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FEOFL 7 70 AR Y >~ CS-807D #H B H vk
I In vivo NEH

LH AL - ghEx - AHM B - BEXK
PremW e BHEN - RAEF - ART AL

BIRZMF « WRKHHE « SHIEZ
SHBARN  EVPIRA

FROAL 7 7 0 ARY L#| CS-8070D in vivo HiEN%, ¥V AEkiZT v b 2BLIRLD
FRARAEREREEIC 8T, cephalexin(CEX), cefatrizine(CFT), cefaclor(CCL), amox-
icillin(AMPC) % X364 & U THBMN Uiz, £/, CS-80T:5HDT VR, 7 v MBI
R-3763 (CS-807MiEMAR) Dl MEHB L L URPEFINDOBITE bEby TRETL 72

75 LEME, R0 13832 & 5~ ABSRBSREIC N L, CS-807I30BIL < RiFk
WK E TR UTze E. faecalis, B. cereus, P. aeruginosa BRAETN L TR TH o7z,

S. aureus =X 35 v MORBELTHL, CS-8071k CEX,CCL &IZIZRIZDEMNE 2R L 720

S. aureus 2 X B3V AR TRRYUETIE, B-7 75 v—EIEEMD BRI L T AMPCIZ®
DB LERBETH -2 b DD, B-7 7 5 v—¥EEMDARICHL T CS-8071d CEX, CCL,

AMPC % ERIZWEEEHR 2R L 72,

E. coli itk 37y N FERNBHYEICHL CS-8071% CCL & h bW/ IGHBIRE R LT,
E. coli i & <7 A HTHREEREAGE x0T 3 CS-8070%#R I CEX,CCL L[EF b L <

BREhLETH ST,

K. pneumoniae = & %<7 ABPIBSEICN L CS-807ix CEX, CCL & b h iz tf#ehR %

w~LTZ

CS-807TD= V7 AE, Bf, 7 v M FEANOBTIIHBHIRIFTH o1,

FEOAL7 7o XK HICS-8071k, BEE LR
Fo—Bick DinkaREh, 77 LBEE, BEREC
HUBRLWARERNE N 2R T &S, R-3763L L
THRINE N 3 pro-drug"Th %, AHTH, vV A %
Ty P EAOTHEMLEL DERNBERICS
i} 3 CS-807D 15 H%NR % B O 3K L LLBE L 72 piii
KoL THEL, CS-807T0EANTEEROREICD
WTERL,

1. % L C
1) ERE)

RERSPURE, R T RHES X UINRHSED/ERC
1% Slc:ddY R~ R 4:BRD b D%, - PREERR
B IXEE~ 7 A 83 B#MD b D%, FHEFRENIRE X
DEBA LA LT, (LPBERE T MERICIEY 4 RS —
SHRE T v MMEE270~290g Db D%, TEHNRBR

fEIZRIMES v MAE100~120g D b D %, FERIX®Y)
SRERTIERT & DERALGEA L 72,

2) (EFRZEA

CS-807(Lot S-11), cephalexin(CEX, 757V
—RE), cefatrizine (CFT, FE3E), cefaclor (CCL,
HEFEBIEE) , amoxicillin (AMPC, {3F1R8¥) % v 7z,
CS-807& AMPC20.5% b 74> F iCBRE®L, £OD
HDFEFI ARG AR L TELEORS LI,

3) EFEk

URERED, H5IZERMED SFRESsh
727 7 LR B L URRMERE AV FRICIZE
EtkO—B4£E % Trypticase soy broth (TSB, BBL)
10ml icEREL, 3TCTISRAIE L1 b D2 B
FER& L Uiz,

B. cereus \3¥RBIZEL, S. pneumoniae BL U S.
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pyogenes 1310% " ~ [Ii#EAIN Heart infusion broth
(HIB, Difco) iz TR LTz,
In. 3 i
1) By \EEELLWE (MIC) DIE

FEHORB T 5 MIC i3 HE(LEREFE SR
B2 HEV> Mueller Hinton Agar # W THIEL 72,
% B, CS-8070 MIC i3, # D&M 4k R-3763D Na
HTH2 R-3746(Lot 9) VW THIE L 726

2) MERSARRRYEIC 81T 5 P

a) RYFEDIER L R

EEAEREE BN T TSB THEFARLS
D0.2ml % BRI EREL 7o, BRERRICITLOEICIE
U5%k%2 &>z Gastric mucin BRF{LRT¥) %
L rz,

EH KRS IHEMEE, 4FRERO 2B T 1
BIWCo~- A% HEAL, BEMES BROEFELS
Probit #1Z & D 50%F %) & (EDs,) 38 & UF95%f5 #HR
Rk, 1EHDORESHEARTRLU ., HBOHHR
&L LT CEX,CFT,CCL 8 & U* AMPC 2R\ 7z,

b) =7 RMPFAREDHE

ZEHI50mg/kg #0.2ml & LTHRE LT, HEFHS
BRI S BED o ST RERE L, TEARIR K 0 £,
T LT, OB X D ME£5EL, Bioassay
BECEFIBERRIE Lz, WEFEL LT B. subtilis D
faF%F\v7z, LUT Bioassay # T RFMEHIE I
BIRTEFEERER L L TRV, &8, CS-807D
W, ZOEMETHS R-37635 LTHIE L 720 LA
T, CS-807in, RN IZT < T R-37630D1#%
B LTHERL,

3) B LNIRRIZ 81T B

a) RRRFEDIER L LB

B LT S. aureus 17T8k% V>, Santors 50D
BFENWEUCTONBERZEM LT, $4bb, v b
BERL D AT —TVERBAL, KERAFAEHTELE
CEEEEB LT, 4T -FNVEBEURERICERKT
FIR L 72E¥#0.2ml (1~ 4 X 10° colony forming unit
(CFU)) 2RERiRL DEEEL 720 v M % 3BRICHNG
BABRZ1To70, B 1B, HERE 8 RRI%IZ25
mg/kg DER#i&5, ¥HIVRIREEIC2E, 55
B5 L7, FE2HCIIAKORESFETEHI1IE, ¥
o858 3BATIZ37.5mg/kg 255 ML G LT, K
5~ TILEERA L7z, EFIBHEESORHMKL, L
PoAT—TIVEERECIOEL, EHECERENT:
vegetation (%) FOEFHBEREL 72, Vegeta-
tion 2B L I:BFEYF 4 XL, HBEHLEEAE

& (PBS) CHESR L, Heart infusion agar (HIA)#R
B TEMMERIEL, 1 g%7cn D CFU THRL
tro HUBSNEENAI L LT CEX 8 & U CCL AW,

b) MRMELPARRE S v M 33T S I IEHIME
DRIE

a) OHEKMUTRREELL, 37.5mg/kg TH
Mx1T > 1B 8 1B H K 5 %A o0 M P MBEHERS & MaT
Lize Thbb, BEFISE 183 EOBMRS D&
BH9120.6ml - O8RIM L, EOHREIC X 0 Miks 2y,
Bioassay & THAIME % E L 72,

4) BFRBRAEC T 5 4Rk

BHE L LT S. aureus 3-1248%%, 4-13028%, %7:
i3 4-13088kD 3k % AVy, HRDAEUCHEV, 7V R
R EL fctk, ETRE D EOHIBEFIC PBST
AU 7-88%0.2ml 2 BT 5 Z Lick VB ER
Lo, BEERIZIEX 3.2X10°CFU, 2.6X10*
CFU, 4.0X10°CFU & L7z, KI5 iR 1 5
®IZ 1 [EfT o7z, HEBASMEICERL, HEESR
DR 28I L T S h RO REE L aE%
HEL, ZOF¥HEBEY A XL LTERLI, 55
PCRfER L7, HoniedgRie LT CEX, CCL 34U
AMPC ¥RAw 7z,

5) FENRBHAE B} 5 T

a) RBHLEDVER L 1R

BAEFHLE LT E. coli PYO252%%f\v>, NISHI-
KAWA 5DAENCH L TREFEZER LT, T2b
b, REIHCHIMET v b %, BEEVRRLIES Y
DT —JIl—EAN, TR & DGR THEY
Loz, BERREIC & D BIERS 2\ W L6BH LYl
ni:bOxHEL, ERYBRc X DFABL TEBHLT
HARSEHCERSR L%, EFEBTRLY
271G DESHE AV T FEARBICERK0.025ml (2.
5X10°CFU) 3D REA L, HEEE, $tEks
%5 LEFFCRIARDO FEFRRICRILE ML, EHROR
B ERARL 72,

FHNL 50mg/kg »EFEE2 A% LD 18 2[E5L
720 5, 7, IEIDRIFEAMEERZI:T v P& 2ED
SHBTCFELZMYH L, B PBS THiEL:
&, EADFEAMEEIEMEL, FEREOHL 2
WIZETHFEAR2IVEL, 1 mlO¥E PBS %
IVEFEBITRIVEAL TFERRLEEL, TR
thD B THERREHER I THEL, FEY:
DD CFU THFRL 1z, HEBXEERIL LT CCL 24
Wiz,
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b) 7 v b FENEFIMEDRIE

BRIED/EBRS & FIRO AT TE AN L g F
HRTHMERERL: T v b AV, 50mg/kg DEXK
#F%1 ml & LTRE LUK, ERENCEERIRSHDL
SERIC 2L RRHL, BT CFEEMOMLL, &
BEOFEARRRTSOT SHMUITEIVREL, IETFE
BATERRIDRSREEAD T S HITIIR AT D BEL 72, 1]
FHEARNY T ZA, &L %2ml OEE PBS ©
Ao T-BBREICANT, REVF 4 —TRHANC LIk,
D0 LR OFAME % Bioassay #ETHIE L 720
FERMEIZFE 1 E47:0 OFFD ug BTRLI,

6) EATMEIRBERSMEEIZ 317 5 FVH

a) BRIEDOIEM L R

BREEL LT E. coli PYO2528%k% vy, BBIEODA
BN TRRELREN L, Thbb, BIHE DK
18R L 7o~ 7 A 2R T COIFIRc R & €, IR
HOFAET0%7 V3 —NTHEL %, LI
o1/ 305 ER DESER R AW T PBS THARLHE
#0.1ml1(1X 10° CFU) % #B5RE ORI BEREA I ek L
oo HHURSIIEEERE 4 RIGRIC 1 BT - 10 EHIRS
2005 BRI, JMENCHEEBREMOEL, 2 ml
?D TSB 2MATHREIFHA4 ¥ —TH—2H A ERL
T2o FUFNVA X -k RESH(BTB, #t#) ETE
EREAEL, mBE4Y 0 CFU TRL:, &6
Ve LTz 2 BIOFRRBEE # T L 7z, HHBOHEsEAl
LT CEX 8X U CCL 2Rz,

b) HTERESRREER Y AIC BT 5 BIEA
BEOHIE

a) OHEICHEC TR, EREIT-o2BEO 50mg/
kg DERIEEH TCOBRASRABEOHBERAIEL /2.
Thbb, SERER, ERENCERLD 2~3C%
L, BREEEL TSV LT, EREAIEE,
ZD 258D PBS MAKEY + 4 ¥—THHIWZ L2
%, TOFEL EEFOEFIBRE % Bioassay % TCHIE
Liz, BI#NBERIBRE1 ghDEXD ug ETRL
726

7) BN B 5 FHE

a) BIFEDIER L I6HRABR

BHEE L LT K. pneumoniae 12048k, %7:13 2785
%D 28k% AV, PENNINGTON 57O HBICH L
TRYYERERL T, TRbb, BT T3V ADLEER
SUEHLRYE L TRERBHE LD, TESINICER
0.025ml(5% 10° CFU/mouse) 2 IE AEE L /-, EiE
& 5 Rk 3B 1 EB RIS 21T, ¥HELD 3H
M, 2[@/H, 5 7EHEGERE Ui, EEEHIRIIBIE

4EEOFETCRTHE L 1o, ARICEHAL 7, L
BN REHAI & LT CEX 84 U CCL 2R,

b) MPIRBRYERRE < 7 R (35 (T B IPIFEKIMBE DB
TE

a) OHEKCHU T K. pneumoniae 12048 % BG4,
W BT 7-BED 100mg/kg DIFKH 2 @B 5 H% DM
PERKRBEHER 2 HIE L 7o, b, BEAIRSE,
PR BREL D 2~ ST 2T L, AhafftiL T
F—n L1, BEREAITEE, £0 25RO PBS 202
REYF 4 H—CHANC L1, £0OFL LilPOREH
W% Bioassay i THIE L7z, FPIMEIZSGTL g
DFEEID ug BTRLT

o, s |

1) =7 AREREPNBHE

a) REBR

#R% Table 1 a~dIZRLT%, 77 LABTERRR
xS % CS-807TDREEIRIL, B-7 7§ v —YHIEE
EMD S. aureus THEFEHRL DH 7DD, B-7
7 ¥ v—YEEHKTIZ CCL, AMPC X h&-o7:, S
prneumoniae, S. pyogenes ERIIXTT B IGHEEIR b &
LTIz, E. faecalis, B. cereus Bzt L T3
ThHo1z

75 LEME TR, E. coli BEIIxL T CFT L[
%, ZTOMOLEBEER L D RIF R %R LA,
C. freundii, K. oxytoca, K. pneumoniae, E. aer-
ogenes, S. marcescens, P. vulgaris, P. mirabilis, M.
morganti BRUTH L TIZ T RTHEAMIEF & » BN
TIEERBIRE R LT,

P. aeruginosa BRI 3H L T i3 th3EH & RIBESERN T
Hotz

b) MPFEARBERERS

R % Fig.1 &£ Table 2 iZ;Rm L 7z, CS-807ix 50
mg/kg 51553 %12 39.6ug/ml O F M ME =%
L7z T1/2130.68hr TH o7z, CEX, CCL i33tic#
S15a%cBEmmbEEcEL, £OHEIZEL43.3
ug/ml, 29.3ug/mlTH Y, T1/2iF #120.45hr T
Holz, CFT & AMPC 0 #E I35 3073%IC K
EfECEL, £445.4ug/ml, 10.54g/mlTH Y,
T1/2i3%% 0.66hr, 0.44hr TH o7z,

2) 7v NERMELEER

a) GEBHR

HHE % Fig.2 2R L7z, Vegetation FDAEFEHZ
#EALE control B T10°CFU/g LLEICEL 72Dzt L,
25mg/kg ® CS-807 3 £ 5 & © 3%x10*CFU/g,
37.5mg/kg 3 EISHETICCFU/g Lt ELLBAL
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Fig. 1 Serum levels of CS-807, CEX, CFT, CCL and AMPC in

mice.
sor —0— (5807
—o— CEX
—0—CFT
—e—CCL
—&— AMPC

50 mg/kg, p.o.
20

Serum level (ug/ml)

B N
0 30 60 90 120 180

Time (min)

Fig. 2 In vivo antibacterial activities of CS-807.

Table 2 Pharmacokinetic parameters of CS-807, CEX, CFT, CCL and
AMPC after oral administration of 50 mg/kg in normal mice sera

' Tmax Cmax Tz AUC
Drug
(hr) (ug/ml) (hr) (ug/hr/mi)
CS-807 0.25 39.6 0.68 45.9
CEX 0.25 43.3 0.45 44.5
CFT 0.50 45.5 0.66 55.6
CCL 0.25 29.3 0.45 24.2
AMPC 0.50 10.5 0.44 10.5

Five samples were pooled for 1 group

—Therapeutic effects on S.aureus -induced infective endocarditis models in rats -

Viable cell counts (log CFU/g of vegetation)

sl 2 3 1

o
o
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=

T T T
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oz,

b) B LABRERS v b oMb

#R% Fig.3 & Table 3icRrL7, 33K L L5
BRI R I M T E L, Z0DfHIZ CS-807TC
9.75+1.03ug/ml, CCL7.03+1.19xg/ml, CEX
Ti% 8.65+0.59ug/ml TH -7z,

3) =V RKTRBRE I 5 AR

#iR% Table 4 iZRU 7z, #R S. aureus 3EHKIC
$ 3K TRFUIL CS-80TR VLT hiEs b BiFiih
FEIRER LT, B-T 75 ~—VIEREEMD 4-13026k

:25mg/kgx 11,

CCL;0.2

Mean+SE

D :37.5mg/kg X5

AT 2%RiZ AMPC & D 2% -57- DD, -7
79— CEEKRTH S 4-1248, 4-1308icnfL Tid
BROEEEIRER LT,

4) 7v M FENRRYE

a) LEBhE

#R % Fig. 412/ L7z, CS-807 5 Eik5E, 9E
RSB COFENER I LERO Zh LT EN
#11/10, 1/1002HAP L, #0WESHRIE CCL X0 &
b (NQRYAR
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Fig.3 Serum levels of CS-807, CEX and CCL in rats with I L7T, CCLEERTIZMSE 1 BRI IAGINEIC

infectious endocarditis. AUTH, EOMIE0.56ug/FH L EMTHo7e
l coan T1/2i3%4%0.26hr, 0.31hr TH7,
10 —+—CEX 5) = v A LITHRIMERE
—e&—CCL
- a) ¥R
E 375 mg/kg. p.o. . o
3 me/k po % Fig. 6 \RL 7, CS-807TR5HTIE, LT'h
K
& sh
5 Fig. 4 In vivo antibacterial activities of CS-807.
) — Therapeutic effects on E.coli -induced uterus infections
in rats—
" - n A §_ 8r
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Table 3 Pharmacokinetic parameters of CS-807, CEX and CCL 5§
after oral administration of 37.5 mg/kg in sera of rats ]
with infectious endocarditis &
Tmax Cmax T2 AUC é
Drug g
(hr) (ug/ml) (hr) (ug/hr/ml) =
g 4t ---®-- None
K3 —O— (CS-807(MIC: 0.2ug/ml)
- o
CS-807 1.67+0.33 | 9.75£1.03 | 5.71+£2.22 | 59.916.20 E CCL(MIC : 0.78 ug/ml)
CEX 1.00+0.00 | 8.65+0.59 | 5.81+2.95 | 54.7+6.27 3
50 mg/kg. p.o
CCL 0.83+0.17 | 7.03+1.19 | 2.50%0.27 | 27.9+2.91
S : - :

Mean+SE. (n=3
ean (n=3) No. of drug administration

MeantSE. (n=2)

Table 4 In vivo antibacterial activities of CS-807
— Therapeutic effects on S.aureusinduced subcutaneous infections in mice —

Strain B-lactamase Drug dose Size of abscess (mm?)
(cells/mouse) (mg/mouse) Control CS-807 CEX CCL AMPC
2 0 7.4+ 1.4°° 14.1+ 1.5°° 39.4%£12.0°°
S.aureus 3-1248 (+) 1 0 13.9%+ 6.8 24.3+ 7.9*° 46.41 8.0°°
(3.2x10°) 0.5 6.2+ 1.7° 12.6+ 4.1 38.6+ 9.1°°  38.5% 6.1°°
0 88.4126.3°"
2 21.7£10.5 36.0+ 5.7 28.8%+ 6.6 6.7t 3.2
S.aureus 4-1302 (=) 1 23.0% 1.5 33.6+ 3.1°° 40.41+12.3 13.5+ 2.2**
(2.6X10°) 0.5 22.6x 3.5 55.4119.0 76.3+23.6 22.3% 3.6
0 143.8+23.5°**
2 16.3+ 1.7 47.7115.9 41.7+ 3.6°* 115.0+22.7°*
S.aureus 4-1308 (+) 1 25.0% 1.6 40.9+ 9.2 71.8+ 7.8°° 142.4156.6
(4.0%109) 0.5 35.1+ 3.2 55.94+ 5.7*° 56.2+12.4 124.6+£20.4*"
0 169.8+38.3°*

* :Mean+S.E. * * : Statistically significant (p<0.05) compared with CS-807 group.

MIC (ug/ml) : S.aureus 3-1248 : CS-807 ;1.56, CEX ;1.56, CCL;0.78, AMPC;0.78
S.aureus 4-1302 : CS-807;1.56, CEX ;3.13, CCL;1.56, AMPC;0.20
S.aureus 4-1308 : CS-807;1.56, CEX ;3.13, CCL;1.56, AMPC;0.78
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Fig. 5 Uterus levels of CS-807 and CCL in rats.
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Table 5 Pharmacokinetic parameters of CS-807 and CCL after
oral administration of 50 mg/kg in uteruses of normal rats
Tmax Cmax Tz AUC
Drug
(hr) (ug/U*) (hr) (ug/hr/U)
CS-807 1.50£0.29 | 2.20+0.45 | 0.26%£0.00 | 4.60£0.67
CCL 1.00£0.00 | 0.56+0.50 | 0.31+0.00 | 1.08+0.07
* : Uterus

MeantS.E. (n=4)

ORERIT B\ T b HAM control BT LA (P<
0.05) DRIP4 B DWD b8 S e CS-807H
5813 CCL, CEX #5588 & 1 RIF 2 MR L1z
038, HREEi2 50mg/kg TORMEMRT CEXBEEDM
B SN DA TH o120

b) FITHERMBRERE < 7 A TORARLINE
e

W% Fig.7 L Table 6icRL7:, HMIFEFL b
£ 515~307 i i MAEREICEL, £OMEIE CEX
T183.3ug/g Lt LB, RWTCCL105.3ug/g
CS-807Ti3 46.6ug/g TH o1z, W5 265M%KTYH %
D ME X CEX T46.0ug/g, CCL13.1ug/g, CS
-807Ti3 15.6ug/g L MIl%ERL Tl

6) < ABPIEREE

a) LR

#EHR% Table 7IZRLT:, #M K. pneumoniae 2
BRI & B BRIYE IS L CS-8071kWL> 3 hdilEic
b CCL, CEX & h /- i8R 5 R LT,

b) HNERYEEE ~ 7 A TORPISEAIMEHE

# B % Fig.8 & Table 8 = & L 7z, CS-807i%
CEX, CCL iz th~ETNFEABIToS REF T, 50mg/kg
85815 302 THX14.5ug/g DBREBEKIME %

Fig. 6 In vivo antibacterial activities of CS-807.

— Therapeutic effects on E.coli-induced urinary tract infections mice —

Viable cell counts (log CFU/kidney)
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T T LA T T T T
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Cs-807
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CCL

: 50 mg/kg, :100 mg/kg,

MIC (ug/ml) : CS-807 ;0.2 CEX ;313

MeantSE. (n=12)

D 1200 mg/kg

CCL;0.78



VOL. 36 S—1 CHEMOTHERAPY 169

Fig. 7 Kidney levels of CS-807, CEX and CCL in mice Fig. 8 Lung levels of CS-807, CEX and CCL in mice with
with urinary tract infection. lung infection.
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~ —e— CCL ’ —o— CEX
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Table 6 Pharmacokinetic parameteres of CS-807, CEX and CCL after Table 8 Pharmacokinetic parameters of CS-807, CEX and CCL after
oral administration of 50 mg/kg in kidneys of mice oral administration of 100 mg/kg in lungs of mice
with urinary tract infection with lung infection
Tmax Cmax T1/2 AUC Tmax Cmax T2 AUC
Drug Drug
(hr) (ug/g) (hr) (ug/hr/g) (hr) (ug/g) (hr) (ug/hr/g)
CS-807 0.50 46.6 0.90 63.3 CS-807 0.50 14.5 0.78 18.9
CEX 0.25 105.3 0.72 201.3 CEX 0.25 8.10 1.08 12.0
cCL 0.25 183.3 0.65 81.6 CcL 0.25 4.20 0.80 6.20
Kidneys from 2~3 mice were pooled for 1 group Lungs from 2~3 mice were pooled for 1 group

Table 7 In vivo antibacterial activities of CS-807
— Therapeutic effects on K.pneumoniae-induced lungs infections in mice —

Strain Drug dose Mortality (%)*
(cells/mouse) (mg/mouse/dose) Control CS-807 CEX CCL
K. pneumoniae 2 0 70°* 40*°
1204 1 0 96°* 50°*
0.5 50 90°* 80
(5.0%10%) 0 100°**
K. pneumoniae 2 10 100** 70**
2785 1 40 100** 70
0.5 50 100** 100**
(5.0%10%) 0 100°*

* :14 days after infection

* * : Statistically significant (p<0.05) compared with CS-807 group.
MIC (ug/ml) : K.pneumoniae 1204 : CS-807 ;0.05, CEX ;1.56, CCL;0.39
K. pneumoniae 2785 : CS-807;0.10, CEX ;3.13, CCL;0.78
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ANTIBACTERIAL ACTIVITY OF CS-807,
A NEW ORALLY ACTIVE CEPHALOSPORIN
ll: IN VIVO EVALUATIONS

HirosHI YAsuDA, TERUO MAGARIBUCHI, ISAMU IGARASHI, MITSUO KATSUTA,
TAKAsHI TAKENOUCHI, TAKAMITSU TANI, YOKO AJiKI, SUMIE YURUGI, NAOKO SEKINE,
MAYUMI KASAHARA and MASAYUK! IWATA
Biological Research Laboratories, SANKYO Co., Ltd., Tokyo

The in vivo antibacterial activity of CS-807 was evaluated against various experimental infections in mice
or rats and compared with that of cephalexin (CEX), cefatrizine (CFT), cefaclor (CCL) and amoxicillin
(AMPC). Serum and organ levels of R-3763, the active metabolite of CS-807, in mice and rats were also
investigated.

In mice, CS-807 showed good therapeutic efficacy against intraperitoneal infections induced by 32 strains
of 13 species of Gram-positive and -negative bacteria, but was not effective against those induced by E.
faecalis, B. cereus or P. aeruginosa.

In rats, its efficacy against infective endocarditis induced by S. aureus was almost equal to that of CEX or
CCL.

In mice, CS-807 also showed good efficacy against subcutaneous infections induced by 3 strains of S. aureus.
Its efficacy against 2 8-lactamase-producing strains was markedly superior to those of CEX, CCL and AMPC.

Against intra-uterine infections in rats caused by E. coli, CS-807 showed better efficacy than CCL.

Its efficacy against E. coli-induced urinary tract infections in mice was equal or slightly superior to those
of CEX or CCL.

CS-807 showed better therapeutic effect than CEX and CCL against pulmonary infections in mice induced
by 2 strains of K. pneumoniae.

Organ levels of CS-807 in mice and rats were rather good.



