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Oxacephem Rit4EME 6315-S (Flomoxef) D5 v Mckit 3
BYR ST ] » AESHEMEER

FIREM - RIX 0 - 82 AL - HMHER - FEERARAL
HhEF BR - TEEKRLT - MR - SiHK - RERS
IHFRURHKARLHFR

1. SpBUERR

6315-S (Flomoxef) @5 v bt ZWIRARE I L 2 2B %, HRK Cefazolin
(CEZ): DHBD b EICKBE L7 RERFEICLD, B, HITEE SREMERL, BT
POAEIL 30 FLIRICHEM - MAMARERLTEC L. SIRTIR, EC2ICHio S -1
< KREMEHD S, 6315—S o LD, f# (2 7,360 mg/kg, #f 8,550 mg/kg THH CEZ D%
ho# 2.5 iYL,
2. HauBHAR

6315—S 750 mg/kg, 1,500 mg/kg, 3,000 mg/kg % 35 HMMGERIRARSICL 2 BaM 84
HB%, 7y PEAVWTEEBL ., MB¥EL LT CEZ 1,500 mg/kg %2 @EMIicRS L7,

RiFE5HEIC 6315—-S 1,500 mg/kg/ B 58T 5 FLINOMHIGER, 3,000 mg/kg B5HT
i3, #1# BH BRTESIOSHITRANSGONIZNVTFNRD 0 ALAICEE L 12. fhic, Rk
FH28IC, KELSLUEFROEGRIC X 2 MBS Shic, FELTHIE 6315-S 1,500 mg/kg £
ERT /2085 Shi-h% 3,000 mg/kg k5@ TRED SN, -7, ThicL, CEZ 1,500
. mg/kg FEBCEVWTII 8/20 DR H SN, SEFIIER/SERERMMETRL .

MEFHRE, MEELFRESLTCRREICBVT, 6315-S iKHERNZLRZA ShEh -1,
R CIIEDR IS RSHOEEINAIAS Sh, 6315—S 3,000 mg/kg HSHTREIWERDMI
Raohn, NEFICREIBOHM - MENBH oM, RERSEHRMEIZ, 6315-S 1,500 mg/
kg U EOBREHTHBHEL D BHEETCH -1, Ch oD% iz CEZ 1,500 mg/kg 5HTHHS

Nt

oo, 6315—S DB AmE BRI 750 mg/kg/day LHEE XN,

6315—S (Flomoxef : FMOX)id, HEEFF#BIEHE
MTH L L A&7 oxacephem ZRIAEME TH 5o
AENOBKRARESICLES v bbb sadBHER
R N5V » AMBERESHAREIERLOTE
DEREBET 5,

1. ZBHEBLUL®

|, EREME L UEEEG

HEXZ V7LD Jel:SD %5 v b3 /03 48K
TMAL, FREHTO® 6 BB TRRICAWVW, R5H
SEEOKE L, AEBHEHRTIIEE 160~206 g, i 128
~160 g, ERHBHRR T3 181~201¢g, #f 135~
18l g CH -1

BYz, 2RRYMP, BE 23+1°C, HEXEE 55

T10%, A% 15 E/BEM, SR8 B S 12 BRI
BHicHlishr ) YEEZT SHBERRCRTL
I - (W400x D500 X H200mm) &7 b 4 L,
HAUBUXBRTCIBRSSAF v 75 —Y (W262X
D425xH200mm, BEZ L7) 71:0 2L >INAELT
FHE L/ BESRE L -ERAK (CA-1, BEXILT)
S RGARBTHAGEAK I HERKER (272U #EKkR#
EHEE P KBK) THHICBIREER, 55, aps
HHRTIEES 16~20 BMIATY S5 2 %k T °B
BTICBV,

2. BRikHIUHEAME

6316—S (Flomoxef sodium) 4, si#t% %5 Lot
No FO03NN (RS HHER), LotNo FO28 NN (Faft
BUSR) £V, MBHEE LT Cefazolin sodium
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(CEZ, HlR&) 2R\, TME (HETRR) i,
ARBAENAXUKTERL, 0.25¢ (Hill)/ml
DE I L.

3. ABHER

itE 8Lt | B¥L L, oML HBRLAES v biC
6315-S 3\ i3 CEZ DHLEMNAREEhEN S
ml/min ORE TRMKAIC | BRE L7,

VXM 2 EME L, — Az EEs, SRS
BELU&5#%3, 7, UBEHRAEL/. COMDE
C®Mh o LD, ofll% BLISS itk D WH Lo L5
BLULTOREFIC >V TRE%, FTREEOHIRL
PERETLEV, —BOBEIWEICLD /YT 74 YR
EL, AT bMF Yy oAV AN L THRIANYIC
MEL,

4. HRAMEERRK

1) 5N EDORRS L URE Hik

6315-S naHBHERRICH T 2R/ KER 5,000~
6,600 mg/kg #BEIC L THEM L 2 MPIRM 2 AMBS
Itk 2 F W% (750 mg/kg, 1,500 mg/kg, 3,000
mg/kg) IKBWT, BEFHRZHBSAIEH > 1R,
1,500 mg/kg LU LBE TR B{EGICMBERNED
h, 3,000 mg/kg {ETIR&E SICHITRA, SRR
BHoNt, LIchi>T, HECEBHERERLEHH
N1l AESCHABSEEL SN S 3,000 mg/kg
ERESHREEYD, UTAK 2 TR UK 1,500 mg/kg,
750 mg/kg D IHBEFE Lo THHBED CEZ 13
6315-S oKz —H & ¥, 1,500 mg/kg & L7,

MES I0ICTHKRKEIhASKEEH#IC1 81 Bk
1 » A (350, #36H), 6 ml/min OEE TR
RS L, MREHICIIEEARE#KA 3,000 mg/
kg REHLEBRT SO DL 12.4 ml/kg OHATHRS
Ltco $k5AROWMEEBRSHICAIET 24HEICK
DTS- 1,

2) REFEH L UEKER

(1) —fRiknE

28MEE L TEE—RIRELBEL, 4E, HiER,
BLUOEAKRIZS BEICAIE L1,

(2) RELUBRRE

RGESH04 5 BET &S 27 BB, BER(Mydrin,
PR BRMI) %S L, BEH £ 5(RC—2 Kowa)T,
REREAITIE ~7co RIFIZSHNS 2 BATE S 28 HIC
b o EEICKT B Preyer EARSHC & D BESRES
EiE L 7o

(3) MEFHIRE

BRiskS5 33 553 34 BRI, BREVHICX DR

L, BmeRlY, MR, Neso kAT brY)y
i fl, MCV, MCH, MCHC (£l £ 7 5 B, Coulter
Counter Model-8) , /i (Coulter Counter
Model-ZB), g5} & (GIEMSA %), @RKA
BR¥(BRECHER )2 MEL 7o £ 70, RER BN
BOMRHE IR Y FAAE S = (Somnopentyl®.,
Pitman Moore) MM T THWHM L Tk AMKELHE
mLT7o bor oM (Clotek?®. Hyland) %
e Lt

(4) AHRE

HiRes, KRBREENLT, AHAEEBRNOMNES
Fraw, F7:, AMREME (MAY-GRUNWALD,
GIEMSA %) 2/ L TH MR B4 T2~ 12,

(5) MikE/LEME

HMEE, N MSAET - LB T TERABKRD OA
2 UESEERAVTRM%k, M2 5% L TTREOR
BERELe FNVI—R (INVI—-R - FF 254
&), REAH (K Ly b)), TA7 I (BCG &)
RESE (UTEFLE/AFVLE), ILTF=y
(JAFFE &), GOT, GPT 4 U LDH (UV #),
ALP (BESSEY —LOWRY #&), 3L ZX5Fo0—A
(LIEBERMANN ~BURCHARD &), vy ity
(JENDRASSIK — GROF &) X UHEtH (F4 27
v HBE_ARE) oLILLE 12THH 12 Technicon
Autoanalyzer, SMAPLUS MICRO system T,
Na, K, Ca, Mg, X UFe IFRFBRAELT, Thth
#E L 7o

(8) RIRE

Wixs 29 /013 30 BHOSEKIC, T v bEE
MMy —JIRAELT, ABHRLZHBAE - KT TH
WL, Rk pH (R%R#E HERE), y131-X, &
H rhotk #IIL EYIES, woEy s - |
#|(LE TIEE3, Multistix SG®, Ames) 2R&E L1

(1) FFRAR S D3 '

LiREy, FFRO—ERML T, KOEEHERE L.
REAKR (EYLy M), 83V ZXFo— (ZAK-
HENLY #odbRZ#), U I5E (8XKik, Y v E
Y77 08B%E), NI ZYESAK (TEFALTEIMY
i£), GOT % £ ¥ GPT (Rate assay, UV &), ¥
FOo—LP-450 8RR, TNIFL Y URTVF
IALBEREHRD . TILTFE FBUKEMEETY , BRE
HRIFRESXR— b VEZEDEL LA (600XE 5:
S ZEVTHRE L,

(8) BEERD L CREHARYIREA

LRy, EREARNEEZ % BXEKINCL
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Table 1 LDso values of 6315-S in

rate after single intravenous administration

No. of | No. of Dose L0ss, ma/kg Distribution of death
Compound |  Sex dose | animals range (95%-confidence 1imit) Ng. gf’ After administration
ea
levels | /level (mg/kg) animals|<5min | 5430min | 30minni4days
Male | 6 8 5000 % 10057 | (o0 T30 0 2 | » 3 2
6315-
Female| 6 8| 5750~ 10087 | (55035050 13 | 4 8 1
Male | 4 8 | 2000~ 3456 | (0, 2760 0 1w | 6 8 0
ez
Female| 5 8 [2000 4976 | 03000 18 [ 7 1" 0

DHRMBETSE THESE - MEEHRIIHE L O
B K. BERK. A%, BEBR, WRE. AX. MORR. EREX. &
B, PRER TEE FTR (ETRESC). HH.
RIAR (BEER), %, FE. Bl 8B (WEM%3E
) IKOVWT, ERAIEX Lt ChSIKMATARIE,
B +ZiB B QB £B5 BFTR T &F
RIR, BAEAR BRABEY 38, BR LG BN W
RE, KM, LR (). K%, KEBE, LBHE
BERRMBEBH L, 10% PHEEFRL< ) Vik(R
B3, 3% ZLy—=L7ILFEKR-2.5% <) ViR
&) TEEL, BEICEW ST ¢ U EREK, N
ThFEIY Y AT UREENT E L DICHELIES
3 PAS %5, Oil Red O &%, MALLORY —Azan %
s, KLUVER—BARRERA 8% 775 W RBAMICE
Bl KRR @tickirs, 2% MY 7 ook -
2% KN VIR TBRIKL oo

BRE2FTFHOONBEER (KH) & 7/Lvy—0
TAFER AR ITLEEEL, HiEilH#->T Epon
AL, BEYKEYS L S _\EREL, B
BMELL,

(9) #Eat£a9Rgir

BERBEEHOMNBERICHT 2FEHEOLZDORE
i}, FFERNROREEITEV, FEELXBHINUS
¥ COCITRAN-COX DREE, BEEZ BB, 12
A3 STUDENT @ t BREA T - 120

0. £ 8 B &
1. Bt#EtsR
6315-S, CEZ 3 v MicHiF 2 BIRA#HE 5D LD;,
{#% Table 1 Ic7/R L7z 6315—S o LD;, f#i3## 7,360
mg/kg, W 8,550 mg/kg THH, CEZ O 2.5 5D
EERL

1) fBEREFECES

6315-S {5 H K X VIS, HITERA, VEREREL L
DOMEFERS B >N, —HBOARIFEF T, ho
DIERICIA THIWB %S BLIR, RELYE - RN %
RULK, 5% 30 ALRICET L. BEK, AR
H5VIZREL D MtAKEEF BT P bAONI,
EEFI, B5 | EMEZICiRBBURBEROBEED
ZRLID, RIEZESEL2MICHEVT, REMEEK 2, 3
HHLDEBOIRICK 2MOBRER AL, 10 B
BEI TREH S VWIIHKENR oM, Bk, KRY
M2 8L CHEMMBIEAT® - 7o,

CEZ #5T%b 6315-S k58 iIcA oD EHELL
&N A SN,

2) REE B X VRS ERR R

6315-S 5 HORPECHOHRET R TIZ, 26)ic
o> -1 - ki (Photo. 1), 60~T70% D<Kl
M, fEAK - BkoHRk BEHOBSLEBERA, K
BiHMmaiZsnt: (Photo.2),

HEER S, R, BEICIERs L E % (kS /NS
DRI (Photo. 3) & U'BMICRMEDILIRAEZ
o

EEFICOVWTIE, HEEERIC, FRICKHEEEEE
WOKEE - - EROBREIRNED S LA E
Eixtim-tc,

B# ok R, CEZ 5B TbHEH Shic (Photo.

4)o
2. EaHBHEAR
1) —fikE

6315-S 3,000 mg/kg HEHTHH/SEKID, K
B H BRTEBXVCEREHKELRL, SN,
—BHIFREILED SBBERCTHNRS -1 ThoD
FERIZVF NS 40 HLIMNICHEE L 720 1,500 mg/kg
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Photo.1 Pulmanary edema of a rat that Photo. 3 Centrilobular hemorrhagic
received i. v. 10, 057 mg/kg of necrosis of the liver from a rat
6315-S and died | minute later. that received i.v. 10,057 mg/kg
H-E, x100 of 6315-S and died 10 minutes

later. H-E, X100

Photo. 2 Meningorrhagia of the cerebrum Photo. 4 Meningorrhagia of the cerebrum
in a rat that received i.v. 10, 057 in a rat that received i.v. 4,967
mg/kg of 6315—S and died mg/kg of CEZ and died 25 minutes.
immediately afterward. H-E, x100

H-E, x100
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Fig.1 Body weight changes of rats administered
6315—8 intravenously for one month
QOOL
Msie _% -
s00f . f/
o
~ .
) ‘/
i st
- m——
s ./ remele ,__:’—:_’_“'- ’—'t/o
»~ /0/
H '°°/ 0//:’%/°
(o]
/!% © Osntrel, saline 124 W/K/ day
A 6815-8, 760 m /W dsy
® 68315-8, Iloﬂjlh/dly
v 8315-6. 3000 m N/ day
® CEZ. 1600 m/kg/ day
Lo0 |-
F 3

20
Period (days)

Fig.2 Food consumption in rats administered

6315-S intravenously for one month

i

20}

Foed censumption (g/day/rat)

O Control, saline 124 al/kg/ day
A 6316-8, 750 m/M/day
® 6316-8, 1500/ ke day
v 6815-8. 3000 /g day
® CEZ. 1600 m¢/¢/ day

1 1 A

BREB TSR, 5 ALIRICBEOMHFERNS Sh,
XIS PHIERAR LA, WTThb20 4
PINICH:B L7z, 750 mg/kg 58 i3 1/10 o
S0, Ba, —BUEOTFRERER LT TH- 1,

fcRERELBICE VW TBREOKED M, 2~58E
MoREDOWMIEE, 1,500 mg/kg LI EDORESHT
Bk, FTRMNED oMo RIEFSPICENICHEST
LA Sh, ChooT(bid, RBE T TR
LAt, WENLEIIICHREN L Li3dh -1,

8% 1,500 mg/kg BSB# 1 PSS 9 HHicER %

n
26 80 86

Poriod (days)

BILTRC LA,

CEZ 58t Td, 6315-S ##5ca ol
EKFR BAS, BIRROEBTED SN H, FEEHIL,
it 6/10, #f 2/10BTHD, WTFH LR 10 56
RSHYAFE L 12,

2) AEBLUERER

6315-S, CEZ WFho5#icE\WTH, HHTHR
B LORESEERMNE & bic@bohik, BEYR
ICINBEEOMIcZRA SN -1 (Fig. 1, 2),

3) FkE
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Fig.3 Water consumption in rats administered
6315-S intravenously for one month

7o}
Male
| / ><'><?
50} 7 O
- o Conlrol. saline 12.4 ml/kg/ day
rye A §815-8B, 750 /K /day
® 6815-8, 1500 g/ kg day
a v 6815-8, 3000 /g day
E —0 ® CEZ, 1500 m./kg/ day
3 30f
‘E’ T ) 1 L 1 L A1 4 1
K ’
B
E
=3
g 70
:.; Female
®
= v
60 -
/ '/“
°| / >< f
-9
0r _ 74
—s \
—0
30 [
T ’l,ll 1 1 1 A 1 i
2 7 12 17 22 27 32

Duration (days)

REBZSLBICBVTAREKEFROLVEEOR KR
A TIIRRMAEBEENS, BTIZ 10 HE,SED
shic (Fig. 3),

4) BRBLUEERE

BEREL XUEHEREICEVWT, 6316-S, CEZ v
ThOREBICBWTHREREDONLD 5T,

5) MKFHIRE

PR AR MR O A 6315-S 3,000 mg/kg &5
BT, Yo borE U EBMoEREL 6315-S 3,000

mg/kg K 58ME S L CEZ 1,500 mg/kg H 58I
BWTBHOoN, WTFhbERNBEOLHLE
Aoh, /MR, ROBEICIEROZREh -1,
ZOMIBVWFNORMEFRBBVWTHREREDHOAL
-7z (Table 2),

6) BHRE

6315-S, CEZ WhokS5#icb\WT b EMBMNE
B&H 70 EHMEZHEENS L CBMERSEIC VT,
RIFERME L EZ SN b ARKEROZLLIZED OIE
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o7 (Table 3),

T) MEELERE

6315-S EHICHEVT, SV I-RDETFTHER
S5&#T, GOT, GPT &0 LR HME L L T 3,000
mg/kg SR TEHOIY, T(BETH-T1,
2ot WS 2HDHETHREEOMICH KRS S
niht, WFh L ARKEENS ST, AR
HEEADMTH -7, —%4 CEZ 1,500 mg/kg &5
HTi2 GPT [EHOBETHED Shic (Table 4).

8) RM=

6315—S 750 mg/kg HL U 1,500 mg/kg 5B
KBLWTREOBEEBDOMBH Sl COR{LIR
BEERTHOLLRETH 5 KkORICHMBMEL D 3
LHicEbh 3z, FAREAROAREFEMMME
H 6315-S #58tic A oh, CEZ 1,500 mg/kg 5
BTl 6315-S 3,000 mg/kg B 5ICHYT HMMMH
Shte LML, 6315-S 750 mg/kg, 1,500 mg/kg
BERTORRIR, RENWDZVAHICARORE
mLiCEicBRATSLEEL OIS, CRERSLE
TROME (BRI MBI, ERPOT =
TRENREICIOMBINLERLERINI, £
DODIFHIC>WVWTIE, MBEICH L TERIBHONK
Mm-t: (Table 5),

9) FBEIDRH

FARAXMKMEROIEELE L TOTLIF VI Vv
B7 L F ILALTEM DAL 6315-S, CEZ WFh ok
BRiIcEVWTLBH oA, 6315-S k5 HIETIIA
RIEGUENRTEARTH >7co —FH, BUFERH/-HOD
Fhro—L4 P-450 SRICIAKZLUEBHRIAOSNIEN -
720

fthic GOT o LR A 6315-S x5 H 28 # 3,000
mg/kg #5842, GPT D{ETAH6315-S 3,000 mg/kg
5185 X U CEZ 1,500 mg/kg 5l cEH S
ftzo LML, CEZ 58T GPT BTX2BRVL TV
FhohENELEHTH Y, 6315-S ERHL IIEZ S
NEWEHETH - 72 (Table 6),

Disulfiram B{EBA%* 5N SHFRB7T LT E KA
B REM L, 6315-S OB EFER 3,000 mg/kg &5
BBV THASE(LERE AN ->7 (Table 7),

10) HEER

REFEL2BICBEVWCEBRRERSHRED 3~ 4 51
ML 7z, EROB/DIGHER (6315-S #528), O
Mk & BIIR (6315-S 52 B) B L UHFR (6315-S,
i 750 mg/kg, 1,500 mg/kg B58) icdohnt, L
ML, ThoD®DE, WFhbBETHD, ARK

LM -7 (Tables, 0), BIWHEEIZ, 6315-8
3,000 mg/kg BESHEBICHEWTHML 7o fic bl
SHhOMBICBVTERZ(EANBH SN, BHH2
WRENEROVWTANCEVTDATHH, Thido
ZRIVWThLEEERICLEANI LD LD EELS
hit

11) REBEMAENRTR

(1) RPECH

6315-8 1,500 mg/kg BEHORL 1 Mk, Mo
5o KiMBLUCMAKDOEMERL, LD Micid
T4 7Y NI LU TIEEL TV, @Ehic, RERD
Hin, AFAE & B S - A2 S 7,CEZ 1,500 mg/
kg EHTREC 8 H2MiIcMOFEHM, 7 FickixN
nHD, 4FIKREMERL S,

(2) B TERRA

6315—S 3,000 mg/kg #EHICHEVLT, MEKKT
AL KRl (Photo. 5) A 1/106%, & 4/10
Flic, BEORIWEIKEESHH 6/1064, A 3/104ic
Povont, MROBEHIMS A VKK /KD
%ZReHi, 6315-S 3,000 mg/kg, CEZ 1,500 mg/
kg HE5DORICEVWTHHAETH > 1o T REES5H
Thi & IC IO RENA SN, WTREHKIIC
ymEhTldhicA- L EEXLOhEZERIHFAL, R
MEMEEN - hicE L Tuwi (Photo. 6), LArLTH
SORMRABHBHRTLEHON, TOHAEICEVWTLHA
BicEZAPH UM, EREBRSREFORICENT
MERERE, meFshsEyshn (Photo.7), MEA
Bicdim e kil ERZBANSRYEMROLEE
Ho - BFRBOMENS SN, ChoORERER
FrOMEE X 6315—S 1,500 mg/kg LI LD THTH
ISR & 720, CEZ 1,500 mg/kg 58Tt 6315-
S 3,000 mg/kg H{ERICHNT IHETASONL
(Table 10),

FPok & RO EIAMIBE T3, 6315-S B 58IcHL
THREER - FFREED Shiih - (Photo. 8~
10)o

m % =

1. 2HuBHRR

aEEHARICHEWVT, 6315-S HRERBEICLD
5y MABA, BTER VFRER, HEY - HAER
BERL, KR¥EMNI0 FLAKEC L. £EHEATIR,
REZERANSKE EBERICL 2 EEDhIER
BkRHsoNcDAT, WTFhLERALSKELZRL..
hBER RCRAOEBINMBE L CEZ £508
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Table 7 Liver aldehyde dehydrogenase activity in rats administered

6315-S intravenously for one month

Daily doae No. of ALDH-activity ( nmol/min./ protein )
Sex Drug
(% /%g) rats Ensyme | Enzyme [
Control - 8918 + 066% | 1668 + 060
(Saline)
Male 6816-S 8000 1048 + 056 1727 = 100
CEZ 1600 888 + 056 17206 = 054
Control —_ 8565 + 0.64 1691 + 061
(Saline)
Female 6815-8S 8000 840 + 0.62 1641 + 0838
CEZ 1500 819 £+ 0.21** 1690 + 0738

a) Mean + SE

Statistically significant against control, **P0.01

ALELLTWH%,6315—S 0 LD, f#i3# 7,360 mg/
kg, i 8,550 mg/kg TH D, CEZ D# 2.5 i1y
L7z, 6315-S 5 RTCH O LRIEARFTETIX, 26
KREELHEES N BHANME - HIAGEH o h, fhicH
RoBEXA, REEMEM MA - WkoEE, FROH
MEHEEH S Shize ChoOFRIZVLTR S 6315-S
OREMNEHAIRMLTWEDOTREL, L LABEY
WA, KEDOEEEKR (6315-S 25g (Hif)/ml : i@
&E 947 mOsm, CEZ 25 g (/{f)/ml : B&FE 497
mOsm) ##EANTCEEIN/-BEREE, $510F
ORRE U7 BRERERENFEREL-TVWEEED
hz,

2. BaMBHHAR

6315-S 750 mg/kg, 1,500 mg/kg, 3,000 mg/kg
% 3% HMEERIKAZS Lc& A, 1,500 mg/kg
ULtn 58T, REESHSCMMER RETE,
REERRREIC X 2 1TRE, —BERIRR AR & AR
KEMICRE L, 1,500 mg/kg 5B 1§55,
RELZEIRHICEREE L TRE LA, HSHR
3,000 mg/kg B ESHCRECHIZ 1 MLA SN, -
feo MBE CEZ 5B OREBRSERDO—BIKETIZ

6315-S 5 #n e L KE N H > H% 1,500 mg/
kg DRART, H 6/10 %, # 2/10 PN RIEMHOMIE
PHLOBRICRZINL22EFBERERLTOTN
BRELE LI, REAOHRTIIILEL THOKEE S -
M FBBEDS ~-MHIBBHITH- S, FERIZ
ABOBREHICLZEREELEL Shic,

RARSDLHMABE L TRHONLEDHORR
3, KELHEEDREHA 6315-S 05 RICBRL <
HEINMBOREIIEBROLIRICLSZ BDTHY,
THRIPKRENFER L & biIcthoBBINEMEABRS THL L
CHONTWAREY ¢, HRBELK CEZREHTYL
HBLTH LN EEFABVWTFNORGBZERICHEW
THIEFCEEMNETRL, MTIEELEERSGL
AL 7, EAkR IS SMMOMER %R L1, R
BIUBEERBCEVLVTRVWINLRERRAREZD SN
Ehotz,

6315-S 3,000 mg/kg ¥ 5HOMIc, TotoLE
v BRI ME & IR TR MR DRI MAA & i,
BREICIIELEBDIEM > 10,

# T3 63155 1,500 mg/kg LI L, MTIILEBS5H
Kb 7 Va3 —-20ET%, ¥¥& LT 3,000 mg/kg
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Photo. 5 . Hemorrhage accompanied by Photo. 7 Thrombosis at injection site

o necrosis of the neighboring cortex of the tail in a rat receiving i. v. 3, 000
in adrenal of a rat receiving i.v. ‘ mg/kg day of 6315-S for | month
, 8,000 mg/kg/day of 6315-S H-E, x100 '

for 1 month. H-E, %20

Photo.8 Foci of granuloma and appearance Photo. 8 Election micrograph of a hepatocyte
of a {Qreign body giant cell from a rat receiving i.v. 3,000
surrounding the heir shaft mg/kg/day of 6315-S for 1 month ;
in the lung from, a control rat receiving the structures are normal. X7, 000

i.v. saline solution for 1 month.
H-E, x100
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Photo. 9 Electron micrograph of a renal
glomerulus from a rat receiving
i.v. 3,000 mg/kg/day of 6315-8
for 1 mouth ; the structures

are normal. X2, 800

‘ ."‘.:

58I GOT, GPT OBEMMAE B2, R
KR SDE(LEB%RS T 5 &5 HEEEHRERE
EHHH, WEOCBHBH I,

RBETIE, 6315—S 3,000 mg/kg #EHTEAR
HEB SN, BROBEELZDTMFHREER
7 VT F = B K UEROMEBENT RIS Z(LES S
hihoto

RO T3, BERASBIFBRERY D EMR
HEREHOMMAS SN, UL, BTRIFRER
DRLBBONI 1, RS OIEHIIRBICH
LTED 4L, TRFRERCEHN S >2DT
Bl 72 0 OIEM BB U AoAt, RN BT/
DML DY, ChoDHERVThLBERLE(L
LY E T,

BEERS LCHEBFHIRETE, FBHOLEERV
THENTE(LIE BEORES L OO EREL
BEARKEFEDLL L, BAEHICRRELEHPLVOT
6315-S DEMARM LA bDEREL OB -1,
6315—S 3,000 mg/kg B SEBHOHTIX, WRICERD
D, BEHM, KEY v BRORD, BIEICLERD
WMMRA SiDT, CORERHETE, EFORML
AMELTVE bDEELZSNE, £7, COBTIE

Photo.10 Electron micrograph of a renal
proximal tubule epithelium
from a rat receiving i.v. 3,000
mg/kg/day of 63158 for 1 month ;
no abnormal structures are visible,

x4, 500

B ic i & MFEAER M Shic i, AROBEMABSIL
DRAIMEREOREE S AL, TOBE BHEREE
R0 HEBEbha, HRBASULBC, EHt
BAK L RGBS BFOMELS SN, 1,500 mg/kg
ULOBSBTRMRBIEICH L CEEEICA SN, L
1> T, 6316-S OARKSIC & b BFBMENDT
MEMRSREATE DL BEb, i LT CEL
1,500 mg/kg {58 TiX, 6315—S 3,000 mg/kg &5
BT 3 BF ISR Y S hic,
PEoT &L, 6315-S 3EMRTHET 3¢ CEZ
KHLUTHOMESHTH D, 1,500 mg/kg YUTO
ARIEBOLEABRVT, HoruhBrEME LD
ot UL, PAARICEVEZEER L]
A< 1,500 mg/kg DRBRTELE LT &2 ERICAN
T, BXEVER%E 750 mg/kg/day L#EE L7
(ﬁﬁﬁmmm:%ﬁﬁﬁﬁﬁ 1%3EIB~SE)
E2 SR 1983 £ 2 A~10

E| [33
ARBREABAVEL VWA ETRUEFRFO
®E W, FEXE, EERR_, kB5RT BERET
2 E FAEK SRR BAMR FLET
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ABEE, MNIXFORRCRMLET,

lism of 7-alkoxycoumarin by microsomal
enzymes and a simple assay procedure for

X L 7-alkoxycoumarin O—dealkylase. Jpn. J.

1) MATUBARA, T.; M. KOIKE, A. TOUCHI, Pharmacol. 33 : 41~56, 1983
Y. TOCHINO & K. SUGENO : Quantitative 3) MEFERFEE KE# W PNIXF : 6316-S D
determination of cytochrome P-450 in T3 — MR RIZ TR, Chemotherapy
rat liver homogenate. Anal. Biochem. 75 : 4) GRORGE,W.L. ; R.D.ROLIFE, V.L.
596~603, 1976 SUTTER & S. M. FINEGOLD : Diarrhea
2) MATUBARA, T.; S.OTUBO, E.YOSIIIHARA and colitis associated with antimicrobial
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k' INTRAVENOUS ACUTE AND SUBACUTE TOXICITY
STUDIES OF 6315-S (FLOMOXEF) IN RATS

YosHiHiro MuraokA, Isao Yatara, HikosHt WATANABE,
SHingt Marsul, Yasuniro NisHise AKIRA NAkANO, Tomoyuki HANAKUSA,
TaxkasHi MarsuBanra, TosHio YosHizakl and YosHio HArapa
Shionogi Research Laboratories, Shionogi & CO., Ltd.

Intravenous acute and one—month subacute toxicity studies of 6315-S (flomoxef), an
oxacephem antibiotic, were carried out in rats. In the acute toxicity study, LD;, values of
6315-S were 7.4 and 8.6g/kg for males and females, respectively. These values were about
2.5 times those of cefazolin (CEZ), a reference compound. Main toxic signs at lethal doses
of 6315-S were exhaustion, ataxia, dyspnea and tono—clonic convulsions, and most deaths
occurred within 30 min after administration. At autopsy, edema and congestion of the lungs
were seen in all dead animals. These toxic signs, course of death and pathological changes
were similar to those found in CEZ-treated rats.

In the subacute toxicity study using dose levels of 750 mg/kg, 1,500 mg/kg and 3,000 mg/kg
of 6315-S and 1,500 mg/kg of CEZ, the 6315—S—treated rats showed transient depression
within 5 min at 1,500 mg/kg and sedation, ptosis and ataxia up to 40 min after 3,000 mg/kg.
Soft stools were seen in rats of all drug—treated groups throughout the dosing period. Mor-
tality was 1/20 for the 1,500 mg/kg group of 6315—-S and 8/20 for the CEZ group.

Cecal enlargement without histological changes was seen in all drug—treated rats. Adrenal
weight increased in the 3,000 mg/kg group and some glands showed cortical hemorrhage and
necrosis. Local irritation at the injection site in the tail was seen in many rats, including
the controls, being more frequent in the 1,500 and 3,000 mg/kg groups of 6315-S and the
CEZ group than in the control group.

These results indicate that in rats 750 mg/kg/day of 6315-S is a non—effect dose from
the toxicological point of view.



