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Of+ 7 70 AR Y L CS-80712 DV > T EBSHEREMRIT £ 1TV >, ROKRREB2,

1) HilEH  ARUER» S OMEL 72 S. aureus 108k, E. coli 208k, K. pneumoniae 2066\ 54
L R-3763D#HiE 1 2R ~120 S. aureus iZxtd 3 MIC ¥ — 2 {#i26.3ug/ml THo7:13, E.
coli iU TI30.8ug/ml, K. pneumoniae iZxtL Tix0.2ug/ml TENI BN ERLT,

2) REHPEEAT | ERERG 7 i A 200mg & REFE OIS UABH #AT % MM & 3tic liE
L7 2Th60 S IEHEBITEZED N 5 BIOBEH T MEDFHED Cmax i33.41ug/ml,
Tmax i3 S TRIFLBITERLILS, 20IBHIBITE2 R kb oz, FRFCHTESN:
7 Bl i REDOFHHED Cmax id 2.854g/ml, Tmax i 6B TH o7,

3) ESERMEFARAE | B X USEHEBRBEYE280ICIR S L, £ DEKRSIR LRtk Yz
WTRETL 72,
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aureus 1k, E. coli 208k, K. pneumoniae 2082
T, R-3763 (CS-807TMRET R 7 Mik) DHEA%



voL. 36 S—1

CHEMOTHERAPY

665

Fig. 1 Chemical structure
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2) BBHPBAT | EREREOBIEET—F 2—7F
VvH—IRETER 6 B & AFPRIESERE PTBD Hef T8 1 61
RBOTAFIOIEH FRATEHIE L 72, AIEORIERHA
REBHHBOHBRIRE T 2K 2 BB & L, FH#(
200mg ¥ BEEOKS UNBH BT 2 MPRE & i
PELT, BERIZIR 7 25—\ % NERESEYE -
L1z HPLC % TC4To 72,

MmFOME, ME% LED1/15M Y >~ BEBK
(pPH6.4) THERE, RIULUED6% MY 7 oL Elg/
A8 =G, EEL T EERER L Ui, BHO

Fig. 2 Susceptibility of S.aureus (10 strains) MIC 2000
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SLER G Mk = R IT VB L L, BIEHIZ ALC/
GPCH#i & 7 u = [ (Water #)# & U u4—Bon-
dapack C-18 7 7 4 # F\vy, B®HHIZ0.1IM(NH,),
SO,/CH,CN (90/10), #i:& 1lml/min, B H iz UV
254nm TH 3, 28, WHERZ0.1ug/ml TH 3,

3) ERERMEFARLAK | STRER)I2 130> 588 ()
51.4®) £ TOBM226), LK 6FID28FITHD, &
BOPIRI BRI L0F, 5 - 45 61, Hhstk 3 45,
BRRG 3 51, ATCERN 361, AUREAL 34, FLARA 14
Thots, &5HkiIZ 1[E100mg, 1H 2EARKES
H321, 1[E200mg, 1 H 2@ 65, Repmlss1
FThh, KEEHIIR/E 3 B &L W REI4E (F
5H0%8.18) ThHh, wik5#i130.8g £ h4.0g (¥
YR58 1.87g) Thotz,

ERREIRDEIE IHZOHIERHIC L o7, TRDD,
ER L I3FFUES 3 B TEEERD 2/3 A Eosidk 7
BHEL D, BRIE IS 5 B TEEERDE¥S
BHEHRERRELL- LD, POERERIRETETE
BERROBEHHER E 713 BE L - b DL L, EE
127 HLERS L THEROHEL 2V HD, DB
fEROSEELIbDE LT,

1. #& 2

1) i8S S. aureus \Z39 5 R-3763DHE 1
CCLLIZRRIZECCFIX D 28BN T T,
CTM ZR-3763& DEIZ 2 EIZ BN FiEMERL
fed3, AMPCIE5FIDF TR FOREHERLI:
(Fig.2 ), E. coli izxtd % R-37630#1&E /712 CCL &
h 2~3%®Eh, CCLIC3ED %12.5ug/ml Ll Lo
W B D e br o7z, CFIX & I2 R RS/ 5 —

Fig. 3 Susceptibility of E.coli (20 strains) MIC 2000
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vERRLT:L, P CFIX &9 1 EE->Twe,
CTM & 12.5ug/ml LA EOfttEsk & B3, R-3763
TOEI 2FIZCENT e AMPCIZ5HIDHTI
BLFORE I ER LI (Fig.3). K.pneumoniae i
¥4 3 R-37630HE 12 CCL & b 2 H{&h, CCL
W3 5100ug/ml B LD MELRE B L hol
CFIX DH#/11ZR-3763L » 2~ 3 BENTHD, &
BEMMERE & b s v o 72 CTM X R 85 —
v %R LTets, CCLE#HR100ug/ml LA EDTMEMRH S
rotz, AMPC i3 5FIDuh Tizl b B -HEH %R
Lt (Fig.4),

2) REMPIBAT ; 4580 & 80MRIC 7 5 1962, 3
DOBHSF, it 2 FliciBHBITREL I Th I, E
53 1EEERETT—F 2 — 7HBAR, ER 6 1M

Fig. 4 Susceptibility of K.pneumoniae (20 strains) MIC 2000
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®EET PTBD BTHITH 548, HOEMIzT~TH
IR RRENRT—F 2 — 7WAFITH o7 (Tablel,
2) . Table 3 i3 Z & DEFIOMER O MBRERLR
»5,

EF 1 TR, B RIEER&EE (Figsl) @By
AR TR Y ) L E 81, Tmg/d] L PR
{HT®H - e OMUDMBAE FRE TIIERIETH >z,
MR TS5k 2 BN TR S his®, 4RI -
7{l3.72ug/ml B Sz, BBHDTH 2 BT8R
Haihs, 6BMTY —27{#2.90ug/ml Liz) L%k
WL T EREBITTH 72,

62 : 768, B, 49kg, KRBEREE BH®
BT T GPT 50U/ ERRBWBETH 10
OB CFARNE TR ERETH >/, MEFTRES
% 3B TRE A N, 8T Y — 7 {#3.36ug/
ml o & L7z, BBHTIX 4 B TR & hihs,
8 BT — 7 {#6.86g/ml & 72 D LIGH#BAL Tua¢
BREBT THol, ZOEFIIHFRIEL L THIEEH
(7Y 150mg/B) p385 & Tv>7z (Fig. 5-2)o

R 3 © 55, ZtE, 55kg, EEREGAE, ABiGH
gzt T GPT 55 U/l L R P BRIETH > 720D
ML CARE CRIERETH -7z, MBEPTEREE

1 BRI C2.84ug/ml L BME TR S, 2HHT
Y—7{#i3.7T1ug/ml oS & iz, BEHHTH 1B
T2.10pg/mik & h, 3 BRI T € —7 @3.60ug/
ml &% D LAiE#wE L 7z (Fig. 5-3)0

64 © 53, B, S7kg, LIBELHE Bt
e EketE T GOT 49, GPT 104 U/1 L BIETH»
feosEEEId e <, DM HREEIRIER TH o1,
M T3 K54 2 BSRIT0. 05.g/ml HsBiih & tulis,

Table 1 R-3763 concentrations in serum after p.o. administration of CS-807 200 mg to males (Non-fasting) (ug/ml)
Time
(hr) before 1 2 3 4 6 8 10 12
Subjects
1. KM - 0.00 0.32 1.81 3.72 3.41 2.38 1.50 0.87
2. M.T - 0.00 0.00 0.30 0.75 2.95 3.36 2.69 1.86
3. MI - 2.84 3.7 3.52 2.94 1.85 0.88 0.46 -
4 KH - 0.00 0.05 0.28 0.58 2.70 2.29 - 0.76
5. AY. - 0.00 0.08 2.63 3.80 3.31 1.98 1.00 0.4
6. S.H 0.00 0.00 0.00 0.41 0.79 1.50 1.11 - -
7. HT 0.00 0.00 0.00 0.83 2.36 4.22 4.10 - -
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Fig. 5-1 R-3763 concentrations in serum and bile after p.o.
administration of CS-807 200 mg to males (Non-fasting)

(ug/ml)
5.0F No.l
——e ; Serum
o---e; Bile
g
£
.
2
Time (hour)
Time
(hr) 0 1 2 3 4 6 8 10 12 24
Serum
(1g/ml) 0.00 [ 032 | 1.81 | 3.72 | 341 | 238 | 1.50 | 0.87
Bile
(ug/ml) 0.00 | 0.00 | 0.00 | 055 | 1.80 | 2.90 | 2.17 | 1.28 [ 0.95| 0.15

Fig. 5-2 R-3763 concentrations in serum and bile after p.o.
administration of CS-807 200 mg to males (Non-fasting)

Fig. 5-3 R-3763 concentrations in serum and bile after p.o,

administration of CS-807 200 mg to males (Non-fasting)
(ug/ml)
5.0p No.3

+—— ; Serum
»---e ; Bile

§
’-1
E 2.5¢
8
%
Time (hour)
Time
(hr) 1 2 3 4 6 8 10

Serum | o0 | 3m | 352 | 296 | 185 | 088 | o046
(ug/ml)

Bile
(ug/ml)

1210 2.93 3.60 3.55 247 146 | 066

Fig. 5-4 R-3763 concentrations in serum and bile after p.o.
administration of CS-807 200 mg to males (Non-fasting)

(ug/ml) No.2
7.5¢ —e ; Serum (ug/ml)
o--= ; Bile 5.0+ No.4
o——e ; Serum
o---a ;Bile

5.0
8 g
g H
- jol
£ s 5k
g g
s [¥)
(=3 1=
] 5]

2.5¢

Time (hour) Time (hour)

Time Time 2
(ht) 0 1 2 3 4 6 8 10 | 12 (hr) 0 1 2 3 4 6 8 | 10 |1
Serum Serum _ 229 | - | 076
(ug/ml) 0.00 | 0.00 | 030 | 0.75 | 295 | 3.36 | 2.69 | 1.86 (ug/ml) 0.00 0.05 [ 0.28 | 058 | 2.70 -

Bile 0.00 | 0.00 | 0.00 [ 0.00 | 0.24 | 2.03 | 6.86 | 556 | 0.54 Bile 0.00 - 0.00 [ 0.14 | 032 | 2.28 | 321 4
(ug/ml) (ug/ml)
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Fig. 55 R-3763 concentrations in serum and bile after p.o.
administration of CS-807 200 mg to males (Non-fasting)

No.5

Concentration
~
o

Time (hour)

Time
(hr) 0 1 2 3 4 6 8 10 12
Serum - 0.00 [ 008 | 263 | 3.80 | 3.31 | 1.98 | 1.00 | 0.44
(ug/ml)
Bile

- 0.00 [ 0.00 | 1.80 | 386 | 525 | 3.34 | 3.86 | 2.04
(ug/ml)

GRS T — 7 (2. T0ug/ml DR & iz, BHHT
i3 350, 14ug/ml R S 1L, 8 BRI T E— 2 E3.
21ug/ml &7 b LAEHRR L 72, (Fig. 5-4)

SR 5 @ 56a%, %t 42kg, MABERAE, B
s T GOT 70, GPT 199 U/1, Al-P 252 U/1
LYEETH -0 EEIR R <, MOMREFREIIIE
BETH o7, MKP T35 2 BRI T0.08xg/ml
Ritish, 4BRTCE—27{#3.80ug/ml RS iz,
T 3R T1.80ug/mIfR I S, 6 BT
E—7{#5.25ug/ml %20, EBEOHEEEREETICT
bEBERTTH -7, (Fig. 5-5)

EQ 6 : 458, B, 43kg HFABEESLE
PTBD #2—7 & W B & hic BT HHEE & Tk
M. morganii, P. aeruginosa, E. avium, E. faecium 35
SMsh, BY Y r>1.8mg/dl, Al-P 980U/L,
GOT59U/1, GPT114U/1,, y-GTP461U/1 t & {&
ThY, BEZEY T LITHEEEERNCH oI, MK
FCId 5% 3 BEET0. 41ug/ml SRR S Mk, 6
RETY—2{E1.50ug/ml BSBRH S hiz, Z DFEFIE
RERI G B MP~OBINBETLTE D, BiHH~
324550 & TRE L TORHEBALIT ThH -7z

fEBI 7 : 80%%, B, 55kg, RIBEEGLE ABHH
MBI % Tt E. cloacae, E.faecalis 35383 h,

concentration

BUN 37mg/d|, Creat. 1.9mg/d] > & 425 DO WHMHE
REF LW, £7: GPT89 U/I TREEDITHAEIME
BITH-oT:, MIERTI3HESM 3REMT0.83ug/ml &
B Ehae, 6 BEMTE— 7 84.22ug/ml 3SR &
n, HEBIRIFRINEED S b kb ST, AEiHH
A3 24REMA £ TREL THREBARUT TH o7,
AL 7R L ERANE, B7 V7 2 VIMEHZ Wi
RIMEEOR o1, 06D S bIRHFATERD:
5 50D AB o i 3E 0D SPHI{H D Cmax 133.41ug/ml,
Tmax i3 8 T H o 7c. FRFICHEITE N7z 7 FIDM
IR E D FHIHED Cmax 132.854g/ml, Tmax it
6B CH -1 (Fig. 6).

3) EEPR{EFIRAN © BEMR 1061, 5 - M55, Al
B 45, KT 3E), ALEEE 35, Hais 24,
LIRS 1 Bl 5 L e, BIRZDR I3 EZN25), B3
B, P0ER2F, EH1HITHY, AL LTORY
%|189.3% TH -7 (Table 4,5), BHYRHL 55
Bxn-FEMS 7 LARMRE L2k TCEL LTS,
aureus 5 ¥k, S. hominis, S. epidermidis, S. haemo-
Wticus & 3B TH o120 77 LAHEIREIZ 13RI &
h, ¥ LTE. coli 5%, E. cloacae, P. mirabilis &
2B TH Tz, WMEAMFIILETISRIBES 0, Pep-
tostreptococcus spp.9tk, Propionibacterium spp.3

Fig. 6 R-3763 concentrations. in serum and bile after p.o.
administration of CS-807 200 mg to males

(ug/ml)

3.0

2.01

e Serum concentration(n=7)
o——o Bile concentration(n=5)

0 P H & 8 10 12hr

Bile

Timeth)] 1[23]4] 6 [ 8 [ 10 [ 12

mean [0.4%0.591.221.95 300 | 341 | 284 | 124

Serum concentration

Time(ho)beford 1] 234 6 [ 8 [ 10 | 12

mean] 0.00 [0.410.591402.14 285 | 230 | 141 | 0.98
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Table 4 Skin and soft tissue infections and clinical efficacy of CS-807 (1)
MIC (ug/ml) Treatment  |Bacteriological| Clinical
No. [Sex + Age| Diagnosis Region Organism & Side-effect | Remarks
(10°cells/m1) | (mgx timesxdays) | (g) effect effect
. Y. H. Infected Back S.hominis 3.13 100x2x11 |2.2| Eradicated | Excellent N
ac . radical xce| Incision
F - 64 | Atheroma P prevotii 0.39 one
Y. T. Infected .
2 R.axilla | S.aureus 50 | 100x2X8 |[1.6]| Unchanged Good None Incision
F - 63 atheroma
T. K. Infected o
3 Back P.mirabilis £0.05[ 100x2X10 |2.0| Decreased Good None Incision
M - 58 atheroma .
T.S. Infected ) S. haemolyticus 3.13
4 L.axilla ) 100X2Xx 4 {0.8]| Decreased Good None Incision
M - 36 atheroma Propionibacteriumsp. £0.05
T. H. Infected S. haemolyticus 3.13 Puncture
5 niecte Nape ” 100x2x 7 |1.4| Eradicated | Good None
F - 63 atheroma P.magnus 0.39 Incision
M S. Infected
6 Mandibula (=) 100x2x7 |{1.4| Unknown Good None Incision
M 39 atheroma
N. Y. Infected X
7 Back P.prevotsi $0.05| 100x2X7 |1.4| Unchanged Good None Incision
M - 4 atheroma
S.epidermidis 0.78
S. M. Infected Staphylococcus sp.  0.20 . e,
8 M- a4 atheroma Nape S intermedius 0.10 200%X2X7 |2.8| Eradicated |Excellent None Incision
P.acnes 0.10
T. G. Infected . .
9 Back S.capitis 0.39| 200X2x6 |2.4| Replaced |Excellent None Incision
M 38 atheroma
K. O. Infected X . -
10 Ear lobe |S.epidermidis 0.78| 100x2x8 |1.6| Replaced |Excellent None Incision
M 33 atheroma
S. M. .
11 F n Furuncle | R.mandibula |S.aureus 100X2Xx7 (1.4 Eradicated Good None Incision
T.S. ..
12 M- 57 Furuncle Head S.aureus >100 | 100X2X5 |1.0| Unchanged Fair None Incision
S.hominis 3.13
S. M P.anaerobius 0.78
13 M ‘ 2;3 Furuncle Buttock | Peptostreptococcus sp. 1.56 100X2X7 |1.4| Eradicated |Excellent None Incision
P.granulosum =0.05
Eubacterium lentum 3.13
K. Y. -
14 M 6l Carbuncle | Ruretroauricula | S.aureus 3.13] 100xX2x7 |[1.4] Decreased Good None Incision
T. M. P.prevotii <0.05 L.
15 Carbuncle Back 200X2X7 |2.8| Decreased Good None Incision
M - 57 Peptostreptococcus sp. 0.10 :
H K P.cepacia 6.25
16 M' 1'8 Phlegmon Lleg  |S.epidermidis >100 | 100%2Xx10 |2.0| Replaced Good None None
S.capitis >100
S.agalactiae =0.05
S. 1 Staphylococcus sp.  0.39 isil
Phl L.pl i . . Incision
17 M 7 egmon planta S.simulans 0.39 100xX2x8 |[1.6| Replaced |Excellent None
S. haemolyticus 0.78




voL. 36 S—I CHEMOTHERAPY 671
Table 4 Skin and soft tissue infections and clinical efficacy of CS-807 (2)
) . . . MIC(ug/ml) Treatment Bacteriological | Clinical )
No.|Sex - Age| Diagnosis Region  |Organism Side-effect | Remarks
(10°%ells/ml) | (mgxtimesxdays) | (g) effect effect
E.coli 0.10
J.T. E.sakazakii 0.78 .
18 M-8 Phlegmon Arm E cloacae 0.39 100%x2X7 |1.4 Replaced [Excellent None Debridement
Clostdism perfringens 0.20
E.coli 0.20
L.T. Subcutaneou K.pneumoniae 0.10 .
19 F 60 |abscess Buniformis 100 100X2X7 |1.4( Decreased |Excellent None Incision
B.thetaiotaomicron 25
i E a3 GOT 400620
Subcutaneou .aerogenes .
20 S.M. Face 200%X2Xx7 |2.8| Eradicated |Excellent |GPT 29.0—43.0| Incision
M - 48 labscess P.magnus 3.13
Al-p135—154
Y.H. [Subcutaneou o »
21 Face S.hominis 0.39] 200X2x3 |[1.0| Unknown Good None Incision
M - 23 |abscess
MI. Periproctal 100X2X5 .
2 (=) 3.8| Unknown |Excellent None Incision
M - 57 | abscess 200X2X7
MU. Periproctal E.coli 0.20 -
23 . 100X2x11 (2.2| Decreased |Excellent None Incision
M - 41 | abscess P.anaerobius 3.13
. GOT 26.0—65.0 | Puncture
Y.T. | Periproctal S -
24 P.mirabilis £0.05| 100X2x7 |[1.4| Increased Good |GPT20.0—60.0| Incision
M - 69 abscess .
Al-p159-194| Drainage
T.T. |Post-operative .
25 wound 100X2X5 |1.0| Unknown Good None Incision
M-8 infection
Post-operative E.coli 0.20
O0.T. Post )
26 M wound E.avium 100 100X2x14 |2.8| Decreased Poor None None
13 appendectomy .
infection B.fragilis 12.5
H.M. |Post-operative E.colacae >100 .
27 wound X 100X2X7 |1.4| Eradicated |Excellent None Incision
M-77 infection E.coli 0.39
Y.M. .. .
28 F -3 Mastitis (=) 200X2%10 (4.0 Unknown Fair None None

¥, Bacteroides spp.3 ¥k05% <, H1CH P. prevotii
3%, P. magnus 2HRODBHRESEI oI, Zhb
DFEIBHD MIC iz Table 6 1R TH 3,
Tibb S. aureus D 34k, S. epidermidis, S. capitis,
E. avium 0% 1 Rttt 2R L7205, GPC 24T
198kP 148K, 73. T9%0S2 M AR L 720 E. coli iZDW»
TRSBETXTH0.4ug/mI AT OBERMEETRL,
GNR 24Tz E. cloacae D 1 ¥6% B % 135641285,
R.IRVBRMUTH o Tco RRMBRED158KIZ T T
BRI TH - 72 pIREAMRE 2 DV Tid 34keh 1 ks
12.52g/ml AL DTt %R U Tz 28 L THNITK
MEERRRIRE 2 & D BB D84. 0% 13 R T
Hotz,

HISFERRIIEHEA 78, B 78, B 56,
TE3IF, WN1BB L UTRES BT HERIZ
52.2%ThH o712,

BEtENEHER IR S o7-08, BERREET
IHERI20T GOT 40U/1 52562 U/1, GPT29U/1 55
43U/1, A1-P13.5»%15.4 (K. A. Unit) * F8 %
oIz, FEF24T GOT26U/1 5 565U/1, GPT 20
U/15»560U/1, AI-P15.94519.4 (K. A. Unit)
E LR %EFEDI: (Table 7),

m, # =

P8V TIE S, aureus Tiz CCL & IFIZRIZT,
MIC,,fHix6.25.g/ml T 3 53, 100pg/ml A EDE
BEmtERRDS 4 R (40%) B STz, E. coli iTBWT
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Table 5  Skin and soft tissue infections and clinical efficacy of CS-807
Clinical response
Infection Efficacy rate (%)
Excellent Good Fair Poor
Infected atheroma 4 6 10/10(100)
Furuncle & carbuncle 1 3 1 4/5 (80.0)
Phlegmon 2 1 3/3 (100)
Subcutaneous abscess 2 1 3/3 (100)
Periproctal abscess 2 1 3/3 (100)
l’ostvopergtive . 1 1 1 2/3 (66.7)
wound infection
Mastitis 1 01 (0)
Total 12(42.9) 13(46.4) 2 1 25/28(89.3)
Table 6 Isolated organisms and MIC
No.of MIC (ug/ml)
Bacteria
strains [ £0.05| 0.1 0.2 | 0.4 0.8 1.6 | 3.13| 6.25 | 12.5 50 100 | >100 [Unknown
S.aureus 4 1 1 1 1
S.epidermidis 3 1 1 1
S.haemolyticus 3 1 2
S.hominis 3 1 2
Staphylococcus spp. 5 1 2 1 1
S.agalactiae 1 1
E.avium 1 1
E.coli 5 1 3 1
E.cloacae 2 1 1
Enterobacter spp. 2 1 1
K.pneumoniae 1 1
P.mirabilis 2 2 1
P.cepacia 1
S.intermedius 1 1
P.prevotii 3 2 1
P.magnus 2 1 1
Peptostreptococcus spp. 4 1 1 1 1
P.acnes 1 1
Propionibacterium spp. 2 2
C.perfringens 1 1
E.lentum 1 1
B fragilis 1 1
Bacterotdes spp. 2 1
Total 51 7 5 5 8 5 1 9 1 1 1 1 5 1
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it CCL T12.5ug/ml LA E DRSS 108k (5096 ) Bhsd
BhADIRL T, AR D& 5 2iteskasi <,
CFIX, CTMEE T 21BN 2R L 1 K
pneumoniae i3> Tix CCL, CTM T 9 Bk (45%)
wZH 5N F:100ug/ml AL O BB BRI 1 %
(5%) L2 ENLTENE2RLTWEOT, B
BRI CE 2,
EOFEYEOBHHRTICEL Tk, ERORBIC
L DRIS & VIEM bRt ORRITOSEHTH 5, Tieb
LERIDEIEIRGE, FEED 5\ iRAFREERE DS,
SEOHR, ERRBOERZ &I & 0P L UHEH
FRTRBR T2, &5 ZORBEEFIINET, R
M LTOT-tube HMARBTOREBETSH D, £
LRIETOREN BT L RDLRZ -T2 LEHNFT~
b LIZV, DX S EL DEFIC D THEH
BECHIBREOZIFD SNEMBEFICOWTIR, F
O —7 E53.4ug/ml TH D, 12FHEICENT
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BB 7 = 28 L IIZEHR IR TH D, FFIDOEHE
XY 3 MIC 25 A UE+2ERs BH BT 5
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CS-807 IN SURGERY

JIRo YUura, NAGAO SHINAGAWA, AKIRA Mizuno, Keii MASHITA, MAsaAki TANIGUCHI,
KeucH1 Hori, Takuji Fukul and SusuMu WATANABE
First Department of Surgery, Medical School, Nagoya City University, Nagoya
OsaMU YOSHIMI and SHU ISHIKAWA
Department of Surgery, Tokai Teishin Hospital, Nagoya

We conducted basic and clinical studies on CS-807, a new oral cephalosporin derivative with a broad
antibacterial spectrum against Gram-positive and -negative bacteria and higher intestinal absorption than
the conventional analogs, with the following results.

1) Antibacterial efficacy : The antibacterial efficacy of CS-807 was investigated against 10 strains of S,
aureus, 20 of E. coli, and 20 of K. pneumoniae. Its peak MIC value against S. aureus was found to be 6.3ug/
ml, while those against E. coli and K. pneumoniae were as low as 0.8xg/ml and 0.2ug/ml, respectively.

2) Transfer into bile : 200mg of CS-807 was orally administered after meals to seven patients in a clinical
study, and its transfer into bile was determined along with its blood level. The Cmax and Tmax of its mean
concentration values in bile in five patients were 3.41xg/ml and 8h respectively, showing excellent transfer.
But in two other patients transfer into bile was not identified. The Cmax and Tmax of its mean serum level
in 7 cases studied were 2.85xg/ml and 6h.

3) Clinical results: clinical efficacy and safety were evaluated in 28 cases with infections of the skin and
soft tissues, including infective atheroma 10, furuncle or carbuncle 5, phlegmon 3, subcutaneous abscess 3,
periproctal abscess 3, infections from injuries 3 and mastitis 1.

Clinical efficacy was rated as excellent in 12, good in 13, fair in 2 and poor in 1 case, overall efficacy being
89.3%.

The bacteriological studies identified 20 strains of aerobic Gram-positive cocci isolated from foci, including
4 strains of S. aureus, and 3 of S. epidermidis ; and 13 strains of Gram-negative bacilli, includig 5 of E. coli
and 2 each of E. cloacae and P. mirabilis.

Eighteen anaerobic strains were also isolated, including 9 of Peptostreptococcus spp., and 3 each of
Propionibacterium spp. and Bacteroides spp. Overall bacteriological efficacy was: eliminated 14 cases, de-
creased 7, superinfection 5, unchanged 3, increased bacteria 1, and results unidentified 5, The elimination rate
was 52.2%.

There were neither subjective nor objective side-effects, but a slight elevation in hepatic function values

was noted.



