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Oxacephem R{TEYHE 6315-S (Flomoxef) DA X izl 3
BMBLUV 1 AR ERUBHRR

RE W-BRERFK KD L - W
FHHiARAL - MEBART - FIE&IW - HHHKEK
LtERE - FH [E-WREE - FEES
HH RYURK AR

1. B dER

Oxacephem Zii£E¥W 6315-S (Flomoxef) 1,250 mg/kg, 2, 500 mg/kg 45 & % 5, 000 mg/
kg 2 E~ 7 URICIEIMIKRARS L, Cefazolin (CEZ) 4 xREE L TEUBHRREEEL /-,
g, Wett, MEFOFWEMIZCEZICLLLTBETH D, 6315-S OMAwtRii 5,000 mg/kg
TS 3 k¥ (F

2. BEHBHRR

6315-S 250 mg/kg, 500 mg/kg HL U 1,000 mg/kg 4 E— 7RI 1 /1 AMBEBRAZS
L, CEZ 1,000 mg/kg #xtRE L L THABSERREERE L1

1) i, W, REFOPKERMIL, CEZ it L TEETH -1,

2) #E BER BS5LUCEERE LBRRECKRABEBOLIILEZD L, -1,
6315-S DM ME R RIF L AR - REENETL, BHZEICL 2EMERIED S, -
foo MEFHIRE, BHRECHBRNLLE(LEZED M -1, MPFILAFO—L, Y VISR,
FUZU LY FOERA 6315-S k58 & CEZ BREBRTRBICED Sht-, 6315-SEERE L
U CEZ 5 BICFRS LONROEROMMBEGNS SN, REABFORETR, BEEH
OREFLUSNCREICEBL 2 E(LIBONT, FREROELIIFRECERYS D OXYRBE
EHOBETICHT 2 RMUELL RSN, GREROE(LIZ, EMIBBEGEICLSbDE
ERaENI, ULDOERNS 6315-S it RS BRI NT, 6315-S D1 R icE 58
KEHLERIT 250 mg/kg/B &R EI N o

6315-S (Flomoxef : FMOX) i3, #HH&NEHE Table 1 Intravenous acute and subacute
FICBEVTARINIHH LV oxacephem ZHEME T toxicity studies of 6315-S in
H5b. FILEYDT v bicbiF 2 BUERRTIZ, oM beagle dogs
DEVWILENEESATVE' ™, 4E, 1 Xicbit Dose N of dogs
EMRARSIC L ARSI | 7 HEAKBERR Drus w0 [ ate | Fomie
ERELI-OT, REERET 5, . 6815-5 1250 2 1

3 6315-5 2,500 1 2
I. RRMHBLUR X g 6316-S 5.000 2 1

1. EB#ME L UEETERE S CE?Z 1.250 1 2

EREREBES ES b —XEDE -7 LA <= CE?Z 2,600 2 1
S5FHEMW . BUBHRARTIR, £%k8HAK, & | Control — 4 4
S BAtLES A EAHE 8.3~9.8 kg, M 6.9~9.5 ke, BEM E lesis-s 250 . .
BHERRTIE, £%6~7H7A® BS5LEEERE 5 > 6816-5 500 4 4
7.1~9. 4 kg, #f 6.7~9.1 kg DRELHME AL s 3 6315-S 1,000 4 4
(Table 1), o S CEZ 1,000 4 4
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b0 REBEMEON 1 A AN CEIR 281
¢, MM S5E10%, RAEPHFMER 155,/ FHM,
FRS LS 12 MR AHEREINIIHEITR
FUUAMKRN Y — U (Weex D80X H90cm) i @%1ic
WALE®E LA, 1B 1E1ESD 180g DEBEN
(DB,A Vx> # LEEBTR) 24HTR (ABHERR
OHRSHIFHRSE) K54, KA, BlmkNKk
2EBRKERICTERICERS #1,

2. & &

6315—S OMIEEMS, Lot No FOO3NN % & 84
Bic, Lot No FO36NN 3k ¢ FOITNN % 1 » BE &M
BURRICHA W, MEXE L T Cefazolin sodium
(CEZ, HlR&) RV, ERiE (WBTRTR) 28
¥, BAENEARKTHEML, 0.25g (S1f) /ml o
B HR L,

3. BERBIVEEHE

HE5EME, £ POTERERBRER LR L BKA
5L L, DTORRE, MUAHEL T(RYZFP,
7 b=) #HWVWT 5ml/min O:EETES L1,

1) 2SR

6315-S OB RS A% BIRAZSHORSRARE
&h55000me/kg & L, AH 2 TREL 72, 500 mg/
kg HLU 1,250 mg/kg D 3 AIRA®/E LA, CEZ i}
6315-S o HESIUERARICADE T2 HRL L
foo | A 3TN OTL 2 5 BOMMOFIIKE 7213
HwEEMBIRAIC 1 B (4R 9 : 00~11 :00) &L 7.

2) EaksuAR

SHBHRERICHE VT, 6315-S 1, 250 mg/kg &5
THRABD SN 1%, BRESEER L BESRSR
%#1,000mg/kg & L, AH 2 TR L7 500 mg/kgH
LT 250 mg/kg @ 3 %A ®iF . CEZ i3 6315-S
DREFESRIc—F X7 1,000 mg/kg FRE L1,
HBRBCRBHEEAERE, BRARNEE—ART
H554ml/kg 25 L1, BER 4B, S E 58D
B, LitoB S5 &% 1 B 1 BFHT9 ¢ 00~11 : 00),
B2 30 BR, M2 31 HPIRTRMIRMICIRS L1, B
BRI AGTE - EEAELOHIE LT,

4, REHEE

1) —MiReE

—BREOHEZ, M EELTRETE -7, &
EBHRROKEME X, BSEE,S 6 HEAEREL T
MRl

2) & &

SusLRAR T, B58HE 5HEAT | HAL B
5%1,3,6, 0LV 13HERAE LA, ERfEl

BT, SSME 10 AMSS | BBELURS30H
BicRig L7,

3) miERk

BHAIERE L /.

4) BRRE (FausitRR0s)

Fe 5004 6 BAIH & UK S 28 B Bic Preyer BN K
SHo & ATEMMEE 1T - 1o

5) RME (BABHERRDOA)

BEMS 11,10 BB R URS 28,20 HBIC, RV v
b3 27 (SL-2,Kowa) ic L 2 IRMEEITHEV, 20
b R% (Mydrin-P®, S XX £ &EL, BEH
* 3 (RC-2,Kowa) TIREREBLITE -7

6) LRXKRE (HaBUHROS)

BEMIse TR 5 BRIBXURE 24 £/21325 5B
S B, FMNHFNLBX LY 77 7(RMP-
6004, HAXE) ZHWTHAEL . LM OREB
B, EELTEIFROBREL»SRIEL o

T) MBERE

AMEBHRRTE, BE558MBX] HEL &5
#1,6BLU1388K, HasuRKR T, &S
BAKE 3 AR, 5 1THLU 20 BEHICAHTEBIRED
®RIMML, KROKHK, ~Er/o & A<Tb2Uv b
i, FHFRNREFR (MCV), EyRlxmeERE
(MCH), ®¥7/ Mk meEXiRE (MCHC), 5 Mk
(L1 L 7 HH Coulter Counter Model—-S), B MMEK 4} i
(GIEMSA #efa), M/MR$ (Coulter Counter Model-
ZB), 2Mm&E®AH (LEE-WHITE &), 7o bo B
B8 (Clotek®, Hyland) 2% L 7:, BRAKEERR
Tk, @3Hc, @IRAFMBKE (BRECHER &) & & Uk
MRG58 (PARPART &k, 58k 6 B AT,
BE5 11 BLU 238 BICKRE) 21T/ -1,

8) BHRE (FauBtiRos)

HRHFICHET~OBE/EL, T0—8BERAVT
EMEREEEEAE (b—<HER) L, doicR
D REkA% (EB L, MAY-GRUNWALD, GIEMSA
HiRemAML, M50 @WE /031,000 @ic>VWT
NWEFTIE -1,

9) MidE{LERE

SRR TIE, BREMES BATEL O BAl, &
Ei%1, 6L 13HHIC, HapgHgRcl, &
Epaet 3 (A, #51TBL U020 BEIC, AR (&
HBEFER) H2VIERRK (AEUESHERR) X0
MU T~ CERMMEc>\WT, FTiEoHEBI-
WTRELe /VI—X (NI —=RFF v ¥—F
E).REAE(EY Ly M), TALT I (BCG ),
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RRERX (UTEFNE/ AFVLRE), 2VT7F=v
(JAFFE &), R ') )l £ (JENDRASSIK~-GROF %),
GPT (UV ), GOT (UV i%), ALP (BESSEY-
LOWRY #&), LDH (UV &), BaVvX5Fo—- /L
(LIEBERMANN-BURCHARD &) # & U'#i{t# (¥
7 BB kiRiE) O 1239Hid, Technicon Auto
Analyzer, SMA PLUS MICRO system T, Na, K,
CaB&U Mg BRFBRAEETHELA. EMIEBHE
BERTE, @nic, Fe INFBRAERE), V VK
(Phospholipids B-Test, Wako) #&U'hY) 71U+t
F(PEFALTE V&) 2REL, &5i, BLAK
RiLTHR-MBISOWT, NT LTy (FqRY
RIkbik) ZRIE L7,

10) R#E

SHBUERRTI, B5%1BXUTHEIK, Bl
BHRR T3, RS54 BN, /5 156X 2588
12,16 BMIR £ A\, pH GRS, WiEAR), LB(F +
Eoy +®, 7u%), BAK 7FKo8# 7 btk
ULty #fisLUvalty /-4 (LLE6HE,
Multistix® [, Ames)2R&E L1, BaSHHRT
3, @/CHE (Multistix®SG, Ames) bRE L7

11) KA (ERUBHABRDOS)

LR ICHFBO—8 (RRLEEL XUANEE) 28
WML, ®EAR (EY Ly bE). GOT, GPT (BlLE2
HE UV &), #albR7Fo— ) (ZAK-HENLY &d
k), V) UlEWR (BXK{L, VUV TITFORE), b
V7YY K(TEFATEMVE), FE70—L4LP-
450 SR, TLIFV =) UBRTILVFMLBERIE
HDBLUTATE FBRKRRREHS 2MEL . &
B, BEAZIMEDHET—T0CICTREL,

12) REFEOMBFRERE (E2BHERRDS)

REFRE0B8H, 1I6BEBLU 28 HEOES® 1 6%
M, 6B¥Md KO 24 B tkicPRIM L M A 5IMEL 7o
Escherichia coli 7437 %8 E® & ¥ % band—culture
#:T6315-S & U CEZ DM MEME LTS~ -

13) BEERS LUCREHREORE

BRA TS, RV F3LEY — L (Somnopenthyl®,
Pitman Moore) BT T, HRRL O BMEEXIET
BHIL, NIRMEEROK, SMEBHRRTIZOR B,
W M. BeN. MM, E2MBHERTINERD
i, BUlR. BEBE. I, PR (BIPRBREST).
B, TEG, BE, AR PR, FE TR BB
OEREREL 7o

$1, CNODBEICMAT, LT OMBERBL 2,
SHEHEELR - KRR Bt 315, PR R, TEE,

Wmat, wiszee, M, FE, BITKH W, +_fE8, 3
W G, 4408 MEEE V0 (SR, BN, ¥
HOERERBL, RELAE L HOAHE, WS, BK),
LBRHE WG YR RSHF., EREBERR
&M W +ZiEM8 2=, G, AW B Y
1 (A5, ARAIBR), AW, KRR (S8, W), MR
®. BN B, AN (B8 W BE), LReg,
naeE, nR e 5B

RELASBE - A, 105 PusEitL<) gt
BELA (P20, BRIZIKTIAVI—-ATAFEF.
2.5%%k M=) VRABTEE). WEICHW/AL5T4
IR, N b ¥y AT U RBBEEL,
S B#ici2 KLUVER-BARRERA 45, VAN GIESON
%y, VON KOSSA %:fts, MALLORY—Azan %+ &6
ALTABRBICHNEL, £7-, BRESHEERTH,
BEROMBEZ 2HAOFRMENBEIS LY —ATATEF
EEH ARXIVLMTEREREL, WEic#-> T epok
L, BAYKFEY5 ) - R_EREL, BB
HwEL.,

14) g0y (BB ROSH)

ERERLHRBOFEEEDEORTEICR, 2T
ZEABMOREZTRV, FABMEBRIRAIIhBL
% (2 COCIHIRAN-COX DR EA4TE\, EHIhAW
& %3 STUDENT D t REZTE > 7%,

I. % % & &

1. 2HBHAR

1) —MkeE

H{EMMD, 6315-S 2B 5BICETCHMIS ol
720 6315-S D5 hH L UHESEKIC, 1,250 mg/keg
Do SBicEEORE BEKAH, 2,500 mg/kg BLE
DESBICHRNIIBHNE D S5t 6315-S 5,000
mg/kg 5B TIR, {EDICLPAAEERL, 1/3H1
AREMR 2R L7, 58 THRIZ, hooiEikRE
MK L, SR E THONMBILEZRELEN T,

CEZ #5# Tk, 50 X UHEHEKC 1, 250 mg/
kg UL 58ic 6315-S 5 BIcH L TEHLHE
& REEEZYD, 2FICHAROREHAEH, 2, 50
mg/kg 5B DO2/3oHMicizOROMEERL,
Cho 2 IR ESRTRIC 30~40 SRR T AR
cHBEEORRERL, HERTRSHEHIC I AKE
Tl 8DEAID1HTH, #HS5KTHEH 1 KM
HISEERBDIN, ThLIRIIEIREEE CHOMEL
EBREUMN 12, '

2) E, HEE MHEFIKRE



229

CHEMOTHERAPY

VOL. 35 S—1

saduwy (v
(@3wsop 133w sajnurw gy) o Lep uo paip Jop auQ e
y8-6L 98 -08 908-631 g-1 SyY-3y 85-L¥ 9 -V vé -98 62v-0'1Fy 8FI-0FPI L8'9-919 o2 00sz | 23D
6L-FL S8 -08 6L3-8%81 ¥-1 68-08 8G-¥S 8 -9 rgr-rit Z9v-S'1y  ESI-0FPI  19°9-9I'9 g 052’1 ZdD0
28-VL 06 -08 ¥63-LS2 8-0 8r-98g ss- 1y 81-24 oO¥I-2L6 Shv-62F 8BYI-¥YPI 99°9-889 4 000'S | S-9189
r-gL 06 -S%8 rre-vezg 9-0 3s-18 95-82 02-21 g21-001 88Y-VOFP B¥I-PEI 1.°9-36°C 4 0052 | S-5189
re-9L g6 -06 gL3-¥02 S-1 8Y-9y Ly-68 Zr-v 121-901 S9rP-1ey  ®GI-Z¥1  11'9-66 g 0S2°1 | S-9189
edwsop 1031)w sdup g
re S8 292-871 5-8 68-88 2s gI-¥ L6 -8 08y Y0¥ EPI-F¥ELl L8'9-009 2 00sz | 230
08-¢£L <8 L61-gLl 5-3 ry-28 09-S¥ L -8 Lyi-¢21 6SP-6FF  PSI- 6¥1 SL°9-L99 € 0sz't 230
TL-VL S01-06 ZL2-¢61 S-0 38-82 89-9¢9 ge1-9 Ivi-g11 6vr-0eP  6E¥I-LYI S8'9-089 e 000'S | S-9189
SL-3L S01-9%8 ree-1322 -y 18-12 95-8S g1-3 SrI-¥Ol  LpP-TLIV  8PI-L2B1 11.9-86C € 00S'c | S-9189
re-LL S01-0% 053-091 g-1 88-08 LS-¥S bPI-g 981-26 SIb-yiy  VSI-LBT ¥L9-109 € 0S2°1 | S-5189
?3wsop 13j3je sfep g
-5t 06 -08 262-6¢1 1 68-63 09-¥S 01-9 rir-gs gIv-268 GEI-Z€1 21'9-36'¢ 3 0052 230
6L-TL 001-58 0ez-031 -3 y8-08 ¥9-69 L -3 rer-911 gyy-o0v lvi-gel 15'9-98'S e 0821 2490
08-5L g6 -S8 68Z-202 9-1 Is-8¢g LS-8Y 0r-9g 121 96 gYy-12¥y  2S1-8¥1  8¥'9-829 8 000's | S-9189
-1l 001-06 922-802 v-1 yy-se 8S-1¥ e1-8 w.w~nod— Lyy-T1y  ZG1-9B1 68'9-96'S e 008z | S-S189
os-v. S01-06 982-271 -0 yy-98 28-09 g1-8 grr-got 99¥-S'Iy  SGI-LE1 8L'9-16°C 1} 0921 [ S-9189
adwsop 131)J%w  Awp |
LL-9L S01-06 o1e-€91 s-0 0S-23r 95 -8¥ S -2 grr-o08 SPP-TI¥P  ZGI-681 699-819 g 0082 | 230
08-vL S6 -06 §e3-I'l1 v-2 05-68 SS-0¥ 8 -7 ge1-vol LSY-T8V  LSI-8PI  1.°9-8¥9 € 0821 Z990
os-Vv. S8 -08 $92-582 -2 Ly-eg ¥S-Lb 14 LASERA ] SYY-T1y  VSI-U'VI  18°9-96'S 14 000'S | S-9189
SL-¥L S6 -8 e€rz-08l g0 15 »e L9-68 2 4 I'vi 18 r9r 80y LS1-981 6L9-68'C 1 00s'2 | S-S189
gL-2L 06 -08 122-221 -3 8v-28 09-2¥% L1-8 g81- 901 ZLY-<1v  Z91-8%1 86'9-30'9 8 0S2'1 | S-9189
98uwsop o0Jojoq Asp |
08-9L g6 -06 g61-191 9-1 1v-68 LS-6¥ 0r-2 821-86 g8y-LI¥ £91-0%l L6°9-839 € 002 | 24D
6L-1L 00§-06 g98-98 9-2 8¥-g8 85-2V 6 -¥ Tvi-801 ZLY-TO0V  LSI-VEl 16'9-66'S 8 0821 230
£8-YL g6 -06 922-991 8-1 ay-v8 ¥S-8V AR 4 Le1-uot g9y-88¥ Z91-6¥1 02'L-289 e 000’ | S-9189
r-r. 06 ~98 L'Lg-502 s-1 68-18 29-98 12-9 091-801 69P-8er €91-2¥I 63°L-V8'9 e 005z | S-S189
08-vL 001-98 902-8L1 -0 8r-o08 99-6¥% v -1 181 901 L0S-19F 021 ST ,68°L-89'9 e 0821 | S-S189
98vwsop oirjaq sdwp g
?uu.w.: (uyar) ( gww/ 0T x) n T N q ( guw/ o1 x) (%) (p/3)  (quwyorx) |edop| (3y/3w) snag
urquosyios g swp Mmoo wpRINd (%) [vuaL1a))ip OgA fol: 111 m qq ogy jo ™ euoq

s3op o18waq ur §—GIE9 Jo Apnjs £JOIX0] JNOB Ul UOTBUIWIBXA [Bot8o1018wal] Z aiqe],




MAY 1987

CHEMOTHERAPY

230

(o¥vsop s1a7)v sajnuiw gy ) o Kwp uo parp Jop eUQ

Suipuyy pejworpur syy yitm edop Jo W (q

moyjak yerppes : xy

‘mop[ef :

X :

10000 (v

uIqnIT{Iq PuU S91pP0oq Su0yIY Ws0dN[3 Ul pUNO) 913m €31008 [VWIOuqQV ON

[} [] o0 000 TOTI|OTTI1|0OO[OOTI 0 2 0 0 2 o 0082 | Z2d 0O

] [] 020 6008 0O0C|0T1 3, 000f00O0O0 0 8 0o 1 2 [ 08212 a 90

0 [] [ I | 000l 1 11012/ 0000072 0 € 0 o0 ¢ g 000's | S-S1€9

0 0 011 000f{210|/021/000|/00ZS3 |0 8 0 o0 ¢ e 0092 | S~-S1€9

(] 0 102 coofg800j0O0OGEC|OOO|OOCZ]| O € 1 0 2 2 0921 | S-S189
ueyywIyeTUlWpPS I3})w swp )

0 0 0060 6o0o0/2300j008B|0O0TI|OOT|[O 2 0o 1 1 2 0082 | 2 d 0O

0 0 000 ootjeoojooelooojrirofo 8 0 2z 1 3 0sg'1{ Z 90

0 0 [ go00{2310j0O0GCB[2O0T1|T 10|21 2 1 0 8 000'S | S-S18E9

(] 0 000 oot 2o00/00¢e tTO0jOOO|O0OTCE]|2Z 1T 0O £ 0082 | S-S1E9

0 0 001 oo/ 1 T1TI|OOEG|lOOTI|jOOOI {0 € 0 2! e 092’y | S-S1e9
uoryesjsunIps 1375w Lwp |

22ussa1d omeard | S+ F O ISH+E FOH+ F[>H+ FI>H+ F|[>H+ F |9 X [>88-1 2>

1%%0 S“ﬁ“u woapdy | ogH | OdM uadou( pooiq $2op | (Bv/e) niq

—mgoap| uaag | ¥RI0Id |wf0I°D ud Jo wy asoQq
jusmiIpag
s3op afdeaq ur §—GIEY9 jJo £pnis AJOIX0} INOEB Ul UOIjBUIWEXd AIBULI)) § 3[qy]

CEZ 1,250 mg/kg 5B ic bBvont, 578K

hE EER NAFOREBE (Table 2) Ik
BEICEBALEEZ ONIEERBDLE N7

DRETRL2FICREEBHUM -7 (Table 3 )

4) MkE{LFRE

3) Rie#&

5% 1 AHORE T 6315-S 1,250 mg/kg L LD
BERICHBMRGA, 2,500 mg/kg Ll EDBSBOR

6315-S #EHTRVTINORAH T b M4 (LER

BEICELLRBD U1, CEZ 5B TRESHK]
kU6 HEORAET GPT DB T 4201 NR, &5

13 B3 2 FEE L7 (Table 4 ),

RIMFKH, EhEFhZZAREKEQICEESQ
fo IR IGIE CEZ 2,500 mg/kg, bR ik il 7k M B i3

-
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232 CHEMOTHERAPY MAY 1987
Table 5 .Summary of general conditions in beagle -dogs a,dmlmstered
6315-S intravenously ‘for one month
Treatment | Control: 6816 —. 8 i CEZ
0 . » i i "
Findings Daily dowe 2607g/%g 500 1g/4g 1,000 %/% 1,000 ng /ig
No of dqp 8 8 8 8 8
Day 0 to 10
Vomiting L L@ L®, M@, HQO) L3, M), H1) Hi®
Salivation — —_ — M(1) LQ), 1KY
Defecalion L - - L My, HO)
Dey 11 to 20
Vomiting . L) L6}, M) LG, M2 M3, H(5)
Salivation — — == = L. HO
Defecation — — — — M(3), H(s)
Diy 21 to 80
Vomiting - - L), M1 e M(3), HG)
Salivation — — . — 118
Defecation — — —_ — M(1). He)

» Findings appeared during or immediately after (within 80 minutes) drug infusion.

L ! single instanca M !

lasted for 2-4 days,
)

¢ No of dogs with the findings

Photo. 1 -

Hemosiderin deposition in
lamina propria of the urinary
. bladder in a male dog receiving
single injection of 5. 000 mg/kg
of 6315-5

Berlin blue stain “X200

5) BEERD X OREHEGFENFRR

Wrfl, £ EbICREER, HRBSARARICR
kBB ICRET 3 EBEDbhAELEAD L, -1
FEMSEHRE T, 6315-S 5,000 mg/ke #5
Bo /3 foBEEEERc, BllENEITY Vit
#4397 (Photo. 1 )o CEZ 2,500 mg/kg H5 8D
FEfic, BMRKEERIC/NIIEZEDR, TORMIC

H : lasted for more than 5 days

RIEREICER L2 EEL SN BE(ERDIN - 12
2. BHaHHHRR

1) —#ikE

WM LA AMOBERSICHE L.
6315-S D5 & U5 % 30 ALIRICEHRS

BN, EOHERRREKFETS >, RF108H

PIM &R E bW LI, e s Big L, 1,000 mg/
kg S BO/SNMICHRAICBH SN/ FFTH-
t2o —%. CEZ #5H T3, 2HMEE el &
B, BEELEWUTH o BICHERBSERN ML
HICRE-THLL LD, BE5HE 10 28 LS Hi
Atk bE» S (Table 5),

Lﬁﬂﬂk,&ﬁ&%k%ﬂbftﬂhh%%u#ﬂ
TR SHIID - Fo

2) ik &

R4 E L THRE, REZSHO EnflicbnT
bHON L EEOEEIEYD lalh.fub\o f' (Fig.1)o

3) 1HeHE

RARESIC LA BEROET X, WRH, REREH
D EDHI BB S NIE- Foo

4) BERBESIUVRRE

Preyer EARBIC L 2HERETIE, 2FICATR
BBtk Eh, RY v b5 YT BECREN
AT & BRES L CHEMREICHVT, REKFE
H Lk BbNBELZED Shigh -,
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Fig. | Body weight changes in beagle dogs administered
6315-S intravenously for one month
)
9~
Male
/
|
———
x_:?gél 4
8} 2/-——;1
o Oontrol (waline)
e 6816—8 260m/ K¢
T+ ®68156—8 500w/
A 6815—81000m/%¢
a URZ 1000w/
1
ol .
9~
Female
’ ——A—— %2
A A ° A ]
S ——
27. a—n
e- .
40
J L Before R Dosago period .,
" s T 1
oL A L '\ 1 1 J
=10 -3 [] 1 18 25 30
Period in days
5) LEHRE

6315-S /12 CEZ #5410 X 2 L BRIKEHA~ DR
BB OoNIEA -1, LivL, CEZ 1§58 Tl &
B ARE/1325 BEOREICEWT, HREE
DRICZ R - 7%, BEFHEICE L TREDQLHEE
BWONBHSht: (Table 6, 7)o

8) MmisFeRe
RSEBROTHBEICE W TEENEHRE LRI 25
{LRBBD Shsm-7: (Table 8 ~11), EHICIZES
ML otBRicBWT, #5520 HHORE T 6315-8
1,000 mg/kg &5 Bt | PlicEEO KM DR
(4.77x10°/mm?), 6315-S 500 mg/kg # X T 1,000
mg/kg HEHBHEE | HlICIVMREDOER (3.5~6.5

x10*/mm?*), 6315-S 500 mg/kg &5 BfMfES 1 #1
BLU 1,000 mg/kg # 58 | ), CEZ 5841 2 )
DLMBEEIFMOBREEE (13~1549)), CEZ 58
1 FlicamER DM (18. 7X10*/mm?) %21,
%7, k5223 HEBOFRMEKBEHERRICH VT CEZ
BEBOME 1 flic, BMERODTMIBETHAEHSH
2o

7) BMRE

2REBH ISV TARNEHREE 8L 5Lz
oniim -7 (Table 12), EB)icH % &, CEZ 58
D1 PR MIF RO EHMIc L 2 M/E Ko & (&
(7.84) M@ ontc, COMEIZ, BHOHEBEHR
BICHWT OB RMEOEMER L 7,
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Table 8 ECG (lead I) in male beagle dogs administered 6315-8
intravenously for one month
Drug Dose |No of| Heart rn.to PQ QRS Qr
(ng/kg)| dogs | (beats/min) | (m sec) (m sec) (m sec)
6 or b days before dosage
Control | — 4 128.86+11.8%( 99.9479 88.410.6 1889+ 8.2
6816-S | 260 | 4 1886+17.1 96.0+4.6 88.410.8 179.8+ 88
6315-S | 500 | 4 1561.9+ 9.8 964128 87.040.8 1703+ 2.8
6816-S (1000 4 1187+ 80 |1027+86.2 86.9+1.4 180.74 638
CEZ 1000 4 186.8+ 6.8 98.714.6 86.6 1.8 176.6+ 4.9
Day 24 or 25 of dosage period
Control | — 4 127.1+124 |100.9%7.8 88.610.5 178.9+ 8.6
6316-S | 260 | 4 140.91+16.8 97.0+£7.9 87.710.6 176.6+ 8.3
63156-S | 6500 4 188.4% 5.8 99.91+8.7 36.610.4 1689+ 82
6815-S {1000 4 111.6+102 [106.1%6.7 86.6+1.6 | 179.9+104
CEZ 1000 4 116.9% 4.7*|100.2%3.6 36.610.8 176.8+ 8.9
a) Mean £S. E. ’
Statistically significant against the values before dosage, * P<0.05

Table 7 ECG (lead II) in female beagle dogs administered 6315—S
intravenously for one month
Drug Dose |Na of | Heart ra'te PQ QRS QT
(m¢/kg)| dogs | (beats/min) | (m sec) (m sec) (m sec)
6 or 6 days before dosage
Control | — 4 143.3413.8Y(86.7+24 36.81+0.6 178.8+6.5
6315-S| 250 4 143.21+ 88 |87.9+33 86.711.6 1749138
6315-S| 500 4 151.1+ 6.3 |96.314.0 36.41+1.8 166.6+3.4
6315-S| 1000 4 146.01+12.9 |87.615.7 379109 171.245.2
CEZ 1000 4 142.8+14.9 |87.81+4.0 37.9+0.7 168.8+5.2
Day 24 or 25 of dosage period
Control | — 4 184.7+12.7 |85.3%23 37.311.0 175.21+6.8
6315-S 250 4 151.3+ 89 |84.6t23 36.3+t1.4 167.2115
6315—-S| 500 4 14881+ 7.9 [923+38 36.8+1.8 158.51+33
6315-S]1000 4 12691105 |90.2+47.1 87.9+1.0 171.811.0
CEZ 1,000 4 116.3+ 9.4 |97.8%21 37.6+0.7 172.7+5.8

a) Mean%S. E.

8) MEE(LFKRE

6315-S £} 5H®IcHEW\WT, ILVRFO—I,
BBLUM) 7YY Folmh, #5175 0029H
Bz hhbnlA, BRI CEZ B E5HBTHIE
Hont, £, 6315-SHESHRTHNT Mo DA
REFHEOZTVWELYEEE 1THEIED S, 29
BRI ERDOKEHZTR L, 1,000 mg/kg 5B T
ErijEicE@ L7/, CEZR58T #51TEEBLV

g

20 HBIC GPT {#i¥ & L7 (Table 13, 14),

9) RR#E

#5225 AHOREICE VT, 6315-S 500 mg/ke,
1,000 mg/kg £ £ U CEZ 5B ic b\ T, Rib#dr
MBROARMENE % M 1 Flic@BHohiidd, Bodk

ElLiZBH S NIih -7 (Table 15, 16),

10) FFRRR 5 D53 #r
6315-S #5H T3, FREBECERYDOF b0~
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Hematological examination in male beagle dogs administered 6315—S intravenously for one month
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vOL. 35 S—1 CHEMOTHERAPY 237
Table 10 Osmotic fragility in male beagle dogs administered
6315-S intravenously for one month
Dose |Na of % hemolysed
Drug \ewme) [doge Nacl (%)
090 055 050 046 040 086 080
6 days before dosage
Control| — 4 0.00iO.W 0.5010.29 8.76+1.89 45626+ 0.08 8475+ 4.61 98.50%1.26 100.0010.00
6315-S| 250 4 0.00+0.00 1.0010.71 12.261+:6.562 61.76+18.06 8676+12.60 98.60+1.71 100.00+0.00
6815-S| 500 4 0.00+0.00 1.00+0.41 14001811 68.76% 8.71 97.60% 1.19 101.60+1.26 100.00%0.00
6815-5| 1000 4 0.00+0.00 0.7610.25 10.0048.24 46.00% 9.94 80.76%+ 6.50 ©9.2510.48 100.00+0.00
CEZ | 1000 4 0.00+0.00 1.2610.76 18.50+6.24 5825+18.20 9276+ 8,17 9876+1.60 100.0010.00
Day 11 of dosage period
Control| — 4 0.00+0.00 1.5010.65 18.2614.81 62001 628 99.26+ 1.49 100.00+1.08 100.0010.00
6315-S| 250 4 0.00+0.00 2.261.11 24.601+90.67 62.60+16.75 88.75110.81 87.26+1.49 100.0010.00
6315-S| 600 4 0.001+0.00 1.76510.48 16.26+8.09 6275+ 7.68 956.26+ 864 102.00+1.08 100.00+0.00
6315-5[1000 4 0.0010.00 0.00£0.00 0.261+278 47.76%+ 828 91.26+ 809 97.60%+1.71 100.0010.00
CEZ | 1000 4 0.00:£0.00 1.5010.87 18251651 6226+ 9.58 9860+ 2.66 98.00+2.04 100.00%0.00
Doy 23 of dosage period
Controt| — 4 0.00 +0.00 2261111 21.75%+8.80 65.00%+ 6.70 97.256% 1.60 102.601+0.66 100.00+0.00
6315-S| 250 4 0.00+0.00 8.00t1.22 22.60+7.82 6526+17.40 89.76%+ 888 99.001+1.22°100.00+0.00
6315-S| 500 '} 0.00+0.00 1.751+0.85 17.25+4.66 60761+ 9.70 92.00+ 3.49 100.50%1.26 100.001+0.00
6315-5( 1,000 4 0.00+0.00 1.00+0.41 11.25+8.50 53.75+10.567 94.25%+ 4.01 99.0010.41**100.00+0.00
CEZ | 1,000 4 0.00+0.00 7.601+8.97 31.00+844 7026+ 9.28 9850+ 828 (01.25%+1.11 100.001+0.00
a) MeantS. E
Statistically significant sgainst control, =» P<0.05, * P<0.01
Table 11 Osmotic fragility in female beagle dogs administered
6315—S intravenously for one month
Dose [No of % hemolysed
Drug /00| doge Nacl (%)
090 055 050 045 040 035 030
6 days before dosage
Control| — 4 0.00+0.00"” 0.765+0.48 1350+4.27 5450+10.63 96001870 100.0011.41 100.0010.00
6315-§| 250 4 0.00+0.00 0.75+0.25 12001842 5200+ 9.76 90.761+8.07 98.25+1.08 100.00£0.00
6315-S| 500 4 0.0010.00 0.25+0.25 10.75+5.76 40.75+12.08 91.26+4.77 96.00:1.47 100.001+0.00
6315-5(1,000 4 0.00+0.00 0.50+0.29 11.00+3.81 53751+ 9.66 94.60+4.44 99.751+0.85 100.0010.00
CEZ [1000 4 0.00+0.00 0.7510.48 10.25+266 55001 864 96.76+2.46 100.251+0.68 100.00+0.00
Day 11 of dosage period
Control | — 4 0.00+0.00 1.50+0.50 17.560+6.02 61.501+10.62 9325+269 101.76+1.08 100.0010.00
6315-S| 250 4 0.00+0.00 1.25+0.48 16.004+4.68 57.75+ 7.60 96.001+268 97.001+1.73 100.00+0.00
6316-S| 6500 4 0.00+0.00 0.56010.87 11.75+6.43 47.50%+ 655 92.25+1.65 99.26+1.38 100.00+0.00
6815-S{ 1,000 4 0.0010.00 0.75+0.85 13.0015.46 5600+ 9.81 92254304 99.001+1.08 100.00+0.00
CEZ |1.000 | 4 0001000 200+1.08 21.25+6.41 67.75% 9.46 96.75%+1.08 98.50+0.66* 100.0010.00
Day 23 of dosage period
Control| — ] 0.00+0.00 1.50+1.19 17.50+4.97 6050+ 499 9825+229 9826+1.11 100.00+0.00
6315-S| 250 4 0.00+0.00 1.501+0.87 1425+4.87 5400+ 601 8825+1.49 98.001+2.04 100.0010.00
6315-S| 500 4 0.001+0.00 1.50£1.50 11.25+592 5025+ 898 92.00+3.79 98751198 100.00+0.00
6315-S| 1000 | 4 0.0010.00 1.76+1.08 16.50+6.64 59.50+11.62 95.50+3.80 98.50+287 100.00+0.00
CEZ 1,000 | 4 0.00+0.00 4.26+1.25 25.75+6.47 6225+ 563 9000%+227 99.00+1.78 100.0010.00
o) Mean£S. E
Statistically significant against control, »P<0.05
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Table 15 Urinary examination in male beagle dogs administered
6315—-S intravenously for one month
Dose | Mo of | Specific Protein|Olucose | Keton | pyjjpypin [ Occult |Urabili- Sediment

Drug | (m/kg) | dogs | gravity | PB hodies blood | nogen | wpe | ppc | Epltheliwn
t +e<| 2 8 g g 2 | £ ++<€|2 ++< |t +g] 2 +4<

4 days hefore dosage
Controt | — . i},;ggfa ol 200 o 0 0 o [s10|180 000|800
sa15-5 | 250 | 4 | 40988 (L83 100 o 0 0 o |[810f1 11 {00101
sa5-s | 600 | 4 | 40008 | 83200 o 0 0 o 810|801 (00810
6a16-5 | 1000 | 4 | 40027 | 101800 o 0 0 o {400 202 000|400
cEz | 1000 | 4 _ﬂ‘,g:g sobl1oo| o 0 0 o |[s810f1 12 oo 400

Day 15 of dosage period
Control | — PRI -+ I B BRI ) 0 0 o |8 toft1o0o |oof100
s315-5 | 250 | 4 | 4408 4 Tll2 10| o 0 0 o 400|040 (00400
6315-5 | 500 | 4 | po008 |55 |8 10| o 0 0 o |400|los1 oo |[B8o0o0
6a15-5 | 1000 | 4 | 45000 L8321 0| 0 0 0 0 |400fo1 3 foo|a1o
cez 1000 | a4 | 40028 | 8T la 10| o 0 0 o [400fo21 {00210

Day 25 of dosage period
‘Control| — 4| 400 |agila0o0] o 0 0 o [810f120 |00 [800
sats-s | 250 | 4 | L A0% | %€l 400 o 0 0 o |s10fso1 |oofz21o0
ga1s-s | 500 | 4 | 44088 1 5% 400 o 0 0 o |[sa1ofl102 |oo|z210
6815-5 | 1000 | 4 | 40020 | 521 a00| o 0 0 o [400l202 |oo |00 s
cez |1000 | 4 | L4028 | 8%l 400 o 0 0 o |400fs10 foo0f200

Abnormal crystals and casts were not found in the sed
2) MeanS. E
b) No. of dogs with the indicated finding

LP—450, T— A bF v o<y VIRAFIEBERB LT
T=-7ud*sr2y Vo ENLBERE-OBE(E
THERKEEZEZ b->TH LN, BTEARSOHEE
THHENICEETH -, CEZ BT, RIZRKED
LitRsohtcidd, T- hFo <y VBT F L
BR low Km 77 & FB/AZBERS LU GPT 0iE
BETHB» Shi: (Table17),

11) i cimeE

6315-S 5 L' CEZ 5B 0B 59H, 16 LT 28
HEHOEREZS B OMFHRE, WThbRIFLH
E-REERETR L, WTho#b, MRPREDCE
RS S, %5 24 BR%ICIE, REBRL
TOME &78 572 (Table 18),

iment of sll dogs.

12) BEEK

6315-S BEBRICHEVWTHREKEROH 2FBERD
A oht:, ERER LML A, FARKERE
TBARTH - 7o CEZ B5BIC bRAKDOHELS S SN,
EHILHETREROHM LIS Shic (Table 19, 20),

13) HRREFRERAT b L OCREBMAFARE

HMEFOWRAT R TIE, TXTORESHICRERSIC
PRI 2L EBEONEASMITIBBD SONIEA - 1,

Mg, YR LAV 2R ORERFICET
WM & BB D RIE MR IGAED Shic (Photo. 2 ),
Cofts, —HOFICORO REMS WIS (6315-S
500 mg/kg & 5B | 41, 1, 000 mg/kg 5B 1 H))
B L UAKIL (6315-S 1, 000 mg/kg ¥ 5 REME 1 41
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Table 18 Urinary examination in female beagle dogs administered
6315-S intravenously for one month
Sediment
: Keton Oceult| Urobili-|
Drug Dose No of | Specific pH Proteln{Glucone bodies Bilirubin blood | nogen WBG 250 ot
(mg/kg) | dogs | gravity Epi thel ium
: Hd tg s tg £S5 | 2 +e<|2 +4< | £4< | £ 4 4<
4 dnys hefore dosnge
o L3
Control| — TR v I S A 0 0 [] o |310flozz2z|o0ofz10
6816-5 | 250 | gho | 88100 0 0 0 0o |[220|lo18]|00 {810
6815-5 | 6500 TR ¢4 S 0 0 0 o |[s1o0fl112]|]00 |21
68156-5 | 1000 4 | 4a0e8 | M0l oo0o ) 0 0 o0 [s10fjoo4]oo0o )1z
CEZ | 1000 TR v PR S IR 0 0 0 o |[s1o0fltoz]|o00 210
Day 15 of dosage period
Control| — 1 i(‘,ggg o8l 200 0 0 0 o Ja4oojooafoo 110
6315-S | 250 q ﬂ‘,'gg; sodf 1o 0 0 0 0 [¢o0o0floos|oo {120
6315-5 | 500 | 4 | L3080 ) 84l 400 o 0 0 o |[810fotz|oo0]z10
6315-5 | 1.000 P I ¢ &+ - B 0 0 0 o [400floos8 00 102
CEZ | 1.000 TR I v+ ig.g 200 0 0 0 0o |400for12f{oo0o 210
Day 25 of donage period
Coutrol| — 4 i(‘,~g§g ig:; 200 0 0 ) 0o f220[{004 |00 220
6315-5 | 250 4 i",jggg ool 800 0 0 0 o [3t1o0f108loo0 301
6315-S | 500 o | Lo08 ig.;‘; 300 0 0 0 0 [400f{toz|1o]fs10
6315-5S | 1000 4 i},'%% el 400 0 0 0 0 [400{0o0d4 |10 ]|400
CEZ | 1000 4 i(’,-ggg ig.? 200 0 0 0 o |4 00]o1sj10|[s10
Abunormal crystols and casts were not found in the sediment of all dogs.
a) Mean*S. E
b) No of dogs with the indicated finding
Photo. 3) #%, %7, KEBE D REMKIE (6315-S L. 25 20 REABERE, | #MiclR, 2 500

1,000 mg/kg X 5B MELER | 1, CEZ 5850 1 &)
Photo. 4 ) #$&% Sht: (Table21),

Pk s SROEHBEE T2, 6315-S 1,000 mg/kg
BE#B LU CEZIZREBIcHVT, MBRBICMLTE
D& BEALZBD SNIEH -1,

o % =
1. ZHEMER
6315-S 1, 250 mg/kg, 2, 500 mg/kg 5 L T 5, 000
mg/kg % | BIHIRAKE L& 25, f5hH 503
BREEKICHE BREDIEZH, 2 500 mg/kg LI ETHE
EASA 547z, 5,000 mg/kg R E5BD 3 FLFHHER

mg/kg HEFHO—HBic b RBMBHRIGEEH, 8
BEFREICL D MROFR T, BREEDSOHMm
L5 bDEBbhlk, BUMIILL, BE5%2MFTO
BRTIFELEBD N1,

xR CEZ 1, 250 mg/kg# L Tf 2,500 mgrkg Tb
B LA A% 6315-S 58 icH L TERicEDE
M, & 512 2,500 mg/kg 58D 2/3 Blic, JIM@.HM
BREZEZH, 55 1 FINTEE L,

B8k 787 Ri3fhD oxacephem HH LT cephem 3{"
DHERE A LICKBBRAFS L BEIcE {50
BEATHD ™'Y, 6315-S #H5ic & 2K ERHMFE
Avonlih-t, X
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Hemorrhage and hyperplasia of
‘the ‘connective tissue in the
injection - site of a female dog
receiving -daily 1,000 mg/kg of
6315-8 for one month.

" H.E. x20

Photo. 2°

Calcification in the subendocar-

dium of a female dog receiving

_daily 1,000 mg/kg of 6315-S

for one month. '
Kossa's method X100

Photo. 3

BEORSM S, 6315- ORI CEZ 1< L
THY, BKRHR 5,000 mg/kg DL ERES NI,
2. ERpEMRr L
6315-8 250 mg/ke, 500 mg/kg % & F 1,000 mg/-
ke & L7 ARIMIRPIEES L7co 6315-S 54 30 5381
WESEAS 51, - & DERARIKIFIETS - o8,
RSB S 1c >N iR L 720 34183 CEZ 1, 000 mg/
ke BERTR, 2MMEELT, W, K, BN
S50, ERGHKRE L BHERNS SN, KE, &
BR, BoskoEERE, LBRREICE, 6315-SHK

Photo. 4

Inflammatory cells infiltration

in the m. rectus femoris of a

male dog receiving daily 1, 000

mg’kg of 6315-8 for one month.
H.E. X200

HBizka&itz@noniah -7, HEMB, 8BLYV

28 HEOHE# D 6315-S DM ME i RIF LA R
— RBEARRBAA R LA dt, 2485 OBIE TRISRRLT
&0, RS X AERETIIED SNEN ST,
MEFREEE T3, KB OTE BT RKEE
2WA SIS SNEM o7 LML, 6315-8 500
mg/kg Pl EBSBO T DB, TUMERORDS
ZVRLMBEERNMOEREETTHMREY SNt
CEZ #58ic b2 MBEESMOER % T THANL SN
oo LEPICDHB SN EEHROE(IE, 1 X ERV
ORERDOEHRBRTOHRREEIAAS 119,
BHMORETIE 6315-S MEI L BE/LAEBDY
oo CEZ BEBTE, 1 HICOBRBMIFRRLD
Eilic &5 M/E LOBEAED S, MBAELFR
& T3, 6315-S 500 mg/kg A EDORETC, I L XF O -
N, YVIEBBLU LY 7Y+ ROMMMNES Shik
M, CEZBEHTHEPTH -7, f1ic CEZ BEHT
X, GPT B ERBMA S hic, FERSORETIE,
FRECERY ) OXNRBBREHOBEETH
6315-S, CEZ MRFRS#HICH ol b, TRk
LT, ChoMREBEREMBREERE 7,
6315-S B 5 RTH 3 1,000 mg/kg BEHTT I

T FRKRRRELOBERA SNT, 6315-Sick

A disulfiram BREBHRIBLALETVLDEHEXN
7o CEZ 858 T3, BER L disulfiram BEH
ELTHEINTOVEE® O low Km 7 L7 E KK
REREHOETNRS SN, 6315-8 500 mg/kg Ll
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34U CEZ S5 BHICIF S & OO K RN HA B
poni, AENSLURBANRRTIE, HERFO
RELSMCRERS IR LAKLZSoNT, FRK
ROMMREO ARG ICE > TE AR ER
U OBEETIRNT SARMELLLERETN S, WK
TROMME, KYBERBEARIC LS b LHEREH
B.ftic, CEZ St 5@ T o h - W FREEOMMN X,
REBEOBROFHERRICHIET I DEEL SN
#. 1%, 6315—-S 500 mg/kg 5 & T 1, 000 me/kg,
CEZ 5B 0/ LEH TOMD 2 WX BB I RIEM
HRARPRRANBH SN, ERE-SLRTE &
CEARRTAENTHEC EhD, MRMATRE LN L
te
DED$ERM S, 6315-S D1 XicHiF 514 B
ARKARR SO RA KL ERIZ 250 mg/kg B & HEE
ahto,

(RREHNIR : BB 1982 4F 12 H~1083 F
5A BanEdRR 1983F28~118)

X L
1) HiEEH XE 3. 3 3 BRHAEE EE
RihFH B IEERT REEE HTHEX,
FH#% : Oxacephem %MK 6315-S
~ (Flomoxef) @7 v MiCkit 2L STIC 12
HiiaHEHHKR, Chemotherapy 35 (S-1) :
' 207~225, 1987
2) HEEM XR ) wEHRL, PHF K HL
#, ERKRfT, &0 3. HEECK NHXE,
FHER :6315-SD5 v bickit 33 FHEE
HHEERR, HERUEGKALE HREH
» MHXE RE I HEHME SHEEX
REES : Oxacephem %4 MHEH 6315-S
(Flomoxef) @5 v Mkt 5 6 » Ai8rt#EtER
%, Chemotherapy 35 (S—1) : 270~291, 1987
4) MATSUBARA, T. ; M. KOIKE, A. TOUCHI,
Y. TOCIIINO & K. SUGENO : Quantitative

5)

6)

7

8)

9)

10)

1

12)

determination of cytochrome P-450 in rat
liver homogenate. Anal. Biochem. 75 : 508~
603, 1976

MATSUBARA, T. ; S. OTsSuUBO, E.
YOSHIIIARA & A. TOUCHI : Biotransforma-
tion of coumarin derivatives (2) Oxidative
metabolism of 7—alkoxycoumarin by micro-
somal enzymes and a simple assay proce-
dure for 7-alkoxycoumarin O-dealkylase.
Jpn. J. Pharmacol. 33 : 41~58, 1983
BREE K HL/MIXF: S5y b7 —
LR MARICT 5 Oxacephem RITEYH 6315
S (Flomoxef) O #%:¥, Chemotherapy 35 (S—
1) : 460~469, 1987

AiPikeE, gk Bh PHHEEX KE M.
MFNME FH E:Oxacephem ZiTEME
6315—S (Flomoxef) O &M icHi1 5 EA®
%&, Chemotherapy 35 (S—1) : 161~175, 1987
PIHEXE, Bl R BBl HTek,
HEES : 6059-S DA X ickiF M akEHER
¥, Chemotherapy 28(Suppl.7):1029~1071,
1980

HEXRY =R M HTHEEk FOES
Latamoxef D E— 7 L RiICH I 2R FHR
¥, Jpn. J. Antibiotic. 35 (1) :222~239, 1982
HDIEXR BHE#EE WMHBEZ : Cefazolin
sodium OHH B L UBER~DER,
therapy 18 (5) :528~543, 1970
AREm—, 8K 3h, HHEXR | (Kis 26
# . Cefotetan disodium D E'— 7L RICE S
MRS 5 AMBHERR LB EER16(1) :
15~38, 1982

AH—, Ak 54 THEX BE & =K
#it, HEFAH — : Cefpiramide (SM—1652) @
E— 7 LRICH T 2BIRARS 6 AREERR,
Bog L EERIT (1) :7~31, 1983

Chemo-
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INTRAVENOUS ACUTE AND SUBACUTE TOXICITY
OF 6315-S (FLOMOXEF) IN BEAGLES

Hirosnr Nara, Hipeo Takesuk, HirosHi WATANABE, Sew1 SaTon,
Yasuniro NisHiBe, Kumiko TESHIMA, YOsHIHIRO MURAOKA, TosHiO YOsHIZAKI,
MoroHiko UrDA, Tapasui YosHIDA, Takasiii MATSUBARA and YosHi0 HARADA

Shionogi Research Laboratories, Shionogi & Co,, Ltd.

Intravenous acute and subacute toxicity studies of 6315-S (flomoxef), a new oxacephem
antibiotic, were conducted in beagles.

Acute toxicity study : Dogs received as a single i. v. infusion 1,250 mg/kg, 2,500 mg/kg
or 5,000 mg/kg, of 6315-S or 1,250 mg/kg, or 2,500 mg/kg of CEZ as a reference compound.
They tolerated 6315—S up to 5,000 mg/kg, while one of three dogs died after administration
of 2,500 mg/kg of CEZ. Toxic signs were salivation, vomiting and defecation during and
immediately after infusion of 6315—-S or CEZ, these signs being more prominent in the
CEZ-treated dogs. An other finding was hematuria, which was observed in the dogs treated
with 2,500 mg/kg or more of 6315-S.

Subacute toxicity study : Dogs received 0 (saline), 250 mg/kg, 500 mg/kg or 1,000 mg/kg
of 6315-S, or 1,000 mg/’kg of CEZ i.v. for one month. All dogs tolerated treatment with
both substances. Salivation, vomiting and defecation were observed in those receiving 1,000
mg/kg of 6315-S or CEZ.

Hematological examination revealed a decrease in platelet count and prolonged clotting
time in a few dogs receiving more than 500 mg/kg of 6315—S or 1,000 mg/kg of CEZ, but
the changes were slight and dose—unrelated. The main histological finding was inflammatory
reaction at the injection site of all dogs, including the saline—treated group.

The results showed that the maximum tolerated dose of 6315—S in the acute foxicity
study was more than 5,000 mg/kg and the maximum no—effect dose in the one—month
toxicity study was 250 mg/kg/day. ‘



