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ERBHERIC 1) 3 CS-8070D EREH « ERFRIIMA

WTTREE « RECA - SREY « MELZ
REFIIEMKY EMAR (XF MBEL %)

FLRaN 7 2 LROEOTERTH S CS-8071B3 2 MR - BREKATRN 21TV,
UTFoR%E187,

HEaoMat e LT, CS-807 200mghE I EHYSHHC 1517 2 MiMh, MEMEMAE & URLHD
R-3763MEEHE L 12,

R-3763DMmM A Iz, K549 2 REAA305 T0.07~0.19xg/ml, 4 BEMT1.85ug/ml, #9
6 BEFIT0.58~0.84ug/ml%E R LTz,

MERAEAPIMEE I, Br5HK) 2 RERI300 £ TR FE AT & FEELREE 4R T izl
ERRUT THo7-08, IR0 LTI T R TOMERRIC 51> T0.18~0.80ug/ E DMEHT
EoLY (B

FHPMER, K562 TRERETEETH 57208, K54 4 B5HT0.052g/ml, 0.
12ug/ml, 6FRHHTO0.10xg/ml, 0.13ug/mIDWMEHED Stz

BRBICrs 23Tk, TERNRRYMEL2ZR, FE{TRBL 66, BRARBIVE 35, siteR
RERFE 5 B, FT26BDERAFMERBRYES & URMBHYE 1 5, R 27 FHIRE £1T-o72
£Z3, Bxh2Bl, BRN208, X5 HIT, BREII8L.5%TH o7,

MIEPHBERIE, 418kh, K34k, R 2Bk, TEAS KT, BEIIZM.4% %R LT,

FEWe S 21T - 1o 2B BB 2 EWER & & T BRREERE ORI S o1z,

Chemical structure

CS80TRERETHMRENLF LVWEOMAI AT LR Fig. 1
7 1 ARBERTH B, a) €S-807

ARREOREC L 0 /M B0 s RIS 1L, IBEDHE Hy
BRENIAT 57— YL DT AP IMANEERY T COOMHOCO0CH (CH»
R-3763L 2 D FiHIEH 2 RET 51 (Fig. 1), HN- g 0\—-N

R-3763i1x 7 5 LBUE» S 7 7 LrBHUHCEZ E T Y "
LEREZFEARI VI HL, BICE , K. N lcl—conu—A}\S

CH:20CH31

coli,

pneumoniae, P. mirvabilis D7 7 LARMEE WXL Tid NOCH» H H
EnLBENERT, Lo bREROROMAE 7 = 2% 7

BH TR BHDIEY Indole (+) Proteus, Enter-

obacter, Serratia XL THHENRBL T, & H:N

C 2/ 3
i, ARz EMMAE KD S-lactamase XL T H 18 Y " HocH
BDTRETH 5, CS-807TDENBIE X LEHNRIFTH C—CONH

b) R-3763(Active metabolite of CS-807)
COOH

D, E MCAH100ng & REAECO KRS L 72BRO R-37630 NOCH;
BB P2, $5%K3FMTL. Tug/m%ERL,
Uizt 2 MO M FHMTHD T 5. CS-80742, S, RLGEMARERIC B 5 CS-8070 K

BE5%R128500 & TIz#I50% 03 R-3763 & L TRz et BEts o CIKBREREOFE 2T OB 2/LOT
dhay, HET 5,
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I. BB iTIEDmE IFO & 3848 MEM & 5 Bioassay Eic & D157z,
1. / & 2,/ R

(1) il & UCHRERAINE

R -3746D MR- B & UM B ORI MR
HNT2EMT, HMTFELMRREITES XYL CS-807
251,

$e5 A 2B EFI200mg DR O RER S L LT,

W FE RIS IR FE MR R BRI T 2 L [RIRRC
FKAERIRIN % IR 12, MUEERIESMI AL 5 T
% 2650203025 6 BEHII5A £ TTH 5,

SRR 7 I3 T SR RO R0 00 LTS 21TV >, T
It 2 & T— 30CIc TSR L 720

R L0, JH, 7ENW TEAHSFR 75
BB & UTFEEIROSEMI, FIueEBEiker
WTHERL, M FRRERIECHN2 2 T-30C
W THRERE L T2

(2) IMiE & CRLHDRE

R -3763DIMEFRE S & URLHFNDBIT 2R
3 ENT, BAMACKL CS-8070200mg i[5 5 %
T-o7%

MBS & UL EFIR 5% 1, 2, 4, 6 BF
M L7z,

AL 7o MRS E 5 i MiE S RE 21TV, —30CIZT
BRI I LT,

FHIC DL T HRERIGELIHEITY, £OLEE2 -
3CCI THESRFERMERIEICH L 12,

(3) BEHIE

Mg, HEEERN, LB 3 R-3763 MR
E X = HERSHEERMARAIC T M. morganii

(1) [l & UPEERAEMAPIIMBE

CS-807 200mgE B E S8 B 13 5 Ml &
UHEBRAEMA D R -3763/F % Table 11ZRL, %7
FKAEMARIIN - E 3 & U7 E Rk Oy
B % Fig. 21, HEREMPIREOERHB % Fig.

3ITRLT,

FAEMMRINM DI 3317 5 R-3763MBEIE, 564402
B304 T0.07~0.19ug/ml %R L, LA%Iz#HEL,

4 BEMIT1.85ug/mIOBBIEE R L Teo & DRIZHH
L, #96BHHT0.58~0.84ug/mlk -7z,

FERIRM & P RE L, 5% 2 BRI305 0.
06~0.90ug/mlERL, LAG#INEL 4 BRIT2.08ug/
mlDBFBHER L2, EOBRIZHBRL, 6 BRIT0.
58~0.96ug/mlE 72 D, KIMARILIEFRE - FiED
RERHOMERRB 2R LT,

HBAMNBE 5% 2 B30 % Tk, FEK
HharE, FEEESD 2 BELUAND T TOEBKICBWT
FIERALUT ChHolze IR LUBETIRTRTO
HEBCBOTRETETH D, 4E5HT0.44~0.80
ug/8, ¥I6BEET0.20~0.42ug/ EDMERTLIZ,

(2) MiEs & CHHPRE

BAMAICE T 2 EFRER, FRRSH#], 2,
4, 6B¥RIT % h 7 40.83+0.56ug/ml (Meant
SD), 2.27+0.46xg/ml, 2.08+0.16ug/ml, 1.1
4 +0.35¢g/ml%RL7: (Table 2),

AHPRER, f56%2RHE TRETORKIIEY
TRETRETH o8, 56 4 Rl T0.051g/ml

Table 1 Serum and tissue concentration of R-3763 after single oral administration of 200 mg

ug/g or ml

No. | Age v?e(::}):t Time Per‘i,;:}ix:ral Li::t‘::; Oviduct Ovary |Endometrium | Myometrium | Cervix v::':::is

1 70 47 2°20 0.19 0.18 - - N.D. 0.06 N.D. 0.08

2 45 54 2°30 0.07 0.06 N.D. N.D. N.D. N.D. N.D. N.D.

3 72 51 3°30 0.87 0.90 - - 0.56 0.50 0.42 0.56

4 42 57 3°30 0.91 0.95 - - 0.18 0.18 0.28 0.22

5 42 38 4700 1.85 2.08 0.63 0.77 0.44 0.62 0.69 0.80

6 43 52 5'50 0.84 0.96 0.32 0.26 0.21 0.24 0.42 0.39

7 49 61 6°15 0.58 0.58 0.21 0.24 0.20 0.23 0.30 0.36

N.D. : not detected
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Fig. 2 Serum concentration of R-3763 after single oral administration of CS-807 200 mg
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0.12ug/ml, 6 B¥RIT0.10xg/ml, 0.13ug/mloD WA
p3FF 2BV TED SNz,
II. B8 &K #®% &

1. B5nig

IBM614E 2 B & BBRI614E 118 ORI AR L= AL
K BRBERARLS & UFBbERBLIC 51 3 BED
35, BRORRIEEET 221 TH 5,

REFEOWRIE, FENBER1IG), F=mpsE 14,
TEMERIRR 6 6, EASMIRK 2 5, REWTIHETARES 1 51,
PNV CBREBE 4 BB X UREEREEE 16, Er26flo
ERARMERBYGE, & & I FRESBRYE 1 5ICH %,
RBERRB I ENEE YA T AR 3B T
3,

2, BE5H

CS-8071[@100~200mg* 1 H 2~ 3[E], 4~12HR
BEL1, 8587 s N CREHMOZES, BEYR
25 IRBOBERFMEL TfTo7. 1 HRS5ED
MR, 200mg138Y, 400mgl2fl, 600mg 2 HITH D 1

FEFH 70 DRE S B I131400mg138Y, 1600mg 1 5,
1800mg 1 47, 2000mg 3 #), 2800mg 5 B, ¥ & 1F3000mg,
3600mg, 4000mg, 7200mg# 1B TH o7z, & BAFIK
S tho HTEMERIO SRR S31T > Tk,

3. RMRYEEH

SHREYIE AT ORHIC L VT T,

5 TEEMEBEERLS 3 BUAICEL {kEL, &
BICESTHBE,

6% | TEEMEERL 3 BN ICSREOERERL,
ZFDBIGHICE > 185,

% | TEEMEERY 3 BRBRAL ThvH@Eay
VIEE,

286, FM, VHHEONRHULE %0 L1581,
L 3T, TRUEREHEL 2,

4. BRERRGH

Table 3 KAFUEESERIDES, 4EH, BB L
UHBRSE, 1 A%S5E, RE0H, K58, S8,
MHBEFARIR, BARRR > IEWEROBEEL R L,
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Fig. 3 Tissue Concentration of R-3763 after single oral administration of CS-807 200 mg
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Table 2 Concentration of R-3763 in serum and mother's milk after
single oral administration of CS-807 200 mg
Serum Milk
1 2’ 4 6 1 2’ 4’ 6
1 0.35 1.42 1.90 0.79 N.D. N.D. 0.12 0.13
2 0.70 2.12 2.11 1.12 N.D. N.D. 0.05 0.10
3 1.45 2.79 2.22 1.50 N.D. N.D. N.D. N.D.
Mean 0.83 2.27 2.08 1.14
+SD 0.56 0.46 0.16 0.35

¥7: Table 4 K BEFILRBHACMEL, TheE
hOBRERRL,

Table 4 1ZRT Z &  ERARMEBERIE 265 1C A
HBER1Tol L 25, FENBREEIR TR FER
BB 1 5% < 2FSARIAE, TEIRBR6HITIZ
APHERLLETH Y, BBRARHRE 3 FITIREPIE
btz HHEERREYE 5 BTk L b Y BRIRE 1
BlEk< 2BERTH 512, ThebbERARHEE
REHT B ARIOEZEIT84.6% TH o7z,

RS IR D 1 BIDA TH o208, FHIDIG
RIS Ch -7,

Lk, ERARMERRELN, B & VREBRIE
1 B2 TR D B E i U AFIR 5 2T o 1R, &
e, BEh208, EEISHTHD, SENLEYEK
1281.5% %R L1z,

5. MIEEHBNR

Table 5 i AFIDOMEZHBIR E TR LTz,

RREAE 5 B %5 < 2260 5 2088 R4 1BRHSIR I &
iz,

SEREOWRIZ, TFRERETIZS S LRHES 6 Bl
158, 77 LBatEdss 5 128k, BREQMFATIES S
LR 5 BERE 8 B, BRMEEELS 3EME S BRT, HENS
1EE 1B ThH-o 7,

FRIOEMKRER, FEMS T LREE TIZ92.9%,
77 L RNETIZ90.0%TH Y, RIS T LBME
BLUBHETCIIVLTIhH100%TH o7,

Thbb, 416kth, HK3Mk FHE 28K TS K
THY, FHDLERLMEFRRIRIZM4.4%% R L
oo BBEERED 2¥KI3, S. aureus, E. cloacae & 11k
Thotz,

6. BlWER: & N EERMREIERE

BfERIC DL TR L THRERITY, i, FHIR

S imi—e, BHREEDS X URTSREORE » Eh/iL,
IRRREEREORFDER Y bEh ¥ TR L7

Table 6 IZFKIKSRTHDOBHRREMOER %L
72

FEIE %17 - 128 BB BIERZ & i
FRREEREORRITD St h o7z,

., * x®

I, ERARKERIC BT 2 HMEREIEDISRICEEL
TRIESHE A b5 4, RSN, BORMEE
T % f-lactam RHEH], ¥t 7 2 LRTEFIHE
—BIRFl L SN2 WS, 9L L—ATIR B
-lactam F|OEFSE, FERAROMINCHEY, MEHE
2 & B RBBIELSEA IR 2R L TV E I L bEET
Eéo 6),7),8)

B-lactam RIEFIIXT 2T EEBBRFOE S
b DIt B-lactamase IZ L BKIFETH B8, FBERIC
BHELEFIDOBFE, b2V d f-lactamase DEERIEN
EPELT 2 EH 2EAL, WMHEHC LR RBEs
30 2 DO0HESEASNT WA,

MUEENRE LT EHFCELTIRETS
-lactamase X3 2 KEH DM LHSE S iz, Wb
ZE MR 7 2 25, DL THEBEH N THHEN
275, VbR E=Re 7 = sFHBAR SN,
S5 IRE=MR+t 7 = LKL B-lactamase FHEA| &
PREE LR DBIET 5 ICE -T2,

—A, &OAIZ 8\ Tid Cephalexin (CEX) izt L
THANBREDONRE H 2 L IE N OMbds 2 S i3
BT T DRSNS, B-lactamase I3
AEEMDE IR SN T olz,

RO BE Y 2P0 ES L, ETBHED~=Y
Y &z B-lactamase FEEH|Z{THOL 7236409, Duv»
T B-lactamase ICHBIIEE L FRLFHRE SN, &
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Table 3 Clinical results of CS-807 treatment
Age | BW. . . Daily | Duration | Total dose Bacteriological | Clinical | Side
Case | Name | (1) | (ke) Diagnosis dose(mg) | () | (@) feolates effect | evaluation | effect
Corynebacterium sp.
P.anaerobius .
1 RY. 18 46 | Endometritis 100 mg X2 7 1.4 Eradicated Good (=)
P.magnus
Anaerobic GPR
S.aureus )
2 |MH. | 34 48 | Endometritis 100 mg X 2 7 1.4 . » Eradicated | Good (=)
S.epidermidis
E.coli
S.
3 | NH. | 20 | 52 |Endometritis 100mgx2| 7 | 1.4 |2 Eradicated | Good | (-)
B, fragilis
P.magnus
S.epidermidis
4 KS. 33 52 | Endometritis 100 mg X2 7 1.4 Eradicated | Good (-)
Streptococcus sp.
5 MY 27 50 | Endometritis 100 mg X2 7 1.4 S.epidermidis Eradicated Good (=)
6 NY. 34 50 | Endometritis 100 mg X2 7 1.4 Peptostreptococcus sp. | Eradicated Good (=)
7 | HK. | 35 52 | Endometritis 100 mgx2 7 1.4 E.coli Replaced Good (=)
8 | MF. | 19 49 | Endometritis 100 mg %X 2 7 1.4 S.agalactiae Replaced Good (-)
9 N.N. 19 48 | Endometritis 100 mg X2 7 1.4 Streptococcus sp. Replaced Good (-)
10 | KK. | 33 48 | Endometritis 200 mg X2 7 2.8 | E.coli Eradicated | Excellent | ()
.. E.coli
11 |MM.| 33 | 66 | Endometritis 200 mg X2 7 2.8 ) Unknown | Good | (=)
E. faecalis
P t! E.coli
12 | FK. | s5 | 36 | O 00mgx2| 5 | 20 |57 Unknown | Poor | (=)
Cervical cancer B.fragilis
13 K.E. 29 49 | Adnexitis 200 mg X2 4 1.6 N.T. Unknown Poor (=)
14 | YY. | 23 Adnexitis 200 mg X2 7 2.8 (=) Unknown | Good [ (-)
P.asaccharolyticus
15 | MK. | 25 Adnexitis 200mgx3| 5 | 3.0 o Eradicated | Good | (-)
Streptococcus sp.
16 | M.N. | 42 | 48 | Adnexitis 200 mg X 2 9 3.6 (=) Unknown | Good | ()
17 | FS. | 26 45 | Adnexitis 200mgx2| 10 4.0 (=) Unknown Poor (=)
18 | KE. | 51 61 | Adnexitis 200mgXx3| 12 7.2 (=) Unknown | Excellent | (-)
Pelvic peritonitis A.xylosoxidans
19 | KN. | 37 45 . P 100 mg X 2 7 1.4 i . Eradicated | Good | (-)
Uterine myoma E. faecalis
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Table 3(2) Clinical results of CS-807 treatment

Age | B.W. Diagnosis Daily Duration | Total dose Isolate Bacteriological | Clinical | Side

Case | Name (yrs) | (kg) g dose (mg) | (days) (g) effect evaluation | effect

20 | AN. | 52 49 | Pelvic peritonitis 100 mg X2 7 1.4 K. pneumoniae Eradicated Good (=)
E.coli

Vaginal stump abscess . . .
21 | MF. | 43 49 K 200 mg X2 5 1.8 B.fragilis Eradicated Good (=)
Cervical cancer
P.magnus

E.coli
2 | sw.| 25 | 52 |Bartholin's abscess | 100mgx2| 7 W Eradicated | Good | ()
E.faecalis

Bartholin's abscess )
23 | KK | #4 48 . 100 mgx2 7 1.4 C.glabrata Eradicated Poor (=)
Uterine myoma

E.coli

24 | SO. | 52 58 | Bartholin's abscess 200 mg X2 5 2.0 | P.magnus Eradicated | Good (=)
Megasphaera sp.

25 | ES. 28 50 | Bartholin's abscess 200 mg X 2 7 2.8 S.aureus Unchanged Good (=)

Vaginal wall abscess .
26 | NH. | 35 52 200 mgx2 5 2.0 E.aerofaciens Eradicated Good (=)
Ovary abscess

Cystitis E.cloacae
27 | HK. | 64 47 . 200 mgx2 7 2.8 . Decreased Poor (=)
Cervical cancer P.aeruginosa

GPR : gram positive rods
NT : not tested

Table 4 Clinical effect of CS-807 treatment

No. of Clinical effect
. . .0 )
Type of Infection Diagnosis Efficacy rate (%)
cases
Excellent Good Poor
Endometritis 11 1 10
Intrauterine inf. Pyometra ! !
sub-total 12 1 10 1 11/12 (91.7)
Internal
genital Adnexitis Adnexitis 6 1 3 2 4/6 (66.7)
inf.
Pelvic peritonitis 2 2
Pelvic inf. Vaginal stump abscess 1
sub-total 3 3 3/3 (100)
Bartholins' abscess 4 3 1
Vaginal
External genital inf. aginal wall abscess !
sub-total 5 4 4/5 (80.0)
Urinary tract inf. Cystitis 1 1
Total 27 2 20 5 22/27 (81.5)
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Table 5 Bacteriological response to CS-807
No. of strains Eradicated Persisted Eradication rate (%)
G (+) [Saurens 3 2 1
S.epidermidis 3 3 0
S.agalactiae 1 1 0
E.faecalis 4 3(1) 0
Streptococcus sp. 3 3 0
| Corynebacterium sp. 1 1 0
é sub total 15 13(1) 1 13/14(92.9)
< r
G (=) | Ecoli 8 6(2) 0
K. pneumoniae 1 1 0
E.cloacae 1 0 1
P.aeruginosa 1 1 0
| A.xylosoxidans 1 1 0
sub total 12 9(2) 1 9/10(90.0)
G (+) —P.magnus 4 4 0
P.anaerobius 1 1 0
P.asaccharolyticus 1 1 0
Peptostreptoccus sp. 1 1 0
" LGPR 1 1 0
2
§ sub total 8 8 0 8/8(100)
< -
G (=) | Bfragilis 3 2(1) 0
E.aerofaciens 1 1 0
| Megasphaera sp. 1 1 0
sub total 5 4(1) 0 4/4(100)
Total 40 34(4) 2 34/36(94.4)
C.glabrata 1 (1

() :Unknown
GPR : gram positive rods
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LITETREL (TENDE Lo Eh, Lrd
g-lactamase i & & % Cefixime (CFIX), T
2588 (cefteram pivoxil) 'VE®D, bW 3 H={H{EE
Oft7 = bFHR AN CE T,

HL BRI NI CS-807i, Vh¥ 2 E=HUED
e 7z ,KTHY, NEEY%2RT R-3763D Pro-
drug TH%,

AFIOERE & TR - ARKRIRIC 1) 2 Bz 38
A AR CEREESRESFRY Y RY T AN BT
gEEINI,
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CS-807 IN THE FIELD OF OBSTETRICS AND GYNECOLOGY

TAKAO YAMAMOTO, JINSUKE YASUDA, MAsaAKl KaNAo, HIrRoj1 OKADA
Department of Obstetrics and Gynecology, (Director : Prof Hiroji Okada),
Kyoto Prefectural University of Medicine, Kyoto

Basic and clinical studies on CS-807, a newly developed oral cephem, were performed and the following
results obtained.

CS-807 was administered orally at a dose of 200 mg and the concentration of R-3763 was determined in
serum, genital tissues, and milk.

The peripheral serum concentration of R-3763 was 0.07-0.19xg/ml about 2 '/, h after administration, 1.
85ug/ml after 4 h, and 0.58-0.84.g/ml after c. 6 h.

Concentration in the genital tissues was not detected except for the uterine myometrium and portio
vaginalis about 2!/, h after administration. After 3'/, h, however, concentration in all tissues was 0.18-0.
80ug/g.

R-3763 was not detected in milk until 2 h after administration ; but its concentration was 0.05zg/ml/0.
12ug/ml 4 h after administration and 0.10xg/ml,/0.13ug/ml after 6 h.

In a clinical trial, CS-807 was administered to 26 patients with obstetric and gynecological infections (12
with intrauterine infections, 6 with adnexitis, 3 with intrapelvic infections, 5 with external genital infections)
and 1 patient with urinary tract infection. Clinical results were evaluated as excellent in 2 patients, good in
20 and poor in 5, with an efficacy rate of 81.5%.

In a bacteriological study, 41 strains were isolated from 20 patients. Thirty-four out of 41 organisms were
eradicated, the eradication rate being 94.4 %.

No side-effects were observed in any of the cases treated with CS-807.



