent
Table 4 Susceptibility of E.coli (26 strains) to R-3746, CCL and CEX
Inoculum size : 10° cells/ml
MIC (ug/ml)
Antibiotic
=0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 100<
3 9 11 1 1 1
R-3746
(11.5) (46.2) (88.5) (92.3) (96.2) (100
cCL 3 11 5 4 1 2
(11.5) (53.8) (73.1) (88.5) (92.3) (100)
1 13 8 1 1 2
CEX
(3.8) (53.8) (84.6) (88.7) (92.3) (100)

() : Cumulative percent
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lable 5 Susceptibility of Klebsiella spp. (26 strains) to R-3746, CCL and CEX

Inoculum size : 10° cells/m]
MIC (ug/ml)
Antibiotic
=0.05 0.10 0.20 039 0.78 3.13 86.25 12.5 25 50 100 100<
R-3746 1 2 10 3 1 3 2 2
(3.8) (11.5) (50.0) (61.5) (73.1) (84.6) (92.3) (100)

1 10 1 1 2 2
cet (3.8) 2.3 (80.8) (84.6) @3 ()

2 18 1 5
CEX 7.1 (16.9) (80.8) (100
() : Cumulative percent

Table 6 Susceptibility of Enterobacter spp. (29 strains) to R-3746, CCL and CEX
Inoculum size : 10° celis/ml
MIC (ug/ml)
Antibiotic

=0.05 0.10 0.20 0.39 0.78 3.13 6.25 12.5 2 50 100 100<

R-3746 1 7 1 2 1 3 2 3 4
(3.4) (27.6) (48.3) (55.2) (58.6) (69.0) (75.9) (86.2) (100)

1 4 3 5 16
cctL (3.4) 17.2) (4.5 4.8 100

1 4 6 18
CEX (3.4) (17.2) (37.9) ( 100)

&, R-3746435~ 6 ERFELA BN TV o7z,

S. marcescens 318k Tix, Table7 D & 312, R-
3746130.78~6.25ug/ml H3258%, 81% T H b, 100
pg/mil it 48K 13%IC T € droiz, CCL, CEX
1312.5 ug/mUATD b Didi £, 278, 87T%iEV:>Th
b 100xg/mliA EOTRMETH D, R-37460 FHSFEHR I
ENL TV,

P. mirabilis 19%kTi%, Table 8 D& 52, R-3746
& 1BRD25ug/ml% BRY>T0.39ug/mIATTH D, 17
¥R, 90%0%0.10ug/mlAT L ENL BN TH -7z,
CCL i3 168k, 84%%%1.56~3.13ug/mlC, 12.5xg/ml
PAFI290% T, 100ug/mUA EOMMERES 18K, 5%iC
BHoNTz, CEX 158k 79%1512.5ug/mlT, #h
BlFid%e <, R-374608 CCL, CEX X b 5~ 8 E3psi®
(N QRY AN

P. vulgaris 68k Ti%, Table 9D & 51z, R-3746i%
TRT6.25ug/mATT, %< 030.39ug/miTH -7z,
CCL, CEXW\¥h b T _T100ug/mALTHD, R-

() : Cumulative percent

37465313 2 S icEN Tz,

P. inconstans 1 ¥k £ M. morganii ® 1 % i3,
Table 100 X 5 12, R-3746i20.39% 12.52g/mlTHY,
CCL 11.56% 100ug/ml L £, CEX ®12.5pg/ml &
100g/ml A HAT 2 B & 5 Bf@N TV Tz,

Citrobacter spp. 2243, TablellDX3iz, R-
374613 1.56~100gg/mlA k(68L& AL b5, 6.25
pg/mILAT 55118%, 50%% G Twaiz, LipL, 100
ug/miA EDOFHERR S 58k, 23%ic3Bd Stz CCL,
CEX 34X T25~100ug/mA LT, 100xg/mbAEd
EFNTH OB, 41%, 13k 59% L %<, R-37460%
NTH3HD0Eho12,

P. aeruginosa 308k T3, Table12 & 5 i, R-
374613 50ug/mlD 1 Bk T T RT100pg/mAET
by, HEHBFLED Shitholz, CCL, CEX b
TRT100pg/mAET, R-3746:RZETH T

Acinetobacter spp.165kTi3, Tablel3DX 51,
R -374613.6.25~50ug/ml iz 126k, 75%25 % D, 6.25
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Table 7 Susceptibility of S.marcescens (31 strains) to R-3746, CCL and CEX
Inoculum size: 10° cells/ml
MIC (ug/ml)
Antibiotic
s0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 100<
2 11 6 6 1 1 4
R-3746 6.5 (1.9 (6.3 (80.6) (83.9) ®7.1  (100)
1 1 2 27
cet 3.2 6.5 (2.9 (100
1 3 27
EX
¢ 3.2) (12.9) (100)
() :Cumulative percent
Table 8 Susceptibility of P.mirabilis (19 strains) to R-3746, CCL and CEX
Inoculum size : 10° cells/ml
MIC (ug/ml)
Antibiotic
=0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 100<
7 10 1 1
R-3746 (36.8) (89.5) (94.7) (100)
7 9 1 1 1
L
cc (36.8) (84.2) (89.5) (94.7) (100)
15 2 1 1
CEX (78.9) (89.5) (94.7) (100)
() : Cumulative percent
Table 9 Susceptibility of P.vulgaris (6 strains) to R-3746, CCL and CEX
Inoculum size : 10° cells/ml
MIC (ug/ml)
Antibiotic
=0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 100<
1 3 1 1
R-3746
(16.7) (66.7) (83.3) (100)
ccL 6
(100)
CEX 6
(100)

() :Cumulative percent
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Table 10 Susceptibility of Linconsians and M.moigani Lo R-3746, CCL and CEX
Inoculum size : 10° cells/m]

MIC (ug/ml)
Antibiotic
£0.05 010 0.20 039 0.78 1.56 3.13 6.2 12.5 25 50 100 100<
*
1 1
R-3746 (50) (100)
1 l‘
cCCL (50) (100)
1 1*
CEX (50) (100)
# M.morgansi, ( ):Cumulative percent
Table 11  Susceptibility of Citrobacter spp. (22 strains) to R-3746, CCL and CEX
Inoculum size : 10° cells/m!
MIC (ug/ml)
Antibiotic
=0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 2% 50 100 100<
R-3746 1 5 5 1 2 2 1 5
4.5) (27.3) (50.0) (54.5) (63.6) (72.7) (77.3) (100)
5 2 6 9
L
ce (2.7 (1.8 (8.0 (00)
1 7 1 13
E
CEX 4.5 (6.4 ®0.9 (100
( ) :Cumulative percent
Table 12 Susceptibility of P.aeruginosa (30 strains) to R-3746, CCL and CEX
Inoculum size : 10° cells/ml
MIC (ug/ml)
Antibiotic
=0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 100<
R-3746 ! »
3.3) (100)
30
CCL
C (100)
CEX %
(100)

() : Cumulative percent
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Table 13 Susceptibility of Acinetobacter spp. (16 strains) to R-3746, CCL and CEX
Inoculum size : 10° cells/ml
MIC (ug/ml)
Antibiotic
s0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12,5 25 50 100 100<
3 2 6 1 4
R-3746 (18.8) (31.3) (68.8) (75.0) (100)
5 5 6
cel (31.3) (625  (100)
16
CEX (100)
() :Cumulative percent
Table 14 Susceptibility of Flavobacterium spp. (5 strains) to R-3746, CCL and CEX
Inoculum size : 10° cells/ml
MIC (ug/ml)
Antibiotic
<0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 100<
1 2 1 1
R-3746 (20) (60) (80) (100)
1 4
CCL (20) (100)
1 4
CEX (20) (100)
() : Cumulative percent
Table 15 Susceptibility of Aeromonas spp. (2 strains) to R-3746, CCL and CEX
Inoculum size : 10® cells/ml
MIC (ug/ml)
Antibiotic
=0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 100<
1 1
R-3746
(50) (100)
ccL ! 1
(50)  (100)
CEX 2
(100)

() : Cumulative percent
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ug/mids 38K, 199 & Jvaiedis LMD H i,
¥ 7o, 100ug/miA Eid 4 8%, 25%iCT & 2o,
CCL 1250~100ug/mUX Eiz L THHL, R-3746
&) 3L -TEY, CEX 3T _T100ug/miAL
o Tul,

Flavobacterium spp.5#%Ti%, TableldD & 3 iz,
R-37461% 4 B, 80%1212.5~50ug/mlT, 1#E»2100
ug/mPAETHo7:, CCL, CEX i312.5ug/mlD 1 £k
2 < £ 100ug/mAETH D, R-374625FNT 7,

Aeromonas spp.2#Ti%, Tablel5D Xk i, R-
3746130.39%1.56ug/mi T % », CCLD12.5£25
ug/ml, CEX D100ug/mictb~3 & JER IZERTL
7o

2. IR R-3763ME L X URRHR -37635E1HE

5 ZD0MERA BT = CS-8070D 100mg % Ak AR
gL EOMmKHHR-3763ME 2 Table 16[27R77T X
3z, 2B/ TIRAIRIDE»S, D 2RIz 12wL
1. 585 S, 1RIFERISGENT 3Bl 5B
EhskScky, 2RV IR, BOEN
72 b DTl 4 BRI, 33~1. T4ug/mIDBFHE & 72
D, 8EFH%S0.26~0.62ug/mODMETH o748,
1288101 4 BORHERBEL T CHA LT, 2h
50 5 ZDOFLHE R IR L - D2 Fig. 2 hOWHRT,
AR 4 BERSEIC 1. 4dug/mlD C— 7 fHE 2D, 6 BFR
#0.88ug/ml, 8 Ref#0.42ug/mlTH o1, EWN
LRREOTEHER A4 5 &, Table220 & % i Cmax
1.55ug/ml, Tmax3.265MT, T 1.7, AUC
7.54ug * hr/mlTH -7z,

Fig. 2 Mean serum levels of R-3763 after oral admin-
istration of 100 and 200mg of CS-807 after

meals
ug/et —e—200mg N=5
. --0--; 100mg

(MeantS.E)
HPLC assay

§

5

8

§ 20

5 }— -3,

n ; o

/ '~
{/ .~ 3
I” ~\\\\ }
A Tl .

o 1 2 3 4 5 6 7 8 9 10 1 12
Time (hour)

Amount of urinary excretion

2Dk BDRAR -3763ME S & UIRBHEMES 41
Dt Table 17TH 58, BYID 2 BRI BURDIEY 1z
BNFITRIMHBELUT TH o708, #0487
10~49ug/mIDMELHEM SN T8 D, D¥D 285U»
S 6 Rt = TOMIL50~218ug/mIT, 6~10664%
b 20~88ug/mIDMELIFHEL T, 10~1%85M%
TR 5~1Tug/ml WY LTce ThEHEEETHS L,
BYID 2FEMIE 0~8.5% L V2V b DD, 2~4, 4
~ 6 BEMI28.4~17.2% L LAY S £, 6~8EEM
3.7~9.8%T, 8~1085Miciz 2 L1.5~4.0% L H1
{2olz, TH6SHDYRHR-IT6IMESL L VR
PURDHENRE £ BIR U 72 D¢ Fig. 3 POBRT, 185
Mtk 3 COTPHIRMRPHEMREIX41.8% TH o7z,

Fig. 3 Mean urinary concentrations and mean cumu-
lative urinary excretion rates of R-3763 after
oral administration of 100 and 200mg of CS-

Jm0p Jo %

807 after meals
I I —e—;200mg N=5
(ug/ml) - )
777 eo--; 100mg L5
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2&, AL 5ADRERABTIZ CS-8070200ng
P REBCAIRS €7 £ EOMEF R -3763#E 1L Table
I8CRT & 51T, RREI0DRL 2L TRET
X3X5k, 2ERI»S 4 Reff%122.67~3.55
ug/mIDBBEE L 2D, 1285% $0.17~0.37ug/ml
DHEEENT VT, Ly, B OIMEFREOKS
F—iz100mgD & & & kWL Tz, ZhHDF
BEEERLIz008 Fig. 2 DEB T, 4 F6iC2.86
ug/miDE—7{EERD, 8EES0.95ug/ml, 12
% 0. 25ug/mlTH -7z, 100ngPIAREFD 2 (EDILHE
hBEEHE SN TH Y, BIMR dose response BH5
EVx Tz, %I TEBHENEBOESHEERSD L,
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Table22® & 5 &, Cmax3.02ug/ml, AUC15.81
ugehr/mlk 1000gD 2#5TH Y, Tmax 3.485M, T
1. 9B & 100meff & 1ZIZ—BL TWte,

IOk EDRHAR-3T6ME B & URPHRLE % 472
Db Tablel9TH %, BYID 2 FFfH» 54.3~154.5
pg/mBELE SN, 2~ 8 Bk % Ti242~380ug/
nDOEWE L 22D, 10-1285EE T b 18~35ug/mlD M
EndHol, FIT, RPFRERESD &, 0~ 2K
#230.2~10% T, 2~ 8EHitkDE 2 B¥MIE 5~18%
Thh, 10~128M%I31.2~2.1% V2 ko1,
s SROEYEEBR LD Fig. 3 FOEBRT,
BERIC & HBILRPMESBONTE D, ZRER
kM T3 200mePIBRE D 5 b3 8 BEEILIR TR < %2 D,
120 T3 46.4% TH o 12,

2L, FU 5 ADORERKAF T probenecid %
HAL T CS-807D100mg * REICHAR S & 72 & & DI
HHR-37638 % 3 Table20iZd & 52, PARE30
55 2RFETIEPICRETE 2 L 5w, 3~4
BEREIC1.64~2. 12ug/mID REHE & 7 - T 1285/%
$0.10~0.22ug/mIBBEFEL 2o Th S5 DFEYEE
probenecid Z#tR L ko7 & & EEEL TRRL 72
D Fig. 4 T, ABEHEICL1. TTug/mlOE—2 iz D,
1205R5:520. 156 g/mI T, PIAR 3 BFEILIRE THE & i
probenecid (—) Bk D @ FBESE SN,
7, FETENREEATHASB L, Table 220k >
i Tmax,T %5 133.46% [, 1.88Ff & probenecid %*
PREL TRV E & 2I12Z%L <, Cmax, AUC#%1.87
pg/ml, 9.91uge hr/mlk 20%5 & UF31% & 72 > TLo
726

Fig. 4 Mean serum levels of R-3763 after oral admi-
nistration of 100mg of CS-807 with or with-
out probenecid after meals

N=5
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CD & EDFRFR-3763ME 8 & URAPHEMH % A 7
DHt Table21TH 5, R R-3763ME 13 BAID 2 B
MITid 0 ~58ug/mITH 5708, MHBELITD b Dot
2HRTHol, 2~100EM% Tll~114xg/ml T,
10~ 128 T Y 7~18ug/mITH 572, RADHENM XK
A5k, 0~20M80~6%L D <, 1065M%
EFTOE2FFMIIRE2~15%TH D, 10~1265M»t
1~3%L il ok, TNODEHMH %
probenecid AL & o7z & EDE L Xttt L TRR
L7:D»t Fig.5 T, Rl probenecid A &
D 8BFHiE E TIHMBTL, #hLIEIZELTH 2 HHE
ER->THY, HEMOBIEHITD Sitz, RRRDHE
¥ probenecid iIZ L DEAS MCIETLTH D, 1288
Rl 5337.2% TH > 720

Fig. 5 Mean urinary concentrations and mean cumu-
lative urinary excretion rates of R-3763 after
oral administration of 100mg of CS-807 with
or without probenecid after meals
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FUNKEE—AR, BEAEENE, (NELES
TR CREBR S Nk 5B, SEXL1M), S8
XRGELD), Rk 18, WEEZK 26, BEBAL 3G,
BEBE 2 B, R L EMAEAHHR 1 BT 308z CS-
807% (A L7z,

Table23iZR U7 & 51, ERIL2280 5906 3 C
DEFIB, TF200T, S0RLLEHY L EBRELS
D ofz, EWEITAKAOkgH 5 T0kg T 57228, BRI
33kg L DRV BIb BTz, S LDERERDH -
12 DHBITBIT, ZDHL HBFOFER D 2 Vo 138G
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Table 22 Pharmacokinetic parameters of R-3763 after the oral administration of CS-807
Dose of CS-807 Cmax Tmax T AUC Urinary excretion rate
(Probenecid) (ug/ml) (hr) (hr) (ug-hr/ml) (% of dose)
200mg () 3.02+0.15 3.4+0.4 1.910.1 15.8110.81 46.411.6
100mg (-) 1.55+0.09 3.240.4 1.710.0 7.54+0.53 41.812.4
100mg (+) 1.87£0.10 3.410.2 1.840.1 9.9110.61 37.242.4

BREORE TE B3, LTI S. prneumoniae
t H. influenzae D 2HC T €3, [EXRTIE H
influenzae, S. aureus, B. catarrhalis, E. coli, S.
pneumoniae D 8 BIT, 1FIRFIBIORELTE T,
BT A. xylosoxidans HRHE S Tate, HEE, R
W& Tz H. influenzae & S. aureus HSRRRIIMRH X
NR0s2BITH 1, BEBLS X UBMETE S.
epidermidis D 1 BIER L E. coli 2k 3bDT, &
IEDREEIZ Campylobacter fetus TH -7z,

CS-807nERAR, FERIHARIZFPRIRIYE T 18]
200mg, 334 2 BIDHREHKERST, 2~298RIOHEMA
Thol, BHESEXLD1FITIR 18 1 EDKES
24EHE L7z, 7z, 261T1H3ERS 3 BREHT
bhiz,

ERSRIIHRD S P TREMLH, B4 L
100%6ZT, [EXRIBITIXERI4B), X746,
PREH2Y, E2HIT, BHMERI%TH o1,

EQIIEMTERR T, MRS e £ Db HE
Bl iEShiz v Lo S o1, TIEIRIEED
NI ERRES ClI B HRSRB D 1 HENRHE b SERE
KTETHETREL LTz, RbkR - WEEARD 3FITIRE
18, B2h281L100%E%T, HRBBRFESET
DEFEIIBI% TH o1z, DEWBREBRD IFTIX
%, AL ©0RHE 16T, BYEIIET%THY,
BEER D 3FITIX100%E%T, FREBPERATOR
BRII83%TH o1z, ¥z, C. fetus i & 2 EIIfEIL T
WMThot, Tibb, Ik COXEFTCOBYEIL
80%TH -7z,

ERERCERSRE A THD &, FHRBBYYETIZ
S. pneumoniae\= X 5 b DX T RTCEHER T, H.
influenzae, S. aureus \Z %5 b DIZHL BEHTH-
Teds, BOIZRREINCE L E -7 bDRERRELT
HRLTE7-b DB o7, B. catarrhalis \ZL % 6D
2P 1 BICETH o7, £, EEEHEDSL I

BREREOTE b1 Pl TR TEMTH o1, R

BEBAYETIX E. coli 12k 258D > b 4 FIHsBERT,
1B ER, S. epidermidis BIIZBEYTH o1z,
AT SEMERIBiIz EM 8KID 3 Rdihoreds, ED5H
D2FTEMTH o1

HEFRREAD L, BREDOHESLIITE]9
BTk, BEEKE, BEY 15, BERE L1, BER
K26, FEHI1BTHD, BEHEAFII%TH o7,
I % 32 R E T H. influenzae, FRE&BHE T E.
Jaecalis ~N\DOEZARS 1 FIF OB s iz,

BWERE LT, 2EBERLER, THILREEL 16
OB SN, HEFKIZ6.7%TH ol BRREMD
K%k #5 L, Table 240D & 512, MK TIFHERRY
52 HIIZEBS S h, MFELFHIBREICT GOT Lk
A18 3.7%) & GPT ER» 3% (11.1%) 238
sz,

m. # %=

FLLBR SN EOAL 7 7u A v REEYE
TH 5 CS-8071d, 7-ACA D 7 Lz{lI#4iC methoxy-
imino # & aminothiazole EDA 57, WbhW3E 3
Rt 7 = ARFEENHY T 288E % L2 R-3763D
AT MEEMTH Y, WARICE Y R-3763L %2 - Tifn
KRN Eh, BHERETELDTHB, R-37633H#
BLIZTTIIRETDRT LT3 T-2588iC ML 72
DTHN?, 77 LEME»S ST L BNEE T, &
B 7 N VSRR 2 RO RL O BRI
T1EBL, Ly biEaRErER»H5 b Ty
6 ”o

bhbhOBERMERE T % R-3746 (R-37630D
Naif) OHNEFE %A1 TIZ, S. aureus \Zi3 %<
53.13~6.25ug/mlIC, CCL® CEX L KEDRZWLY
DTH-7 LirL, ABPCX AMPCIZEHENRB %
$HoTW, Fie, BEIC1004g/mUL EOmT MRS
17%b B 6 iz 2 L i3, B&IUT D methicillin-ce-
phem-resistant S. aureus (MRSA) OB E &
bEsLMBEERD L3 bHNE\, E. faecalis
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Table 23 Clinical results of cases treated with CS-807
’ . Underlying Causative Dose of | Clinical | Bacteriological | ..
Case |Age|Sex |BW. Diagnosis disease organism CS-807 effect effect Side-ffect | Remarks
LNY.| 54 | F | 3 | Poeumonia Idiopathic Normal flora |0.2x2X8 | Excellent| Unknown -
cardiomyopathy
. H.influenzae . TE031
- 2% -
2KT. | 4 Pneumonia S pmamoniae 0.2x2X17 Good Eradicated 0.4X4 Poon)
YL | 4 Pneumonia - Normal flora [0.2X2X12| Good Unknown - TE031
0.6%3(Poor)
] Normal flora _
4.Y.N.| 31 | F | 69 | Pneumonia (A.calcoaceticus) 0.2x2x22 Good Unknown
5.TS.| 65 | F | 35 | Pneumonia - H.influenzae |0.2X2X14} Good Eradicated -
6.TK. | 73 | F | 44 | Acute bronchitis - S.pneumoniae 10.2X2X2 | Excellent| Eradicated -
7.MY.| 77 | F | 45 | Acute bronchitis Arteriosclerosis Normal flora }0.2X2X5 |Excellent| Unknown -
8.K.Y.| 52 | F | 60 | Acute bronchitis ASD Unknown |0.2X2X2 |Excellent| Unknown -
9.M.T.[ 48 | F | 44 | Acute bronchitis Polymyositis H.influenzae |0.2X2X6 |Excellent| Eradicated -
10.H.M.| 56 | F | 58 | Acute bronchitis - B.catarrhalis |0.2X2X7 Good Eradicated -
I1.T.H.| 60 | M | 47 | Acute bronchitis - Unknown }0.2Xx2X10| Good Unknown -
12.MH.| 62 | M | 67 | Acute bronchitis Anemia Unknown |0.2X2X13| Good Unknown -
13.FO. [ 90 | F | 4o | Acute bronchitis 1 Liver metastasis | b0 1o 2395 | Unknown| Unknown -
suspected of rectum cancer
Acute exacerbation | Pulm. fibrosis 0.2X3%3 Diarrhea
WYA | 78 M| 65| o chrbronchitis | due to RA Normal flora |4 5 pxjo| Cood | Unknown | poier
Acute exacerbation | Bronchiectasis . 0.2Xx2X20 _
15.MS.| 77| F | 40 of chr bronchitis RA (A .xylosoxidans) 0.1X2X 24 Good Unknown
Chronic Post-op. pleural
16.TF. |61 | M| 70 .. adhesion Normal flora |0.2X2X21| Good Unknown -
bronchitis .
Hypertension
Chronic Bronchiectasis . (General malaise
17Z.FW.| 751 F | 41 bronchitis Arteriosclerosis S.aureus 0.2x2X14| Good Eradicated Sieepi
Chronic DM . . . _ RU 28956
18.TS. | 48 | M | 59 bronchitis Pulm. tuberculosis H.influenzge [0.2X2X29| Fair Eradicated 0.45%7 (Poor)
19.TK. | 52 | m | eg | Chronic. - Saureus  |0.2x2x4 | Fair | Eradicated -
bronchitis
. Post-op. pleural .
2.TF. |60 | M| 73 bcrh;:lklx(i:tis adhesion Ecoli  |0.2x2x14| Poor |SuPerinfected|
Hypertension (H.influenzae)
Chronic Liver cirrhosis . _
21.SU. | S5 | F | 66 bronchitis Pulm. tuberculosis B.catarvhalis 10.2X2X14| Poor Unknown
22.HH.[ 22 | M | 61 | Acute tonsillitis - Normal flora |0.2Xx2X8 Good Unknown -
Hi
23.5T.| 30 | F | 50 | Acute pharyngitis - ;"ﬂ “ene0 10.2x3x3 | Excellent| Eradicated -
. aureus
KA | 37| F | 45 | Acute pharyngitis |SLE ”;"ﬁ':’;:” 0.2x2x8 | Good | Eradicated | -
Acute . ) _ |ecLomsx
25.MK |37 | F |4 pyelonephritis E.coli 0.1X2X10{ Good Eradicated (Unknown)
Acute . 0.1X2x4 R _
26.Y0. (31| F | 46 pyelonephritis E.coli 0.1X1X7 Excellent| Eradicated
Acute X . Superinfected _
27KY. [ 64 | F | 4 pyelonephritis CHF, old MI E.coli 0.1X2X10| Fair (E fuecalis)
28.S.1 F Acute cystitis CRF ™ E.coli 0.1X2X6 |Excellent| Eradicated -
Hypothyroidism
2981 F Acute cystitis - S.epidermidis 10.1X2X7 | Excellent| Diminished -
1) Acute cystitis . . . 1) E.coli Good | 1) Eradicated
.EL F . . isted -
30.E1 2) Sepsis Liver cirrhosis 2 Cfetis 0.1x2x3 Poor | 2)P ,
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OYEERICI S. aureus L FRREOHE 16D Shi:
3, ABHNZ100ug/mAETHY, E. faecalis iTxtl
TRV EELTBLANEIDD D, — /77
LEtECIX, P. mirabilis IR L TR R TE S
BH0, FDI0%550.10ug/mUAT THo7, DI
b, P. vulgaris, E. coli D80%LAL, Klebsiella spp.
D62%130. 78 g/mlLA T L ENIHIE 103D S iz,
& 512, S. marcescens D MICsp256.251g/ml T,
Enterobacter spp., Citrobacter spp., D50~55% &
Aeromonas spp. 36.25ug/mlAT &, CHhETOD
CCLR CEX R WiEhndBd shi, £72,
Acinetobacter spp., Flavobacterium spp. &\ 3oz
kRSB C b HAREOTEINED S, L
»L, P. aeruginosa \ZXL TI3FAE 55100 g/mlA b
¥, CCL, CEX t[RBRHENORD sz oTz,
Z o DEEEI: S ERFEHEER COBMEDEET L b L < —
BL T, £, bbb OBETT &2 H -/ HfEIC
w42 R-3746DTTE N A THD L, S. pyogenes, S.
pneumoniae, H. influenzae DAER53H30.05ug/mlik
T 60.20ug/mlTH Y, B. catarrhalis 3 XTO0.
T8ug/mUAT L BNIEIVEEIES N TS, 2o
DB FRERSRIEDRABEE LTIV HDIELD T
by, BRARERITHIEEZOND,
2&iZ, CS-807TOBY, Hrthic DLW TKEIL b
b cross over = CORHE% 45 &, CS-807100
R REICHIRL 72 & & DFMER R -37638F 3 4
FERIC] ddpug/mIDBREE L 2D, 200mgD & X I1X[E]
U< 4RI 2. 86ug/mIDBREESEONTEH Y,
815 H7s dose response 5FRD STz, TD E Z DI
HPREOFREFR I ZhEN1.7, 1. 9K & FEHL
ERRTD o2t 0Tz, FRRC, MIEFREDHERF
Hi® 2 DBROKEHER 2 &1, B2 Ok T—ED/ <
F—HBHENTD b RKE, T OB 12 ¥
TOHYRRRDHEMEIZ41.8% £ 46.4%TH D, &
SROMINC & 0 RPPEESEE S oL 1z, OF
i, MEPRE S L URPHRERIC &iZ 3 probenecid
D&% A7z £ 25, probenecid DHFFIC & b M
WEHS M ERL, RPPRMRIETL, Lorbdk
MISBEE 3 2 AHE 8> proshilz, DT LIiZR-3763
DHRMH RME COMDBESE L Tod VR B, —
12+ 7 = A %KX probenecid . EXZ 1} 5 LW
bh, T-2588015 b RIKZBESEONTVLSY,
%1, BEsHEEFCIRMEPRESE Y, FEEy
MRERL T, RepPRtIET T2
CS-8070 BNz RiZTRBOFEC OV TR, BR

WICPIIR S & 2 & iR IREH S @< 2 D, RSP
RtHINL TR D, ARESSH25E, ULALER
DL, NIVEFDHBNHDELSTWVEY, DI E
i EHEN, MBEEROZEL, W pH0EfL, A7
5 —EMOEL, Bk 2, O, KA
DR « B « DOIELE & v > - 72 DEEHBRR L
TwaEE2LNTVS,

ik & URHR-3763MEDORIEICIE HPLC &%
2 & AR E RV 208, Bioassay B:iC & o T HI3IZME
RO NTE Y, mEORAIEEMICIZRIFHE
MHsBH STV B, 7275, HPLC#ED AP EE
L5085, EEMNLIVWESITHS,

CS-807MDRFRIGF 13 PR 3R RRAE 2405, PRE&BRHYE
66, BIME 1B (BHF) 11To7:08, FBUIBHE
LEREDH 2 EMRBEET 2D TH o1, EREIX
TR BAYETIE H. influenzae, S. pneumoniae, S.
aureus, B. catarrhalis 'z ¥13% <, FREGRSLEIIAES
B35 E. coli THote, Ei2, BIMEIX C. fetus ik 3
YD THo7,

CS-8070 A%, #5ki3 1E100~200mg, 1H 2
EREES 2R L Uicss, FERSBRALE it 1 H400
mg, FREGRETIZ 1 H200mgD 5 TH -7, HEIMIE
PlBHROEHETH -2/, 1 H200mg LV BE
SChotz, FEHAEMIZ 2~4BMBZ o208, &
MTIZ448RE LS RIBERSIL H o7z,

BRRSIROBENRIIIGR, Rk - WEEA TI2100% T
HY, [EXRIZTI%THo1e TOREIZLDPP
BT bEAFEOHEEALLOTHD, Bt
RRIC X 2E LS o2 L Bbins, EEhHlot
IO ERR S ERIDIH D, CS-807TDBERIT b - L REF
ZYDTHBEEZOND, Tz, BHLTIZ100%,
BEBRIZOTU%DEYMETH 7245, BIERERL
{, FRARHETILEND - EBbis, 2kt
LTOBEHRIZ%BTH D, HENRIFLEETH-
feeEz oh 3, NERERO2EEHEE COBREIR
WEOR 2R RGER2%, PREGBAAESL, £fERT82% L
ZoTED, bhbhOEFE L {—BLTwiY,
REDEERIR T3 H. influenzae, B. catarrhalis, E.
ol iZEBbDITPREYMUTOLDHY, H. in-
Sfluenzae, E. faecalis ~\OEZRHIH SN, 2EES
BHETH S L, P. aeruginosa DEHERHIIERICEL,
DWW E. faecalis, S. marcescens, E. cloacae 5L,
CS-807DHiE N % L RBRL T3 L Bbin 3,

BWERE LT, 2ficeBERRR LS, TH & 3
BB LNTDS, WTFNRLEBL LD TR, Bt
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EDELICHELT, 2EMHTHSNIBERELT
TR, BELRLEL, DOTHERES (, BB
PEFICHSNT VD, RS IRSE, BE5EAME I
ESICBIRZ VWL D TH B, ERFRMEMERN L L T2,
GOT, GPT{HLE, fFHMMSA SIS, 2E
Hicb IhonNBl ashTwa, WL Th, k
B REFLERRIR 98 S h, BWER bR, HAR
&L Bbhs,
X [y

1) HBBEARCEMELERE FEI VRS YL

CS-807, %M, 1987

2) W&, MEX WoSEE GANZ, Ry
Z @ T-258800 XK, HIPRATMEL. Chemotherapy
34 (S-2):483-495, 1986

3) WLBAS, WMEX, WOEH, (“REZ  Cefixime
(CFIX) O %889, H5KKI MBS, Chemotherapy
33 (S-6) :418-430, 1985

4) BBEHELEMEFZERE FXKS U HY Y,
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LABORATORY AND CLINICAL STUDIES ON CS-807

YOSHIRO SAWAE, YUKIO KUMAGAI, TOSHIYUKI ISHIMARU,
Koji TakaG! and YosHIYUKI NIHO
First Department of Internal Medicine, Faculty of Medicine, and School of
Health Sciences, Kyushu University, Fukuoka
MasaHIDE TAKIl, HIDENOBU SHIGEOKA and KENSUKE KUWAHARA
Second Department of Internal Medicine, School of Medicine, Fukuoka University, Fukuoka
Masaru MIYAKE and Y AsusHI NAITo
Department of Internal Medicine, Kyushu Koseinenkin Hospital, Kitakyushu

We performed laboratory and clinical studies on CS-807, a new cephalosporin antibiotic and an ester-
derivative of R-3763, with the following results.

1) Antimicrobial activity

MICs of R-3746 (sodium derivative of R-3763) against various clinical isolates were determined with an
inoculum size of 10¢ cells/ml. Percentages of strains susceptible to 12.52g/ml or less were 80% for S. aureus,
19% for E. faecalis, 96% for E. coli, 92% for Klebsiella spp., 59% for Enterobacter spp., 95% for P. mirabilis,
100% for P. vulgaris, 55% for Citrobacter spp., 31% for Acinetobacter spp., 20% for Flavobacterium spp., and
0% for P. aeruginosa. These antimicrobial activities were higher than those of CCL and CEX against
Gram-negative bacilli.

2) Serum concentration and urinary excretion

Serum concentrations of R-3763 were measured by HPLC in five healthy adults, given 100mg and 200mg
of CS-807 orally after meals. The mean peak serum concentration was 1.44 and 2.86xg/ml, respectively.
Probenecid elevated the serum level of R-3763 and decreased the cumulative urinary excretion rate.

3) Clinical efficacy

Five patients with pneumonia, 15 with bronchitis, 3 with tonsillitis and pharyngitis, 3 with pyelonephritis,
2 with cystitis and 1 with cystitis and bacteremia were treated with CS-807 at a daily dose of 200 or 400mg
for 2-44 days.

Clinical response was excellent in 9, good in 15, fair in 3, poor in 3 and unknown in 1 patient. Its efficacy
rate was 83% in respiratory and urinary infections, and 80% overall. General malaise and sleepiness, and
diarrhea and fever were observed in two patients. GOT, GPT elevation and eosinophilia were seen in one,

three and two patients, respectively.



