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Oxacephem Fii4H 6315-S (Flomoxef) DAEMICRIZTER
(1) 6315-S D35 v MEIRRIE & UHEIRIRIE 58

IR * HichiE—
I RBRGE XM TR

6315-S (Flomoxef) DIFHRAIH & ULERDNI Y 5% Sprague-Dawley %5 v bRV T
#3t L, Cefazolin (CEZ) D & B L 7z, 6315—S 3 400, 800 # &£ U 1, 800 mg/kg/ B,
CEZ (3 800 mg/kg/B 285 L, WTFRLMIRAICEE L, 63156-S 1,600 mg/kg % /it
CEZ2EM5 UIciE5 v b T, GEMNLSCCMB IR, #S5 v FTRINREL LES
BEEMAS Sk, ChOoBRERHOMERZ. HENHIC—BHNRDLERLILOAT, Lkt
MmEEER L. #5 v oA 6315-S, CEZ R50KBIzS oY, KRR, HERMIL
BEANOHELLRL H oI -71:,6315-S, CEZ 5 2B THRBEROBER DM SN,
BFOEEHPREIERT, {SREICEAT I LELONBIEFONE, AR BERELZ
{AONEMh-1, 6315-S £/:13 CEZ 520> » b T, SROFHLEANED L
teo LPL, ZDOMOBBOERE(LI, WThLBETH -1, LEOKRNS, #5 v FTE
EogEEMNFHNL O bDOD, MiES v MENEICH LT 6315-S i3 1, 600 mg/kg/ B £

5TbmoBLEVWEELONT,

6315-S (Flomoxef : FMOX) (315 ¥ #% R E 2
TAREINIH L\ oxacephem HRIAEME T, HFRH
BLUMTHO 7 7 LBHEE, 75 LRMERICH L TIA
WETHEAN7 b5 L%5BL, HomE@Esst 7N
DEREIH L TH#RD B -lactam FliC iz A Sl
hWGENEET A Lo TVWS (Fig. 1 )

Fig.1 Chemical structure of 6315-S
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L BRGNS L OEERE
#Ric13 Sprague—Dawley %5 v b (Jcl : SD, B
AIVT) R Ut #5 v Midtkiks AR (KE
120~140g), 15 » MidEi% 7 HE(AE 150~170 g)
TENERAFL, | BRIOFHEAETDORERICH VA,
SN5Ty MIERNIMD, FiB 23+ 1°C, HHBE

55+10%, 12 By FRAR( 8 B¥~20 B 48, R 300 lux),
ERRK 15 B/ BRSNS Y-V AT LER
ZETHREL. MWL T2 V-5 —Y (REXI LT
% 262W X 425D X 150 Hmm) icREREHMERKRNT
IEF->NAEL, E¥EN (BX7 LV T7HCA-1 %
121°C, T9MA— b7 L—THERAEBLA-LD), B&
Uk (Mchri EAE% 30, 3 ud7 4% —AiBik,
HEMAKREBEIRI L2 bD) (3L2ERMMP, B
BEN a7,

2. REBLIUVESR

6315—S (Lot No. 3601, 3801) HLUMBHFKE LT
Cefazolin sodium (fifiigs. LLF CEZ) B\, @
RixE bHIFFRK, 0.9%BFHEERIGH (KIBENE,
Lot No. 3C870) cAM & H, 0.25¢g (Hfi)/mlOR
BICHABL, &kEBEEE LI,

BE5RI126315-SD5 vy M1y BBV yAHER
HBEAR ORREBEICLTRELL, $HbB,
METIRZEORERSRD 3,000 mg/kg/ B THKE, I
Hhek, —HCHELENREL, HE5EKIC—&ED
MEIER, FRAK, ERRELERDSNIHETH
BREALEh-1, T, BREOKRTII 1, 600 mg/
kg/ HOBRGHRESRCLE L RIHEOERDEMCHET v
FCEEOKEMMMENSLONTVWE, KARROUE
F v b5} HEOKRE ZIZRMMITH S 2 &,
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3y B EOHEAMERIEER THEEMIMMM S S
& END, 6315-8 2 1,600 mg/kg/ B ERMRE
ReL, BT, Ak 1/2 TR U/ 800 mg/kg/BH LT
400 mg/kg/BED 3 A%, /B ED CEZ -V
Tid, MRS ICHET 2L ¥ 50 % 800 mg/kg/B
BE#%E, EhENWELL, HRME LTI, Kk
LTHW0.0%BAEMRMEEHER T .

3. MEBRSHME LUREHE

5y MR THARLDIES v FEDOERMEE TO
08N, XSIEBMMb LREEMIT, RRETIC 18
HRoRHmEET 181E, 8 BMMRKZS LT,
#oy bic3 I ABLDES vy FEDOFERBMEZTO
16 BM), RIEMMD, XSIKEMIT v b TRIEK
®TEHFT, 1B10E MREE5 L7k, 6315-SOFE
BERESERIMKNERTHE DS, ZRRTO
535y b2 IRFOREHBICAN, HHEMT TR
BIRAICITE - o 6315-S LUV CEZ i3, WFhb
0.25 g (H1fi)/ml DB—REBKD ¥, 6315-S D
BERESRTHS 1,600 mg/kg {EHTIIABEE
8.4 ml/kg, S SICEARBSHE L CEZ #5812
BERRELANCRK L THRE Lz, TANREBIC
120.9%BFEEAMRBE DS, 6315-S 1,600 mg/kg %
EfLE—-BREBZS L, BE5FREES v FBXU
REFOHS v P Tl | BRIEOGEREE BRI, T
REVIMS v PCREREOBOBEMEERICHEY
L., SMMARE—-BFRERS L, BB, BE5KOE
ANEEZ, WFhd Il ml/min & L7,

4. ERFEL JURERE

1) > v FOBK

5B TAFL#ES v b, THEFZEHT2:HM
Pt TR ICHLaE, Cof, IERLARFERLAD
DDAIREBIC2BIEST >S5 V¥ LES LI, T v b
7T EBTAFER, 4EMEFRICIMEEEELLE b
KEERELTEV, EXERANERTLODS L1
Sy MEH 182805 Y LICED L,
WS v FO—IRBRIARMMPEGRABEKL, K
SR EE | B, BRI L, 7, S5y
FOREREIIREZSHE%R OHEEL, S5y bED
FRICL D ZRMRILT 3£ TITH -7,
RiEFELHE LD, S v FA16HK, HS v
P13 AKGIEL 1R T, R—RERBOMIES
FES U LICHADYE, BT M1EER——Y
KNALCREX 4, EBRMAMTIEHES v toE
EREATEV, BRICHETIIVWRERNED SN
BEERRBRILEL, COREERBEOBE L, Ml

5y FOBRBIIE -G RBOATEY, FEAMIIE
w2BME L, COMICERLIEN 785 v b iR
B L7,

RERLMS v M, ERWOBLDIECLIHE
BEETES L bIEREBENREL, BORLIEE
Mo, 6,12 18HBLU2 BOEBICHMEL . K
Sy MIMERBE21 BT, £ v FRIRERRI G
TULAISARTESTER, MMRL 7, HiRicEDs,
WM T TRERVINIC KD MKkREH KM% T4
W, 2WT—FAHMTTHMML, ~ <Y iEnE
HWEBOTHBTAMKL D E(CERERICEML
2o 5w PREDKRKMNAML, TERZORBROEEK
2T -1cobic, B, UM B WK N MR
RoRR, RIWE, ELRIR, BT ESLK HB (WBEHSL).
WA, W05, WK PBROZEREME, Ch
SMBE 10 DRIl L BEICEE BEL
feo

2) BHFEx

RS 21 BOFT v b SIREFICIREARENRA,
FEANKFCE4ERF, BC, &K REEAX, &
FERHFISOVTIR, SoIcEE, KRERLIMELLO
HLHR, ARRROFEEF . AREERRE
BERFR 1 MoK ERETABEBRE - HIKK, 10571
I- VB CEE, BEILXOTYSY Ly FER
BTEREEERLEY, BRRORRPILAKELE
GHEAMT CTRE L. RO ENOKFRITT /ETH
Etk, MAYVF 2L, KEHRET CHARBRET
LATY 8

5. MikRES L UMEELFRE

mERERI-ALI—AD 25— EFINSERHL
THMEY, FMEKHK ~< b7y bE ~NESDE
i RinBktEE (MCV, MCH, MCHC) %##&E L.
Mg 4L % E 2 Z 8 F < 3,000 rpm, 15 L TH
MLz o T, GOT (UV &), GPT (UV i),
LDH (UV &), ALP (BESSEY-LOWRY #), glucose
(glucose—oxidase i), Urea—N (diacetyl—mionoxime
#), total bilirubin (JENDRASSIK—GROF #), itatal
protein (biuret ), total cholesterol (LIEBERMAN—
BURCHARD #:), albumin (BCG #), creatinine
(FOLIN-WU &) % & T chloride (mercuric thiocya-
nate &) @ 12 %7y =3 v A — kT F IFALHE-
SMA PLUS MICRO ¥ X5 L THISE L1,

6. HHREFEAIRFE -

FERETARE &L < RERFRTENSSRE
5 v N ORBRRIOVT, BERRW T T4 )
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Fig.2 Body weight changes of male rats given intravenously with 6315-8 or CEZ

450 1

400 4

350 1

800 +

Moan hady weight (&)

250

200

. =}
« D=
.-4‘. _’_';v'-):—' ﬁ..""""-ﬂ:""' A

O———0 Coontrol

O—-—4 6816-8  400m/NM
D—--—D 6816~8 800mAg
/SR A 63168 1600m/%¢
B-----8 CEZ 800ve/g

Age (weeks old)

K% /e, hematoxylin—eosin (HE) % 7 {3 azan %
AL TAEERET CREMBENARETE -
fo

7. HEHLE

BERICHTIREIRt —REICKD, okl
(X) KETEIRER X~ RETITRL, WTFh bR
M UGERES KBX UL ¥ TRE L,

1. 8% & 2

1. RiEEhO—BERS L CRPFET

6315-S 5 L U CEZ 528t v T, PE
B50BALOKEDL LW TRMBOhTz, HES
MEME %L O ERE R ES v FO2B L 6315-S
1,600mg/kg f5HE> v b TREA LI, &5 6315—
$800 £&LT* 1,600 mg/kg BEMES v F D—EBTII,
BEhPEERIC—BRHEDORERS >N, LML,
CEZ #5155 v FTRRBBER, REEIHSHTE
bot, RBBSEOERTE LTI, REMSEL
DHEMI%ZE ¢ 570 &, HREROBEETFA6315-S
D800 mg/kg LI L DRSS v b H XU 1, 600 mg/kg
8BS v FTH ORI, S 20~30 HkiCIZEE
Lk #5 v bTid, ChoERDSLKRE, BWBEE
FORMEIIB SR TERE L IZHE Lch, BRE
MOBET R SETIE TRIEL TR SN, L
U, BOMBECIZE EBRICHEMU S, > 1o
BEMMb DRI, #5 v T2 CEZB5HTO

o Statistioally significant against control at P<0.05
os Btlatistioally significent agsinst control at P<0.01

AREL, 28456 ANRERPTRCE L, HF v
b it 6315-S 1, 600 mg/kg XS5BT 28 Fitb 1 #)
CEZBEBTBHAhIfANENENREC L, 20 b
D5 b, 6315-S 1,600 mg/kg HSBHOMS v b 1 H
BLUCEZBEROMS v b I FIOETIR, REKS
BOREE I RICERT 3 0T, BH5RENMEELIE
Zioh2B2PRTIL, M5 v P& b CEZREMT
DHRELI, Cho CEZHRERORTS v M, W
ThOEER 15 FLURICHIE 4 - 7o RIEM OB,
HMEMERN, RMERR, RRERLEOERIERE
FEL, #5% 60 2URICRCLALbDTH -,
5k, ZEROHES v TR, RiEEENMMEBKA
KRS LA ENS, BUEL R LERETTRE
2 X 542880 -1 v FH16315-S 1, 600 mg/
kg 5T 1 BB LK,

2. WS v FOEKELEL

THEL D 18 BT TORKRESLAMOET v b
HELL% Fig. 24, £/ 11 86X 0 138K TO
RERRSHMb OS> v MMEEE(LE Fig. 34, %
heEhRL 7

#> v b7l 6315-S 1,600 mg/kg ¥ &£ U CEZ £
58T, theh 14, 130X 0 FEMIAINEH S A,
#5 v b EDORBHCEEATEICZ, VLI bXREY
LR EHESTRL . 6315-S 800 mg/kg #
EBch, 13HEB,S SAMIChA ) —BHLEGE
NEoh, ZOMEBIIESETEE TRRL 2, Jhuc
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Fig. 3

Body weight changes of female rats given

intravenously with 6315-8 or CEZ before
mating and in early pregnancy
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4. 5y POBRARICHTILE
6315-S % 7-43 CEZ 0¥t 5 Bakaans:Em, Sk,
ESRKRRIECOMS » FEANIE, HREBEIE
SR EBODKE THIEREOBE diestrus 255
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Moas food conaumption (F/day/rat)

Fig. 4 Food consumptions of male rats given intravenously
with 6315—-S or CEZ
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Fig.5 Food consumptions of female rats given

intravenously with 6315—-S or CEZ
before mating in early pregnancy
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Table 1 Mating and fertility data of rats given
intravenously with 6315-S or CEZ
Treatment and 8315-S CEZ
daily dose Control
(mg /kg ) 400 800 18600 800
N of males 28 28 28 28 21
N of females 28 28 28 28 21
Mating index (%)
Male 100 100 100 100 100
(28/28) (28/28) (28/28) (28/28) (21/21)
Female 100 100 100 100 100
(28/28) | (28/28) | (28/28) | (28/28) | (21/21)
Fertility index 96 96 93 96 95
@ (21/28) | (27/28) | (26728) | (26721) |(20721)
Pregnancy index 96 96 93 96 95
(%{ (27/28) (27/28) (26/28) (26/27)% | (20/21)

Mating index=(N of rats copulatedMo of males or females) X100

Fertility index= (N of males impregnate/M of males mated) X100

Pregnancy index=(M of pregnancies/Na of females mated) X100

a) Autopsy data of one rat were not obtained because of early delivery
in the morning of Day 21 of pregnancy before autopsy.

IRB O MK % Table 1 IR L1

RRIIMBHAESH-HEYSBREHOLAITED S
Ntco F1-REMES v FOEIRE S 3% LU LOEESE
AL, Chof5RE XREE (96%) &M ZH¢
ot RENERINIICOAIDST, HRLE
ottt v bi3XtEREE, 6315-S o 400, 1,600 mg/
kg 58 LU CEZ 58 & 1 i, 6315-S 800
mg/kg 5B T2HBER L7, £k, 63156-S 1, 600
mg/kg 55 , b D | FIHHERSE 3 BOREK S B
IKRE L, CORMRERBROHE, SBRA LT,
¥ 7: CEZ 58T, REMKREORPTHES v b
MARC L, RBOBICHEbE bANES v b T

16), 5y FTAHRELI, LA ->T, CEZ #
ERORIEREICHW - MHIES v M, £hEh 2l
FEIE -1,

6. {FEIRS v FOFEL X CEERE(L

fERAR S OMES » {AEZE(L% Fig. 31, 748
tHE L% Fig. 51, #h®hRlL7,

IR v bikEIX, 6315-S 400 mg/kg 58 CHE
ROAD SPRICH T THREE LB AMNARA ST,
PEREIIICE > T HEDMER%EZRFE L 7o 72 6315-S
D 800, 1,600 mg/kg x5 L U CEZ 5B OGKE
ZALHIERS KM %8 U THREEE 2050, @D TIE
ALBGEHEMER LI, —H, ChotFiRS v bOER
T S PRI ToRERIE 6315-S, CEZ 854
BHOMBELIOMICENS SNT, EREPICEVTI

HBEE O s HEOBHEBMMAED SN,

7. RSB L URRTFRR

> v b EMEIRE 21 BTRER. HRL. EREE
HEORE R, BAFEBEMREEHEN, S oIchEFBFC
DVWTHEBEAITN »1o Th oD% Table 212
F &1,

B35 v bR KEN L L IR FKRIIC 6315-5,
CEZ 50 B 32ZHond, ERHEKREIHREL
tEAF@EAR LI, &5ic, Cho&BEHOKFE
EROLMBELULO@E SR L, lBFEFERIC b 6315-S,
CEZBE5DHBILAohih -1, EEKBFOK
&3, 6315-S 1,600 mg/kg 5 HOMEE THBEL
HILBEEDEEELR LA, 6315-S 400 & L T 800
mg/kg HERTIREN LN -1, ThicHL, CEZ#
SEROMBF4EIZ, BEVThOMBRIDEELRL
tro —H, BRERIEEMOHKS LB THREIUKL
BEORDE 3 EDEENA Sh, 20K’ CEL
BEHTROLEN - EHEBRFOARRETIHRE
BTH#E~IL=7 (Photo. 1) #%1#, 6315-S 1,600
mg/kg {E5HTERE, MIOAHER (Photo! 2)
N1FsOSNIDATH -1

i3, 6315-S 1,600 mg/kg & 5HD | PIHERSE
21 HOERATIC AR LI<fesd, CDFy PBALTR
BFRRESHEURDOERBRELTRA LT,

8. BIFERZRLLIUARSROBERR

1) BEROREFR
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Table 2 Fetal development of pregnant rats given intravenously with
- 6315—S or CEZ before mating and: in early pregnancy
Treatment and 6816—S CEZ
dn(illlg/ggo)ae Control 400 800 1600 800
N of pregnant rats 27 27 26 256 20
N of cor;}oré lutea ‘15.8+ 0.6™ 16.010.4 14.8+0.4 15.81+0.5 14.61 0.4
N of implants 13.7+ 0.8 144404 13.930.4 1401038 18.4+0.4
Implstation ratio (%) 90 96*" 94* 91 92
b of alive fetuses 384(12.4)") 865(18.5) 843(18.2) 329(18.2) 268(12.7)
Male :Female ratio 171:168 183:182 171:172 169 :160 188:120
N of resorbed fetuses 34 22 19 21 14
f of macerated fetuses 1 0 0 0 0
o of dead fetuses 0 1 0 0 0
Fetsl viability (%) 91 94 95" 94 95
M of external anomaly 19 0 0 1 0
Fetil body weight (&)
Male 5.13+0.08 5.10+0.03 5.09+0.03 5.0810.08** | 6.21+0.08*
Female 4.87+0.08 4.8410.08 4.8410.08 4.7410.08** | 4.99+0.08**
Placental vit;ight (rg) v '
Male 488+ 8 467+6* 47518 468+5* 459 47**
Female 481£10 453+ 7" 4671+ 8 46616 446+6*

Implantation ratio=(Ma of implants/M of corpora lutea) X100

s) ‘Mean+S, E,
b) Per pregnant rat
¢) Umbilical hernia

d) Taillessness and anal atresia
+ Statistically significant against control at P<0.05

* Statistically significant against control at P<0.01

)
4

' Photo.1 Umbilical hernia (Control)

Fetal yiability=(M of alive fetuses/M of implants) X100

Photo. 2 Taillessness and anal atresia

(6315—S 1600 mg/kg)

6315-8-B-22
A217-F13

6315-S-B=~22

PN222:F06
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Table 3

Incidence of retarded ossification, minor changes and anomalies

of the skeletal system in fetuses from female rats given intravenously

with 6315-S or CEZ before mating and in early pregnancy

Treatment and 6316—S CEZ
daily dosc Control
(m/%g) 400 800 1600 800
N of fetuses examined 174 187 178 170 132
Retnrded oanification
Cervical centrum 169(97.1 )" 179(96.7) 172(96.6) 163(95.9) 128(97.0)
Incomplete Lhorncic vertebrae
| -N 2( 1.1) 1 0.5) 1 08) 0 2( 1.5)
y—vi 0 1€ 05) 0 0 0
(R | 19(10.9) 20(10.7) 9( 5.1) 14( 8.2) 10( 7.6)
Incomplete sternebrae 68(38.3) 71(88.0) 83(35.4) 64(37.6) 36(27.3)
N of coccy verlebrae 6.2+ 0.1P’ 6.210.1 6.1+0.1* 6.1 +0.1 6.4101
llyoid bone 1( 0.6) 5( 2.7) 3(1L7) 5( 2.9) 3( 2.3)
Metacnrpalia (<4/4) 0 0 0 1C 0.6) 0
Metatarsalia (<5/5) 56(31.6) 59(81.6) 50(28.1) 52(30.6) 29(22.0)
"Minor change
Cervical rib 0 0 1( 0.6) 0 0
Lumbar rib 40(23.0) 77(41.2)** 41(23.0) 40(23.5) 41(81.1)
Fourteenth rib 4( 2.8) 2(C 1.1) 1( 0.8) 0 0
Sacralizth/Lumbarizth 3( 1.7) 3( 1.6) 2( 1.1) 5( 2.9) 1( 0.8)
Anomaly
N of fetuses witlh
anomalies 0 2( L.1) 0 2( 1.2) 1( 0.8)
Fuscd stlernchrane and
fused cervical arches 0 0 0 0
Fused cervical arches
and fuscd ribs 0 0 0 0
Schistosternia 0 0 1 0
Agenesis of sacro-coccygeal
vertebrae 0 0 1 0
Scramble of sternchrae 0 1] (1} 19

a) N of fetuses(lncidence: %)
b) Mean+ S E,

¢) Thia fetus also showed fusion of ribs, absence of thoracic arches and arrangement disorder

of thoracic vertebrae
-

LL]

EFRFOMERICSDVWTEBRORE, MHMLERL
SUILBIREABIEL, £OMME% Table 3icF &
1o

BHEREE 12 6315-S 400 £ £ 0¥ 1,600 mg/kg 58
TE2P &, CEZRBRERO 1 fTaH o, Tb
B, 63155 400 mg/kg BEHD 2 Flid, WEES &
BHSEADAEH (Photo. 3) BLUHEHESRA LY
BERAE%ZA0F (Photo. 4) L7z, WFhbHaRET
Hot,

6315-S 1,600 mg/kg 5B TREAL- 28D B

Statistically significant against control at P<0.05
Stalistically significant againsl control at <0.01

D1 FiMER (Photo. 5) T, ft1d | HlixfligEe
EMBORIEEHR (Photo. 6) LERETH-1o
%7, CEZ 5B TA I 1613, WBRITY
T, BhERE, WESXKIRICMA ThEKOETIRE
(Photo. 7) 2#RLIEAAGKTH -1
BRZOMEERE L TIEME, (i OBEHILER
4R, EHELERBONEN, KIZORES
ERBEHTEL, WIFnbAREAMEDLEVHOTSH
to EMMERHBHASURESLHTH LN, 6315-8
400 mg/kg BEBO A K BEICH L EROSEERL
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Photo.3 Complex malformation Photo. 4 Complex malformatiqn
(6315~S 400 mg/kg) (6315~S 400 mg/kg)
A : Fused sternebrae A : Fused cervical arches

B : Fused cervical arches B : Fused ribs

Photo.5 Schistosternia (6315—S 1600 mg/kg) Photo. 6 Agenesis of sacro—coccygeal vertebrae
(6315-S 1600mg / k g )
The same fetus shown at Photo. 2

Tkboo, 6315-S 800, 1,600 mg/kg LU CEZ 4  BEOREZ T, MEMBSLBCEEE WE, M
SRTRENNL, HOHRBEDRVER TS -7, i RER, T8 DEBLSICERENS SHAR,
EDRNDEBIBAT LML OBRELEIREGSEH  HEBHCHL L ZORIPAEPEREICL { EX b - 1,
TABOLR, WENLEDEPITH ko —H, At HFEROILEBLEE 6315-S 1,600 mg/kg F5BD 1
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Photo. 7 Complex malformation
(CEZ 800 mg/kg)
: Scramble of sternebrae
: Fused ribs
: Absence of thoracic arches
and arrangement disorder
of thoracic vertebrae

A

#lTcosrEHONT,

2) ARBROBRFRR
BOKEBOLEEKTIC2 &, BAUAZEYLAK
BBEOERMENNE LT 1. EDFER% Table
;8 O AN
HMEBONKRERE LTI, AREETAOAL B
AN =7 (Photo. 8) LIAC, LEHBRIR (Photo.
9), RO/ KkEE (Photo. 10) L UHERIABKE
LRI X DREER L NERY, EhEh 1T
# ‘-Dﬂf:a

6315-S 400 mg/kg 5B Tt LEPBRIANE
WiFT24, LEFRRIRCHEABKROSHRERN
#l, KBRS DRI WS 51 7:,6315~S 800 mg/
kg BT LEDBRIRN 3 7 & BRARKXE
Ml ontz, 6315-S 1,600 mg/kg fS5HT
i3, LERRRIAD | 1 EKBED | FIARBEF B
Shtz, CEZ 5B THLLEPRRIBEKBEN £
hEh1PTHoN, BAZEREL T, BRI
REOHEANBR AV - 2REHBOMBFTLON:
A, ChoRBBARRBT AL AMONTED, Z0d
LAERERORE IS TR/, HETIHEROLD
THB> V. ThESic, WIRAK, RESicEY sk
BBRO L - TRETPETHROLEETREELOE
RAMBRASHLBEEHTLONLY, WThLR
BHENEL, AREARRDOLBVWERTH 1

9. MES v b DL

1) #5 v b OBIRKK

6315-S £ /:13 CEZ 2 BEBRAKRS LIS o b
* 18 M TRREN HRLA. HIRFRELTE
il ik omit, BAL L EEREELLHR
HAHREET 2 89, 6315—S 800, 1,600 mg/kg KLU
CEZ 5B T&1IHIcdont. ThoTy bD3 5,
FRZETHS v M4 ERI B, -1 6315-5,
CEZ 50k 3 ZEIMMBEOBEEFEEL, 5K
%2 EITMEE LEOER AL T, 20T
i3, MBEP 6315-S D—HB B THE LEKORR
FhBGRCEEREEORENNDRAITHOAE
N, ThoshicgRT~ETidzadhiih-7o
HREFICHIE L T ERBOERS Table 5 IKRL
1o

6315-S #r5ic & by, HHBHERTELISON
ko, EBOERLEA, BEROEMELBLUR
REBORBDTH - 120 -RpEROFHVER, BE
EROMMBEGE b5 Shic, FERORDH 6315-5
D 400 ¥ & T 800 mg/kg 5B TH Hhih, 160



VOL. 35 S—1

CHEMOTHERAPY

361

Table 4 Incidence of visceral anomalies in fetuses from female rats given intravenously
with 6315—-S or CEZ before mating and in early pregnancy
Treatment and 6315—-8 CEZ
daily dose Control
(mg/kg) 400 800 1600 800
N of fetuses observed 160 178 165 159 121
N of fetuses wilh anomalies 4 (2.6)" 4(2.2) 4(2.4) 2(1.8) 2(1.7)
Microlentia 1 0 0 0 0
Umbilical hernia 1 0 0 0 0
Ventricular septal defect 1 2 8 1 1
Vascular rings 1 0 0 0 0
Venlricnlar septal defect
and riding aorta 0 1 0 0 0
Absence of aortic arch 0 1 0 0 0
Absence of brachiocephalic
artery 0 0 1 0 0
Ilydronephrosis 0 0 0 1 1

n) N of fetuses (Incidence: %)

Photo.8 Umbilical hernia (Control)
The same fetus shown at photo. 1

Photo.10 Microlentia (Control)

mg/kg REHTCREVERTOLAERLFHDVETLE
KT ET, ENERTRIMBELEORICENE -1,
oA bBEEROL(LOBE I NN FASH
BERABROLVWLDTH >, —F, CEZ HEHT
REBREROEL WM FELURRBRERICEDLNS
Sh, X5, BHLUBEIENERTOAEED
BmERL 7.

2) #S v b OHIREKR
RUZRESRRAZOEABERECERLAES v b %
RS 21 BB, SIRL7, HIRFE T, 6315-
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S1,600 mg/kg 58D 2 A THRAIIMD KIMMIE(L
Pk, BT RET(HEMot, CHSERT v b O
g RER% Table 6 TR Lk,

6315-S {E5ELHTIS vy FELEM EREROH
wEMAAShi. £OMICid, 6315-S400 B &
0° 800 mg/kg 5B 0.LEEE 400 mg/kg BE5HO
BIEMERSBRECRKD LU, BEERCKIRTN
2RO -7, CEZ R E5HTE, HBHER
oM T ERB L UMY EROBER DA
ohDHTH -1,

10. MBFHRR

FIRRETALE, L BHRFRTRAENRAONL
BigESy POBRRICOVWT, REERFHEELT
ot ABREOCHFM S v PARET, LHbEHR
BicHAEROA SNl 6315-S 800, 1,600 mg/kg #
E#5LUCEZBSRE 1 AOS v TR, WET
OERLEFOH TR LENA LN, ISk 2ZED
WE T3 Leydig IlAOBEEMENRZH SN, Tho
DA HRFETHRBICRENASAREES v P THH
FHLHBEBOER, MTEROME, &5 giant
cell DAL B ORBABENR S SN —H, &
REFICHR AT ONI-REDIIE, BELETDO—
B/HDSRIRICEEBEL, FOREICHFORREE L
WhWAKBETH~1 15b, RIBEREOHEFMS »
MIRETH 1S v DS B, WHiEEE, 6315-S 400
BLUB00 mg/kg HE5HE | FIOFKE & HE kMR
i3, HRFREER 2 BENEHONEN ST, E1
RERNEE2 LIS v b 6 fild L OB B KEREZE (LAY
Aohfc 2IE, FEHABRKIVWTNLERT &
FTREF(A IS 120

11, M5 & b OB EBRE

6315-S £ 7:13 CEZ # B HIRAES L5 v+,
REFLDIERE T B T3 EML LAGERS Lo
7y POMBREE, VEFR LEHREICITIE 5 75 v
FOR#K % Table 7, E4REIES v b DRGE% Table
8ic, ghThmiLt,

¥5 v FTi2 6315-S 1,600 mg/kg 5B T REE
RELRMRY, ~E/0b BBXUAT L2y
MEDEELETHASHK, AMMEENS hrbh
%o CEZHBE#5 v b Tid, BHOE/LICIA TALD
B¥OMmMb 4 oht.—F4, KT v b Tl 6315-8,
CEZ B 54N CAMKRKOBEMMMNRED ShicD s
T, oiEMic i3It i, CEZ 58
OIS 5 bE AT, SREUMAAERE L HRIER
KTH- 1, ‘

12, iS5 v bOMBEELERE

6315-S £ /13 CEZ 2 MiX S Ltk 5 v boof
LR E A MBS IR L o M TITE 7, B
5y b ORM% Table 9 i, (FiRIES v b DRRM%E
Table 10 iZ/R L 720

6315-S #5115 v b DL BT total protein, albu-
min 2¢¥ ®IZ/ETF L, creatinine, LDH #E#:4 ALP
EHOLETELZEDORABAER L. CEZREIHT »
kT3, creatinine TEALA N> bDD, 6315-8
BERTAEONAEINSOE(LICMAT Urea-N B &
UGPT it b RBICH L BEROEMETR L7,
5 v b D 6315-S 5B T3, 2B¥ T cholesterol 2F
WicERLAED, 800 LU 1,600 mg/kg BREBHT
creatinine ¥ LDH /& D {E T A28 Sh 7z, Glucose
b 6315-S 400, 800 mg/kg DM LHBHTEREICHKD L
foo BEBEOZE(LIZ, CEZ Bt 5H#5 v FTHREH SN,

m % =

Sprague—Dawley ##i# 5 v FZB W, H L\ oxa-
cephem ZRIEMH TH 5 6316-S F - 3IEED
CEZ # B&RBRAESE L. HRETH X CITRMN &
5RBETL -1,

6315-S 55 v P THERSOBE LD, KIE
bLARTHRNA LA, RE52ER IOV
BB L7, BARDOERIICEZESHTLAONT, &
DR 13, TRERICAH SN FFLERE AL KB
Licbn iR, RECPTHEREL LI, BLD
cephem £&*' ~ " & %\ (3 penicillin &*~'? i
HoZETRHONTVWERETH S, COREIIRY
FAHCEPFEATOREON, RENEOKESICLDBA
MERICEANEL, TOH#R, EBEBICE T 5K
BERBILEINT, EBFrEXTEIEELSNT
WwWa'em 1w o Lo T, 6315-SEE55 v b THAS
NERE, THRIDLVWEIEBEKRLEOHRIZ, RED
HBEHICHBLTASNS DT, K LAMKEDNE
{EEIBVWATW,

FERCHREEMICLELEIAONE Ty PORE
2, CEZ %58 TodRELL, Tho5 v M, #
S%¥50 5 15 HLIRICREROKE, BEHs LS
RS, FRERKT EOBMHIEKRERL, wWFhb
BE% 60 FLIAICEELELLDTH-7:o CDLHI
M AEB I, penicillin RIAEME CTHLL Mo HEI O
TVWAEHN' 'Y BHS 'Y (2 CEZ 13 &P cephem
FREVHE T OEVERRER LY, TOME L aRE
RIER & OBIBEE AR LTV 5, NISTICO &' b=
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grYRTy NERWLKERN S CEZ Mti\ R
CEREZETALBELTVS. CHODERN S, IR
BTHLNLCEZEE5 v bORTZ, CEZXET 2
HRRREAICEALTVWA D LEEL SN B,

- 6315-S1,600 mg/kg 5 S v b OEEMNH CEZ
BESBIER BShHMIOMEEh, #5y bEORF
EBECHRESATRICIEROBEHRER L. 0L
REEMENE, 5y b0 3 y AHEAMBUHER THLIR
HOoNTWVWEN, ARROMS v hTRRAONTY, LK
e OMICEBMENTE Moo T HIC, Th6315-S
BEHS v P TR, SREBOTTMBER, MORE R
BXUMEELFMINER &I bEMB SN, L

L, ChoWwTholfeTcLE0RERIBE T, MRXK
DCEZHESBICLBHLNBENTH -

ZDLHic, 6315-S DAREMBE T v b TE
ERNROERESNELOD, M5y FOERICX
LTREoRRESA T, Fl—&SRBES v FEOE
BREIH T ARER, EREFIVWTFNOEMEERL,
HRBE DML ENLED T, E1, ERS v bD
SRS, EINERROER T, (EONEKED 01%
DEngl%ERL, CLANBROMES LB, &5
I EFEEROHBBU LB WELZR L DS
6315-S (JAEMEMRAFIAL, HESR, RRHE. ZH. T
BRE ERER, FENRFOEREL S —BDOEM
BRI EEERREIBVWEVL 5, AEROD 6315-
SEEROBL VEPICRERENS Shtz, LML,
CNORIEMS v FPENOERE LRSS v FOHR
fiid, LTLHERBEFRENSONTVWEVWIE, MR
BELUCEZEERICORERANAONB L, &5
KRER OB I ARERABENRE VW LB ENS,
CNIBRAL LD EELI SN S,

AERD 6315-S 1,600 mg/kg BG5BT, HEREM
DEFIBFEE M - SMBRICHLE#ERLL
B, EDEIPNEL, LrdINoBFOILBETET
BMBB LA OENLEM -2 EN S, FEEHBANRDOLE
BEEA B, L1A->T, 6315-S R&EKKDOKFRY
ML THICERBERIZL TV EREA SR,
6315-S, CEZ #5 2B CRABERHNTRBICH LD
FheoMEAERL, 20EEG CEZBRSHTRD
Bhots, UL, 6315-S 5B CORBERM DI
BOTEET, BRAEMBELASKT, KERSICE
ALAZLEBVWALVEBED LD TH 70

EFBEFONE., NS L CBBRROBETDOER D
REPEZDIN, TOREAEHNBRARETIHOD
TV, WFNbRESFENELS, £-AREABENS

Sy, LOLHRBICLAHONAIRRTHE-T, LI
MoT, 6315-SHEIMBL:RHLIIBLSNL,
LLomn o, 6315-SHEicLDiES v b T
K BEEER MlHECMEELEITHICBEDOE
{tRtdohikbod, 6315-S 2 MMk E LT LI
5 v NOLEAMERRACAR, BEOR, XREAE. W, EHRON
WRE, EINREKLEEONBRICE(EEEESEAT, X
KikDMTFRW, £EECHLTOIEERIZ S AD -
oo & SICIEIRARIRRF DA, AW, BHH/LLIC6315-
SHEERLLEEAOhITEPRARIILS{HAL
Whotee LIchoT, 5 v FERMEICNT 5 6315-S
ORAFIERARZ, 1,600 mg/kg/HbLRERLLE
tHEEINSD,
(RRERENIM - 198348 A~19834 12 A)

E &

ARROERICL ), EMOLEBHEROIIR B
2. KWER, (FWHIE (K4 KR && & G
w— MEEE B AKX EXIMEZE SH8Z
WLKE MIEE, BEREE PEREL AEEHD
R, MEECEAFEER L THEV/ - SMHEX, A
HOBK S & CHHEEDOER, BEEE - foFE%
M ) ComKIcERLET,

X L3

1) FiE%xM XK I &2 A WRHEE GR
il PH R IEBERT RREE THEE
FHEAHESE : Oxacephem LM EMHE 6315-S
(Flomoxef) @5 v biCHB 58K STIC L 2
BHEaMBHERK, Chemotherapy 35 (S—1):
207~225, 1987

2) WO0O, D. C. & R. M. HOAR : " Apparent

hydronephrosis ' as a normal aspect of
renal development in late gestation of rats :
The effect of methyl salicylate. Teratorogy
6 :191~196, 1972
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REPRODUCTION OF RATS UNDER 6315-S (FLOMOXEF)
1. FERTILITY STUDY

Fuminiko KoeayasHi and RiicHi MuRANAKA
Shionogi Research Laboratories, Shionogi & Co., Ltd.

The effects of 6315—S (flomoxef), a new oxacephem antibiotic on fertility and reproductive
performance of Sprague—Dawley rats were compared with those of rats given CEZ. The daily
doses employed were 400, 800 and 1,600 mg/kg for 6315—S and 800 mg/kg for CEZ. These
compounds were injected i. v. to male rats for 9 weeks and to female rats for 16 days prior
to cohabitation. The administration regimens to male and female rats were continued during
the cohabitation period and, additionally, to impregnated females during the early stage of
pregnancy until day T of gestation. All pregnant females were autopsied by Cesarean section
on day 21 of gestation to investigate fetal growth. In male rats treated with 1,600 mg/kg of
6315—-S or 800 mg’kg of CEZ (over a long period), a slight but significant depression of
body weight gain was observed during the latter half of the administration period. In female
rats, however, body weight slightly increased in comparison with the control group. Food
consumption of all groups significantly but transiently decreased at the beginning of
administration, but increased thereafter. No effect of 6315—-S or CEZ was obscrved on sexual
cyclicity, mating, fertility and other pregnancy performance in female rats. Placental weight
decreased slightly but fetal parameters such as gross appearance, viability, and body weight
were all normal in the females given 6315—S or CEZ. No defects considered to be owing to
the action of 6315—S or CEZ were observed in visceral and skeletal specimens of the fetus.
Autopsy of male and female rats revealed marked enlargement of the caecum. These results
indicate that 6315—S has no adverse effects on the reproductive performance of male and
female rats, although body weight gain was depressed in male rats at the highest dose of
1,600 mg/kg. Accordingly, the no—effect dose for reproductive performance is considered to
be 1,600 mg/kg/day or more.



