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Oxacephem F#TAEYK 6315-S (Flomoxef) DEMICKIZTER
(3) 6315-S DF v Mk} 3 BERL L R 5K

REIKZ - KRER]
HIFRBUR KX HFRT

6315—-S (Flomoxef) o AR & & U4 LN % 5 XM % Sprague—Dawley %5 v b (Jel :
SD) 2HWVWTKN L, £D{EA*% Cefazolin (CEZ) &R L 7z 63156—S (400 mg/kg/H, 800
mg/kg/H, 1,600 mg/kg/H) & CEZ (800 mg/kg/H) &, ER 1T AL O HE~TH
H22BFT B85y b (Fy) iCMRAIERL .

6315-S #5ic &b, Fo5 v  DERKMEEMMOMEIH 1, 600 mg/kg KSHT, /i, K&
HEORD LEHTH ONLH, WEMOEHRHOF, 5y +D, FRBLUKERIINML:, C
NoF,5 v bTRESHPMIKRENS N, HRENBERMMIEY A onlb, ERNME.
DB L UHMEIEL S, WThLERTH -7, 6316-S AEHDOF 5 v bS5 b, 1,600 mg/
kg 5 HT, HEKRCEEOEAEENA SN, MIKCRESRERTERERMMIXEZY SN,
LML, ShoF 5y oGS, REME KKk 1§85, 2Tk £HIEL L IC6316-S &k
KB EEZONARBIEDONID 7, CEZ 800 mg/kg/ BRE5ICLBF BLUF 7y
MicXd 2R3, 6316-S D 1,600 mg/kg/ BESB L ZIZRIHTH - 1o

CNODERKELD, 6315-S D5 v MiHit 2FERS L UM SRKRTORKRL SR,
F,5 v P TI3400 mg/kg/BLLF, F,5 v bCRAEMEBSHC, LIZLERDShIEBEX

MAY 987

ZBg< & 1,600 mg/kg/H, F,Z v Mc2WTI3 1,600 mg/kg/ B EHEfMEhic,

(6R,7R)—17-(2—(difluoromethylthio)acetamido)
—T7—methoxy—3— ((1-hydroxyethyl—1H—tetrazol—
5—-yl)thiomethyl) —8—oxo—5—oxa—1—azabicyclo(4.
2. 0)oct—2—ene—2—carboxylic acid sodium salt (L4
F. 6315—-S (Flomoxef sodium : FMOX) & i2#)
i3 in vivo, in vitro T7' 7 LIAEE B LUV 5 LIEHE
ISR IR AR 7 b L% b2 &K oxacephem £
DHEMHE" © T Fig. | OBEREAET 5,

Fig.1 Chemical structure of 6315-S

COONa
N —N
Cllp bJLN,II‘}
F,CHS CH, CONH---
( H,CH,OH

Ou-lg

4E, AFDT v Mk 3BEERSL L URILERS
HBRA(THWV., Z0OEA % Cefazolin (LI F CEZ &322
#) CHEBIALI-OTHRES 5,

[. R ELURRS &
1. RBME - 5rik

HBRYMHE 6315-S (Lot No. 3 X01) & Cefazolin
sodium (RS PEKX%Z, A ThEnBHLR
BEH (KIRIE) 2 0.25g (HE)/ml L18bL5K
BRL, Choxi5Rke L1,

2. By EEEH ,

Sprague—Dawley %5 v b (Jcl: SD, H&7 V7)
%, W3 10 8 (4F 340~360g) A 6 HE (kK
140~160g) L 7 Ml (fhE 160~180g) THMAL
7o BMNIIEE 23+1°C, HXEE 55110%, 12 BRIR
B (8:00~20:00B), ERMK 15 E/Bic@Bsn
tes ) ¥ —BRETHEE L. BYIIZENMN S BLY
S108KE TO/ME, 7Y -y —T (BEZVT,
262(W) x 425(D) x 150(H)mm) i< 2 PT§ > 8.
ZOMmOBMIZEY — Jic L RFE L THE LR
B EREE (42 LT, CA-1%121C, T4
MESHEE L bD) BLUKA (EAi#k%E 0u Ll
LD 4Ly —CRB% RARET AR LEHD)
%2, WFh bAHRICERS Y,

3. RERDBEE

BERBZFEICSHD, 1B5~THOERT v bR
V1 6315—S (400, 800, 1,600 mg/kg/H) & CEZ
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(800 mg/kg/ B) RHEMR1T X DME 3 B TRMR
REHL, S WH, HEFIcNT 3EEEHERL .
8315-S 5L DB/ v Mo, REMMB, KE .
THFaoN, B5HK —BEOFRIEPHRAY
ETHEEEhi. X5, 1,600 mg/kg 5B TI}
HMREORBER bSO, ERAMERS v FOKK
Wi, 1,600 mg/kg HEHTMME N, LAL,
X WETHNRR AR B, CHEBT Y b
LBEAECHMLALEC A, 6315-S HELBTHN
sEMm FRERK V2SS SN, 800 mg/kg LLED
EEUTHEMMORRRDNRA Shic, 6316-5 800
mg/kg U EORERT, HEFEFEROET RS
h; 800 mg/kg BEBICH T AFEFOBEKIIWE
dETLED SN, —F, ¥H¥ CEZ 800 mg/kg £t
E#cik, & & i 6315-S 800 mg/kg fr 5 &
RO (LhiA o hice
IhoomKELD 6315-S D 5SARELT, &
'y POERKMOGEHNNMH P ERERMME &
2; 30OMBLERENEEL, HEFOEKEETZ L
EoTEEASNS 1,600 mg/kg/ B % B AR IC#
U, UTAH2 T L7 800 mg/kg/ H ¥ LT 400 mg/
kg/BD 3 FREZEL 2o BRE CEZ D 5ERRI
800mig/kg/ B & L, MBS L CTRAERRIERE
L% L g

4, BSYME LURE S

#315-S £ CEZ o 5R&i2, 85 v b (F,) iKiE
RITHLDREE~T, KUK (F) XMALT 5818
ONME20 B ToOHEF 26 AM, 18 1B, Faijdic#
REBRALRS L, RE5ARIINMBES XU 6316-S
1,800 mg/kg 58 C 6.4 ml/kg, 6315—S 800 mg/kg
$&L U CEZ 800 mg/kg # 58 T 3.2 ml/kg, 6315-S
00mg/kg /5B T 1.6 ml/kg & Uiz, (EREMMDD
BSERER 17T AicAIE L cEELERICHBL,
MEAZTEFET L LML, 2OEREBRE L. B
BN oS ERIINEE (0H), WETRBLY
WBEME L hEXERICHIBL, CoM, —&5&
REBE Uk, #5ME2 1 ml/min & L,

5. &S v b (Fg) DOFEH

BALZS v bz 3 AMBEEICNEG S €72, DR,
M2AM, BIEEERCL DS v FOBBAMAREL,
0~ ARDO BB OMES » PRV, YHOF K
PolS v b E 1R TRBS G, B, BAICHT
ERDLS Y MESRRTEL, COHEFROELE L
R RRF b IBBIC 26~2T BT 55 v & LIRS
Lk, : "

8. MXIKE

1) 85 v b (F,) OWXK

IERRAM I EENR 0, 7, 14, 17, 19, 21 HicfAE &
mERcAEL, WMWEMSIWN0E (SRE), 4,
7, 14, 21 B (MAB) KL MERENEL,, &
DM, —BRBOBREEITIE -7,

MIBICF, 85y 2 -FIKBTTHML, %
KR & D RIMA T - 7ok, BAMIKE TITRRIKD
Wick i, BOtad, TRMBOMEETE
M, BY, WA OM B, WA FM. BRMR. FuER
BIRER, TE&E HIW M FE AZHEIULWS
OEREHERL, FEICOVLTIIMEBEM LML,

2) MM B LUMILE TOHERF (F,) oK

HHRF, 7 v MIBRSRE G, FRBICHE - W
HRELHER AELAEL . BEF (F)) o0
T, HERICEEFYN, REFMENL, #5 AER
HOBME L BREK, EFFOHEERICHEEERAE
Lo F EFEFR ER4BIS, Yy d—H1XHHE
BN MRS AEIICLTSRICHEL, hAE%
BE Lo EEFNBIC#IEWF, T v Micit, B
—EBE5RBAOR—BICENDOF,5 v FOFEE
FLTBIEE LA, ENTHREH SIMICHERLEVES
2, TOEEMHHFILEN, Vv 7 —HBEORNTFIIA
EYUEICEARL, NRBEORBOEREHEL. K
#% FFIR5y FEBUSERT 14, 21 BicHhE
BEZTIE, COM, —BRIREEZBELK, F ffic
20T, A% 48ICENMB UWBCHKEEL XU
UIBAE. 17T BCRRAREEEL, £% 20 BicAaM
k&t BNRE, EERE. BEETRS, SERG
BHMEXE LRG EEERIEL AN,

F,5v b3k 2l ATHAIE, FB#5 v b1
DIEIER 2ICDOF, 5 v P EMEFICHERE L, fho
F.FRFRB5y bEEROFIATCHILBICRML, &
¥ OARUBRBERLAE L. K6, MALF Fico
WTHRMBERBEDA AT >, £/, MILF, FTH,
it XU T REDORH, HEETIODE, > 0TI
B5 v FERURE, TR, SiLREE Bo>
bitR L. ChoF FREFEL KRAXBRBEICX
EEBREETE~10

3) MAEKF, 5y bOBEE

MILLAF, 5 v b2 HIZ150BET BIRR
BT, SllE KEXZAELL, SO, &
%2BBIOVEES Yy PEIR=ZZEROEE(LY. #
Sy MIERAOAERICHERRRER AR L,

Ktk 42 BTHEROMES v Mic>2WT, -T2
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T4 = FERETE - 12 WKRAE 3P RBRIGM,
REBSRl, B LOER XDEK HEEEMES T
FERRER S L, MIXEEMIZIAME LR BLUS v biTo
%4t 40 H T BIEL O ®R Y 2H\\WT, water multiple
T-maze BMRETFN >/ BRIZ 23CoOXKMBT
BUTCHER S DAY KM U TS~ 720 TR B,
PERAKBTORTE 5 BEFEV, HEEANST—L
BMETORBHMEAE L, BRLD 3 HALBAL
T, 1 BYY 40, XBTORTEFTEY, HREA,S
T- A3 ME TORBEME =5 —~EIMEREL . B
THEMIIAMELE, ChSF, 5y M2 THMBET
EREZTEV, 10,06 TRER, SIRL 7.
4) F,5 v bDOEMREREK
HHERBICHWVWLIS v b2, &% 56 B &b KEE
ERECHAMLN, £k 10 88 & 0 B—E 5k
DRPEES v MES U LICRBSER, RIBEDRR, #
B, EEGRETRRRIULLM . CORIBIKE-T
RERLIEN 1S v PBRURRE LA MEERS
HBEIN SIS v M ERTNERBANERT &
MBS v PERIBEET, T/, RRLUD -
J v bRE—RESRBOBRBRELZHIES v b LEE
St BRRUKLF Sy FIDBBERBLRKFRR
BEBCEROERLLILHIENLT, FOBE
LEBRIBEEMEL, EROETEREL
BEFFRSEROF RS~ M, ER21 Bicx—
FLHBTTRRL, BFOLEE - EC - @K - BIN%E
W, oI, RERMENRERERERA L. £FKBF
SIS HE Lok, AELHBERTMEL, HER
BROBB\EBEL, BEZHKRL, BRBSERLMEL
foo 5 v M3, % 15 HARTERE HRL, BEX
BERMELe ChoF MilES v P3F 85 v O
A LR, MEREASL L CMFECEMTETIE 1,
5) BafF (F,) OBRBEEL L UABRKSEOBE
BREYOHEBOF, £HFBFICOVT, TUYHY
vby F-SREREEARLERL, BREEEZTRY,
RODKHFR 77 VICEEL, BAYVIFEICEDARK
MBOBBEETI 1,
6) F.85 v b LUHEF (F,) OBE
SRBEBROF FiR5 v PIBASRSE, HEF,
FEMBEI S, Ak - WHFOF, BF v Ml 3
HE:OAREF B85y NOBELRKETHD, HLEF,
FicBALTHF  FOBESLRIKIC, Vv s -4 XH
¥, GEAE REEBEZTE -7, £1% 21 BOBT
HicF 85y P3EB-SRL, F B>y oA L
BIROBMEETE 7o F.F 20BN ICER &

ML, SMYOMEE 2RI >SMUEREMELS,

7. MEREE & FMEELEDIT

FobLUF, 5 v b ORBML MK iIZ—Biz>0T,
TI-AF—=AVUH - EFNSEBVT, GlBK
FRIMERM, ~v b2V M, NESOU VA, HbY
s (MCV, MCH, MCHC) 2#ME L7, i, F . 8
FORE, AMEMEDS BIZ, FKERLAT by
NTVBEDOT, BMRIZAME LIS -1 Bt Mg
T2\, k%ML, Technicon SMACH (C 9100)
%M\ GOT (UV &), GPT (UV &), LDH (UV #),
ALP (BESSEY-LOWRY #), glucose (hexokinase
#), urea—N (diacethyl monoxime #), total
bilirubin (alkaline azo bilirubin #), total protein:
(biuret i), total cholesterol (cholesterol oxidase—
peroxidase #), albumin (BCG #), creatinine
(JAFFE i&) Z8ME L1,

8. WEMARFIINE

HREHC AR EZRZH RS L AR L {toBYSh L
RBO—BELUF, 5 v FOEMIERMPDOENS I,
w2 EEK BEicLb/$57 4 QR HE §
BETE->T, REERFEHIMELEEL .

9. EEHEINRGT ‘

EHERICPVTRFIBORELTE &,
STUDENT @ t RE (F9MOWBE) F7:i3 COCHRAN-
COX B L ARE (FAMTUWVHRE) K&-T, &
1z, ROFERISOWVWTIE YATES OME%E L x -8
Bk > TRIF LT, MEFORESLICET 2RER
FISHER OEEHEHNEI L > TR > b
i, WIFR bHRBIcH L, fERE0.05 & 0.01 TRE
L7

I.2 % B &

1. Fo7 v bicid 28

1) #5508 b0—BikE

6315—S 5 LU CEZ #5880 5 v b THRSMMT,
KE THBLUCHRSEKO—BHEOERAEPARE
BOBETHEERI N, BRAELEHQREHOETOR.
B, AREEENEDSAT, 6315-S5 800
mg/kg P EOBREHTIR, Hivd, WEL BERTE
BENBEMEMICBEIN, 25T T BLMCE
R bBEENtz, 5, 6315-S H L CEZLFH
DOEEBRTH, F,B5 v MU ST v
2) 4% ®E e

Fof85 v b OEFEERE(LE Fig. 2 1ok Lo (ERNAR
d1, 6315-S 52RO K E R 130 R L 2HE
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Fig. 2 ' Body weights in F, pregnant and lactating rats

given 6315-S or CEZ

intravenously from day 17 of pregnancy through day 20 of lactation

Body weight (g)

Compound aond dally dose (ma/kg)

I

Doy of pregnoncy

CEZ: Cefazolln sodium

0 L} 7 14 21
Day of lactation

*,+ Statistically slonificant agalnst control at P<0.05 or P<0,01

Mot R 1T BEBHEL Lo kEMSINE I3 6315—
S1,600 mg/kg 5B CiFHR 19 B & 21 B BEFICH
LEEMFI A nic, CEZ 58 T1IEKRI9 BOEA
EBLT19, 21 HoMMENEECMF AN, BT
t, 6315-S G RBOIKE BRI LMD L 7228,
AREAMEIHEOITHS -1, CEZREH LMY
14 BREE/IIAERMAZD Shi

3) HER

Fo5v boERbp &L CF FOMEROBEES
Fig. 3R L%,

6315-S s L U CEZ 5487, HK198&L21 8
K, MRBICHL, FELSEEROKD E 2 3RDER
Raoht, ReEOMEF,S v b OEERIIRESE
58T, WH 4B TRMBREENS M- 1205, HE
TEUR, AROBEERMMSED Shic, LML, &
hoDRERY(bIC 2R A RERBRIZ AN - o
4) Srirkek

Fo5 9 bOSREMS Table 1 iR Lo MEB®
LURGHRER & bARIERET, F,5 v FORRH
€& 21 BOF%, S 23 HOBIc A TIEEHE Lo
5) RBEER

Fosy bomllsA (WE 20 H) CORSERS
Table 2 sk L#:, BIRATERE LT 6315-S B & T

CEZ WTFhoREHTHLEBROEHZEANAS ST,
6315-S 3 L U CEZHr 580 Wik E I3, XREIC
HLEMLTWADT, ChoBZBE5RoEMBEER
BHBEICHL, FERORDVETRT OB 1o B
HEEHOBHER THMD A S t- BRI 285
ERTHPE, MBHEEZI -1, EHBLUHE
MERE HICRIABEOE/LERLADIZ6315-S &
UCEZBRERTOEBEROEFW/LMN, MRERSK
», 6315—S 800 mg/kgll Lo 58 % L v CEZ 5
HTOFEEROMD, 6315-S 800 mg/kg LA LD
SHcoREERERRKD, 6315-S 400, 1600 mg/
kg LU CEZ 58 TcoilERM), CEZ 58
TOETHRBLUOTEAERRDVTH 12 U B,
6315-S R 5 BEDITHK, ARAE S & UOF B D FRFBAA K F 80
RETCRFRIDONE 72,

6) IMikkz

Foo v FOMIBARTOMERERH%E Table 3
ml7, 6316-S e 58T, MMBEHCH L, AMEREAM
H®ICHE/D L1, 6315-S 800 mg/kg LI L5 Rt
FRIMFHB LN b7 Y v MEORDD A SN, L
Nl WFhoZ(LicbARERARGREIZS NS, &
HERYTBLIUHEF L DR EA -7, CEZ S
BOMBRERFCIELL L - 1,
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Food censumption (g/day)

ho

Day of pregnancy

CEZ: Cefazolln sodium

Doy of lactation

», % Stotistically significont anoinst control at P<0.05 or P< 0.0l

Table 1 Reproductive findings in F, mother rats and viability
in F, pups during lactation
Compound and daily dose Control 63158 CEZ
(mg/kg) 400 800 1600 800
No. of pregnant rats 25 25 26 26 26
Parwurition index (%) 100(25/25) | 100(25/25) | 100(26/26) | 100(26/26) | 100(26/26)
Gestation period (days) ?) 22.0£0.0 22.2¢0.1 22.0¢0.1 22.1:0.1 22.0¢0.1
No. of implantation sites ) 16.5¢0.4 | 15.9:0.4 | 15.7:07 | 152¢06 | 16.2:0.4
No. of newborn pups b) 15.820.4 14.5¢0.5 14.6£0.8 14.2:0.6" 1 152:¢0.4
Litter size ¥ 15.6¢0.4 | 14.450.5 | 14.6:0.8 | 14.0:0.6* | 15.0:0.4
(Male/Female) (206/184) | (190/169) | (201/179) | (184/181) | (200/191)
No. of stillborn 4 4 0 4 4
Viability (%) Day 0° 94 90* 93 92 93
49 96 99°** 99** 97 9
7¢) 100 100 100 . 99 100
149 100 100 100 99 100
219 100 100 99 99 100
Body weight of alive  Male 5.820.0 5.8£0.0 5.8£0.0 5.7:0.0 5.420.0°*
pups a¢ birch (g) Female | 5.5:0.0 5.5¢0.0 55000 | 542008 | 51:00%
No. of external anomaly 0 0 0 0 1 f ‘

a) 6315—S or CEZ were given to Fo mother rats intravenously from day 17 of pregnancy through

day 20 of lactation.
b) Mean ¢ S.E,

c) (No. of alive newbomn pups/No, of implantation sites) X 100
d) (No. of alive pups on day 4/No. of alive newborn pups) X 100
e) (No. of alive pups/No. of pups after standardization of litter size on day 4) X 100

f) Kinky tail
CEZ: Cefazolin sodium
" *% Q ieti ~all: ‘) 11 m‘

! at P<0.05 or P<0,01

Fig.3 Food consumption in F, pregnant and lactating rats given
6315—S or CEZ intravenously from day 17 of pregnancy
through day 20 of lactation

[ Compound ond doily dose (mo/kg)
b Eﬁ' 100
= B
B w’\tille
b Administration
7 ;u 7w 2 w7 1 21
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Table 3 Hematological findings on day 21 of lactation in F, mother rats
given 6315-S or CEZ intravenously from day 17 of pregnancy
through day 20 of lactation

C°:":l°"::':"d No.of | WBC RBC Hb He Mcv MCH | McHC
Al
Y me | (x100) | (x10) | @de) | @ | we) | ) | @
(mg/ks)
Control 2 61" | 638 142 36.6 s8 221 38.8
ontro 0.3 £0.06 £0.1 £0.4 10 £0.2 0.2
7% | 6.33 14.2 36.2 57 23 39.2
- 2
6315-§ 400 5 0,2 0,07 0.1 0.4 ) £0.1 £0.3
800 2 48| 616* | 139 354+ | 58 22.5 39.4
$0,2 +0.06 $0.1 0.3 20 20.2 $0.2
47 | 616% | 140 354* 58 22.6 39.5
2
1600 6 0.2 £0.07 0.1 £0.4 £0 10.2 £0.3
ez 500 2 5.4 6.33 14.2 36.1 57 22.3 39.3
0.2 $+0.06 0.1 0.3 10 0.2 0.3
+) Mean t S.E.

CEZ: Cefazolin sodium

*, ** Statistically significant against control at P < 0.05 or P < 0.01

Table 4 Plasma analysis on day 21 of lactation in F, mother rats given 6315—S or CEZ
intravenously from day 17 of pregnancy through day 20 of lactation

Compoundand | No. | G o | T apumin| C% |y N| Gor | cer | Ae | wou [TOeb) T
daily dose of (mg/dz) Protein (@/de) nine (mggde) | (mu/m@) | (mufme) | (mum) | (motmey estexol | Bilirubin
(mg/ke) rats (8/d9) (mg/d?) (madn) | (myide
Control 25 17345 4 5.5¢0.1 3.5¢0.0 | 0.6820.02 37¢1 9643 8613 377233 6214 6842 | 0.08:0.00
6315-S 400 25 17414 5.420.1 3.4:0.0 | 0.6420.02 | 3611 108°+4 B44 339:23 58¢3 6922 | 0.09£0.00
800 26 18045 5.4:0.0 | 3.4:20.0 | 0.67£0.02 | 3621 111%*23 8613 384133 6124 72:1 | 0.09:0.00
1600 26 18117 5.6:0.1 3.520.0 | 0.70:0.02 3721 126%*+5 | 100*+ 4 | 395+29 6416 76**%2 10.09*40.00
CEZ 800 26 17924 5.3:0.0 3.4:£0.0 | 0.68:0.02 3721 1034 46°°22 | 38632 53+3 76*%2 2§ 0.0920.00
+) Mean t S.E.
CEZ: Cefazolin sodium
¢, ** Statistically signifi against control at P<0.05 or P<0.01

7) MFE(LERE

FoZ v FOREFLES R COMIRE/CFERERMZ Table 4
IR L1z, 6316-S #5248 GOT o LRAED o1,
1600 mg/kg 5 8 © GPT {4, cholesterol fg,
bilirubin @AY B ICH L, F® WML, LHL,
CHoDEAIR, WTFhLERERE (BEDOFEYIHE,
GOT 80~111 mU/m], GPT 79~115 mU/ml) %K%
C&BT 2 dDTREL, @D GOT i (REH
186 mU/ml) & GPT f (f# 135 mU/ml) 2858k
LTHERUFICHT 2BETET 5L BRERIL
ihotc, CEZ 5B ClIxREBfICH L, GPT fD#
/b, cholesterol {EDWMMNRA ST,

2. F, 59 bt 288

1) HAENFREHEFOEER

F,7 v b OHEKREE HERL O BAKE COE
7% Table 127k L7, 6315-S 1,600 mg/kg &%
BOHEFRS L CEEFEFRKE, HRBICLLEE
KON e LL, EBSECIZERIC ORI
BME SN EdD, HEFROETEbL bLER
BERBDE L hONFREEEL SN S,

4 F DRI, HiLEE 6315-S 400 mg/kg &5
HTOA, bFHcET LR, Lk, WERMETE
BEABRE LMNBREEIN, -, £HF FON
REL LT, CEZ &5 RN 1 fIAohtn
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Fig.4 Body weights in F, male pups born
form F, mother rats given 6315-8
or CEZ intravenously from day 17 of
through day 20 of laction

Compound ond dolly dose (ma/kp)

Body welght (9)

1

ot boy of loctation

CE2: Cefazolin sodium
e, Stotistically sigaiflcont opoinst control ot P<0.05 or P<0.0)

2) 4k &

F Foditb L DI S ToEES Table | (s
B), Fig.4 (i) & Fig.5 (M) iR L7, 6315-S
BEDPS, 1,600 mg/kg HEHICHWVWT, HERKD
#7y MichbdhREKENZD SN, MELREGT
BB L RBE,SH 5\ 400 mg/kg HEHO LS i
thiltopEEmAZH o N sBE&b&H -1, CEZ
BREHTIE, MEF FLbiHERIONEI4AET,
HERICHLL, FEOKEEIHIHN F /- 3 NHER LR
Lt WE 2l i3t > v b & bRBEL ENN
{Baty

i, Yy s -RABKOLAEF OB A TIRESRKR
BrkatftRINAT(LIFASED LN -7,
6315-8 800 mg/ke 5B T 1| PIOMF , F2WE 18 B
KECLA, MIREFTRE LT, #iFSIcSROAH I
L, EBickEsrsShiz,

MALIBOF, 55 bOkES Fig. 6 2R L1,
8315-S 400 mg/kg HEBDIES v P TLHABED T
AT, HEBICH L, HEOHEMMANED Shic
BA, Bk ashiih -1, 6315-S 1, 600 mg/ke
RSB0 1 PlizE% 63 Hic, CEZ B5ROMH 1 fliz
ER 9T BicEhEnFE L, SIRFTEE LTHIEK

‘Fig.5 Body weights in F, female pups born
from F, mother rats given 6315-S
or CEZ intravenously from day 17 of
pregnancy through day 20 of lactation

Cosoound and dally dose (mg/kg)
Comrgl
6318~ 400

it 8

111

Sody weight i9)

20

L n A .
0 L] 7 L] 21
Doy of loctation

CEZ: Cefazolin sodium
=,e Statistically sipnificont agoinst contrpl at P<0,05 or P<0,01

BAKFEES L CREMORE (Photo. 1) HAoh
e, BEOTERBICIFENSSIEN -1,

3) MAFMBER

REPLEF (%21 B) OMIBZER% Table 5 (i) &
Table 6 (M) IcTL7:e BRFARELT, REKS
EBRTEROBRANES N, KEEH 6315—S 400
mg/kg BEHTIW, CEZBSBT1IMcEZ» SN
fro B315—SHEHOMS v MicBWT, RE5LBTH
HrLrEBEROMMMAED Shicfh 800 H 5\ ik
1,800 mg/kg SR THRE. BI%, LM EE e
RECBEORRRDIAS SN, 6315-S HS5HOIE
Ty FCHERELBTHHRLIEBRERINME 800 mg/kg
PitokE5BRTREOFRERR DNEH Shic, CEZ
BEBRTRIREBERMN63IS-SHEESHICHLNAXL,
BRERNSREICH LED UM 6316-S 58
EREEHOEERLI, 6315-SHEBROFRE
FURBOFREMHEBFORETIR, WTFhLERAS
hiih-te

1) MFFmMkRE

F,ForiEomikRERME Table 7 ISR L7,
6315—S B EHOMBES v P TRIMBREUICBEEDIEM
NH Sz, 6315—S 400 mg/kg BEBHOHS v bic
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Fig.8 Body weights in postweaning F, rats born from mother rats given 6315-S
or CEZ intravenously from day 17 of pregnancy through day 20.of lactation

500
400
C)
E 300 } Compound and doily dose (mg/kg)
3 =2 OGN
2 e gg;zi l%
Sl
200
100 |
1o
s 1 i 3 i 1 i i 1 i i 1.
4 5 6 7 8 9 10 11 12 13 14 15

Age In weeks
CEZ: Cefozolin sodium
o Statistically significont agoinst control ot P<0.0l

Photo. 1 Ulceration with acanthosis and hyperkeratosis and erosion
in stomach (H. E. stain, x45)

F, female (63 day—old) in 6315—S 1600 mg/kg group
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Table 7 Hematological findings on 21 day—old F, rats born from F, mother rats
treated with 6315—-S or CEZ

S C°’;l;1‘;“:g ’::')d No.of | RBC Hb He MCV MCH | MCHC
ex 10/ 03 3
(mg/ke) rats | (X10%) | (g/de) (%) (um”) (p8) (%)
control © 406%)| 95 25.5 62 23.3 37.4
ntro £0.04 £0.1 0.3 +0 0.1 0.2
N
Azl 4.22%%|  9.8%* | 26.3* 62 23.3 37.4
e —S 400 52
i | 6315 40 $0.04 £0.1 £0.2 0 £0.2 £0.2
4.17% 9.5 25.7 61 22.8%* | 37.1
5
Male 800 3 £0.03 $0.1 $0.3 £0 £0.1 $0.1
. ) X ) 5
1600 " 4.08 9.4 25.1 61 23.0 37
+0.03 £0.1 $0.2 t1 £0.2 0.2
4.03 9.3 24.6* x 22. 7.7
CEZ 800 51 4.6 61 o 3
£0.03 £0.1 0.3 t1 £0.2 £0.2
Control 5 4.00") 9.5 25.3 63 23.6 37.5
mero £0.03 0.1 £0.3 1 £0.2 £0.2
4.14* 7 26.1 23.4 .
6315-S 400 48 ’ 63 3 37.3
£0.05 £0.1 +0.4 +0 £0.2 £0.2
4.12% . 25. 6 . .
Female 800 ' 1 9.6 5.9 3 23.3 37.3
+0.03 +0.1 +0.3 +0 0.2 $0.2
4.15%%| 96 25.6 61* 23.0* 37.6
1600 50
60 +0.04 +0.1 +0.3 20 +0.2 0.2
4.04 ) 24, 23. .
cEZ 800 ‘ 9.5 9 61 3.3 38.0
+0.04 +0.1 +0.3 +1 +0.3 +0.3

a) 6315—S or CEZ were given to F 0 mother rats intravenously from day 17 of pregnancy
through day 20 of lactation.

+) Mean t S.E.

CEZ: Cefazolin sodium

¥, ** Statistically significant against control at p<0.05 or P<0.01

BESANE/OE U RBRBLUANT 7 U v MEDOHMA RERH L L EREIC 6315-S © CEZ 50 FIR
ashk, FMBERBEICHOWT, 6315-S800 mg/kg  Honiih -1,

fEROBED MCH % X 00 6315-S 1, 600 mg/keg &5 8) REDLH L UHERR

BoMo MCV, MCH #icBEDORDA A Shk, L F,5 v NOREMtE L CHRBRRET KA Table

AU ThoBEEOTILRVWThBETHOBHESE 9tk Lt Fi oy bORENLIX 6316-S L LU

TRT BN -1 CEZ 528 TOTFhoEEIc bHRELEN LU, -
5) MALFRERE 720 HRRBOZIEHICHOWT b 6316—S H LU CEZ #%

MAFORBREFR RS Table 8 ik L7co BIER  SHEMBELOMIENU, - MRBEIUDE
®& LT, 6315—S 400 mg/ke 35 & OF 800 me/kg &5 BOWES v FTRZZ I A TOTHREBENA SN,
HTRERNehEN 1§, 6315-S 1,600mg/kg &5 T) RETREERR & ITRHRR
BTW IS OB AL 1 ld Shi-, BREZELD K% 20 BICITRE > ERF B LUCEREREOKKZ
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Table 8 The skeletal findings on 21 day-old F, pups born from F, mother rats

treated with 6315-S or CEZ

Compound and No. of Minor change (%) No. of
daily dose 3 No. of coccy. Lumbar | Fourteenth | Sacraliztn Seventh |anomaly and
(mg/kg) specimens vertebrae rib rib /Lumbariztn| sternebra type
Control 100 28.2:0.1 20.0 1.0 0.0 15.0
6315-S 400 100 28,2:0.1 25.0 0.0 1.0 20.0 1:8A1
800 104 28.3:0.1 18.3 1.9 1.0 11.5 1: SA2
1600 102 28.2£0.1 34.3* 1.0 0.0 20.6 1: VA
CEZ 800 104 28.2¢ 0.1 20.2 0.0 1.9 17.3

a) 6315—S or CEZ were given to Fo mother rats intravenously from day 17
of pregnancy through day 20 of lactation,

b) Mean ¢ S.E.

CEZ: Cefazolin sodium

SA1: Cleft sternum II-IV and VI
SA2: Cleft sternum VI

VA :

Hypoplasia of thoracic vertebra XIII

* 1 Statistically significant against control at p<0.05

Table 9 Developmental differrentiation and sexual maturation in F, rats
born from F, mother rats treated with 6315—S or CEZ
Differentiation (%) (Positive /observed) Sexual maturation(days), Mean t S.E. (observed)
Compound and Auricular
d‘;I.: :Io;:) a) development Hair growth Teething Eye opening Penile type Vaginal opening
(Day 4) (Day 14) (Day 14) (Day 17) W type U type
Control 99(198/200) | 100(200/200) | 100(200/200) | 100(200/200) | 32.8:0.3(50) | 47.1:0.6(50) 32.5¢0.3(50)
6315-S 400 100(200/200) | 100(200/200) | 100(200/200) | 100(200/200) | 32.5:0.2(50) | 46.940.6(50) 32.6£0.3(50)
800 100(208/208) | 100(207/207) | 98(203/207) | 100(207/207) | 33.420.3(52) | 47.020.3(52) 32.3£0.2(50)
1600 100(208/208) | 100(206/206) | 99(203/206) | 100(206/206) | 32.420.3(52) | 46.3£0.3(52) 32.5:0.2(52) .
CEZ 800 100(208/208) | 100(208/208) | 100(208/208) | 100(208/208) | 32.5:0.2(52) | 46.9:0.4(51) 327003(52)

a) 6315—S or CEZ were given to F o mother rats intravenously from day 17 of pregnancy through day 20 of lactation.

CEZ: Cefazolin sodium

Table 10 IZ/RL7co ERFEBLIUEERER, 2414
EWTH -1

£k 2 BTERELIA -T2 7 4 —IL FRBROBKK
% Table 11 IZx L 7o 63156—S 1, 600 mg/kg & L U
CEZ 58 0Mt> v b T, B LhREHSMEEICH
L, BEICHINL 72o thOBIRIEEHICBIL TIIMHES »
bEORBBSEE BB L ORICENTS - 1o,

Water multiple T-maze AR B #% Table 12 ic

T Uo BKBRTHD TS — LBIEFHERNM, XREAT
BT — LB EFERM D L x5 — B 631555
LU CEZ BB L MBE & DM SENEL, &M
ELBTEAERZBIC, T— LBHEEREREE
(5D, T5—EbDULE->T, FEHRNSGN
oo i, RITH, BREBICREOAOGNST MR
EhHohiihot,

THRABRRT®RD T v 2B HRLALIA
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Table 10 Reflex responses” in F, rats born from F, mother rats
treated with 6315—S or CEZ

Compound and daily dose b) Control 6315-§ SEZ

(mg/kg) 400 800 1600 00
No. of rats examined 200 200 206 206 208
(Male/Female) (99/101) (102/98) (107/99) (102/104) (105/103)
Falling posture reflex (%) 100 100 100 100 100
Righting reflex (%) 100 100 100 100 100
Visual placing response (%) 100 100 100 100 100
'Auricular startle response (%) 100 100 100 100 100
Preyer reflex (%) 100 100 100 100 100
Corneal reflex (%) 100 100 100 100 100
Pain response (%) 100 100 100 100 100

a) The tests were done on 20 days age.

b) 6315—S or CEZ were given to Fo mother rats intravenously from day 17 of pregnancy through
day 20 of lactation.

CEZ: Cefazolin sodium

Table 11 The open field behavior” in F, rats born from F, mother rats
treated with 6315—S or CEZ

Sex Compound and daily doseb) Control 63158 CEZ
(mg/ke) 400 800 1600 800

No. of rats examined 25 25 26 26 26
Ambulation 75¢5%) | 69+4 7744 7454 70¢4

| Rearing 161 1621 161 161 1411

Male | Preening 1+0 10 120 10 110
Defecation 110 110 110 2+0 10
Urination 110 110 0+0 010 010

Center latency (sec) 8+1 811 7¢1 8¢1 8+1

No. of rats examined 25 25 24 26 26
Ambulation 67:4%) | 7023 6713 7144 67¢3

Rearing 13+1 151 16+1 17¢1* 17¢1**

Female | Preening 110 0+0 1+0 1£0 1+0
Defecation 0+0 0+0 0+0 0+0 040
Urination 010 010 0+0 1+0 0t0

Center latency (sec) 101 1213 81 81 7¢1

a) The test was done at 6 weeks of age.

b) 6315—S or CEZ were given to Fo mother rats intravenously from day 17 or pregnancy
through day 20 of lactation.

+) Meant S.E,

CEZ:

Cefazolin sodium

* ** Statistically significant against control atP < 0.05 or P < 0.01



418 CHEMOTHERAPY MAY 19887
Table 12 The water multiple T—maze test” in F, rats born from F,
mother rats treated with 6315-S or CEZ
Compound and daily dose b) 63158 CEZ
Sex Control
(mg/kg) 400 800 1600 800
No. of rats examined 25 25 26 26 26
Time (sec) Straight 7.9£0.5 )| 7.6¢0.4 7.8£0.6 8.2¢0.4 7.8¢0.4
Maze 1st day 56.314.0 53. 75,1 57.7t4.8 56.1:4.0 54.424.0
2nd day 23.1:1.7 26.5¢2.1 24,7£2.1 23.6:1.3 24.7£1.8
Male 3rd day 21.5¢1.6 20.8+£1.2 23.2¢1.5 24.2¢3.2 21.2¢1.3
Error Maze 1st day 10.21£0.6 9.2120.8 10.2¢0.8 10.0£0.7 9.9+0.7
2nd day 2.110.3 3.0:0.4 2.41£0.3 2.320.3 2.710.4
3rd day 1.0£0.2 1.210.2 1.3£0.2 1.4!0.5‘ ‘ 1.3£0.2
No. of rats examined 25 25 24 26 26
Time (sec) Straight 9.4:08") | 8.7:06 8.7¢0.3 | 9.3:0.5 | 8.5t0.6
Maze 1st day 59.6+5.2 48.312.7 49.0+2.1 56.1£3.7 59.7+4.1
2nd day 26.91.9 27.2¢2.1 26.1+1.7 31.3:2.4 27.722.1
Female 3rd day 23.7¢1.7 [25.5¢1.9 | 26.4:+1.6 | 26.7t1.8 | 24.6:+1.8
Error Maze 1st day 11.310.8 9.5£0.7 9.9+£0.5 10.9£0.6 11.7+¢0.7
2nd day 3.7+0.5 3.2+¢0.3 2.720.4 4.0£0.5 3.2¢04
3rd day 2.1+0.3 2.1:0.3 1.710.2 2.3:0.3 1.7+0.3

a) The test was done at 7 weeks of age.

b) 6315—S or CEZ were given to Fo mother rats intravenously from day 17

of pregnancy through day 20 of lactation.
+) Daily mean ¢ S.E,
CEZ: Cefazolin sodium

6315—S 400 mg/kg H LT 1, 600 mg/kg 5B HE
DE@HF 1 AITHOAONIZ. ThORROFEBEREY
RETE, WTFhicbRATICHFIERRS SNl -
7: (Photo. 2 )o

8) HEEM, £MIERRD LUERF, 5 v FOGFE

F,5v bORIBRRRICELL, Hik56 HL DR
TETCHEEERAN ., BEALEDF 5y FRER
IKA~5 HOBEMERVEL, £%10BLOF,
59 MEERIELERHIEL T, DERAIORT 2%,
BEAEDRT TRENEBD Oh, KERAKILL K,
6315—S 400 mg/kg % & 0¥ 800 mg/kg & 5HDE 1§
DRBAKIMS v b, RIBROTTCICBRELAEED
BRBTRR ERlk. ChoDBREZ LD T
Table 13 iIZR L7co REARKRML B LURRIZ LA
FMNARETH > - X7 ORIIHBET 1 . 63158
400 mg/kg H#ESBT 2 H, 6315—S 800 mg/kg 5.8
TlHicBHonictt, ChorROBEEEIFRES Y
t: & T A 6315—S 400 mg/kg {HS5BO 1 PlEKRE, W

ThLRE, FhlE. ChoDREREORRE XR
BUEDNRETH 1T v bOWMRETERRIE
S5 v P OMBEAFREARENICRE LANRERASN
Whoate

ChoDRBIRE->TERLAEF,5 v toKkE2:
Table 14 icRk L, ERFBBEHOKEIVTHOLHN
TR LI - 1o,

9) FKES v F ORF(F,) R LUREER

EHEF, 5 v b O 21 B ORI~ Table 15 K
Flte WENOBRERTH, %N BEN FHE
FREN BIFEEERE S IHBREEREN -
6315—S 400 mg/kg B5H TIIMORF I EHKEHNS
>h, %7, 6315-S 1,600 mg/kg H5HORE LV
CEZ 58 oo BRERN MBI LEEIH
mUto ARERFIR CEZ S5HCHENKICSRN
1% (Photo.3) & 6315—S 400 mg/kg #5 R HRE
AR LY (o

ChOHERF, 5 v FOMBER% Table 16 KRl
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Photo. 2 Aspermatogenesis in atropic semiferous tubes
with interstitial edema (H. E. stain, x113)
F, male (10 week—old) in the 6315—S 1600 mg/kg group
Table 13 Mating and fertility data in F, rats born from F,
mother rats treated with 6315—S or CEZ
Compound and daily dose ¥ Conteol ss=e cEz
(mg/kg) 400 800 1600 b
No. of males 25 25 26 26 26
No. of females 25 25 26 26 26
Mating index b) Male (%) 100(25/25) 96(24/25) 96(25/26) 100(26/26) | 100(26/26)
Female (%) 100(25/25) 100(25/25) 100(26/26) 100(26/26) | 100(26/26)
FPertility index <) (%) 96(24/25) 96(23/24) 100(25/25) 100(26/26) | 100(26/26)
Pregnancy index 9) (%) 96(24/25) 96(24/25) 100(26/26) 100(26/26) | 100(26/26)
a) 6315-S or CEZ were given to Fo mother rats intravenously from day 17 of pregnancy through
day 20 of lactation.
b) (No. of copulated /No. of males or females) X 100
¢) {No. of males which impregnated females/No. of males mated) X 100
d) (No. of pregr females /No. of females mated) X 100
Including female rats that copulated in re-caging with a proved male rat
CEZ: Cefazolin sodium
Table 14 Body weighis in F, pregnant rats born from F,
mother rats treated with 6315—S or CEZ
Compound and daily Day of pregnancy
dose?) (mg/kg) 0 7 14 17 19 21 22
Control 249:5(24)") 286+ 5(24) 328+6(24) 360£6(24) 39317(24) 42417(24) 470t 6(4)
6315-§ 400 256£4(24) 29245(24) 331£5(24) 364+6(24) 3956(24) 42518(23) 428:25(5)
800 24813(26) 28345(26) 32115(26) 3526(26) 38316(26) 411:7(26) 415¢17%(6)
1600 25124(26) 288+5(26) 329+5(26) 16245(26) 395¢6(26) 426£6(26) 419:18(4)
CEZ 800 25243(26) 287+3(26) 327£4(26) 360+5(26) 3931 5(26) 425¢6(26) 442t 5*4(4)

a) 6315-S or CEZ were given to Fo mother rats intravenously from day 17 of pregnancy through day 20 of lactation.
+) Mean ¢ S.E, with no. of rats examined

CEZ: Cefazolin sodium

*,** Statistically significant against control at P<0.05 or P<0.01
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Table 15 Fetal development in F, pregnant rats born from F,
mother rats treated with 6315~-8 or CEZ
Compounc: I:;jlki;ily dose s Control 6315-§ ggg
400 800 1600
No. of pregnant rats 12 12 13 13 13
No. of corpora lutea b) 15.4£0.4 15.320.5 15.120.4 16.8£0.7 15.1£0.5
No. of implantation sites ) 14.8:0.4 | 14.760.6 | 14.5¢0.4 | 15.420.7 | 14.6:0.5
Implantation rate &) (%) 96 96 96 91 97
No. of alive fetuses °) 141205 | 13.760.7 | 13.420.5 | 14,6207 | 13.8:0.6
(Male /Female) (82/87) (78/86) (82/92) (99/91) (88/92)
No. of resorbed fetuses 8 12 15 10 10
No. of macerated fetuses 0 0 0 0 0
No. of dead fetuses 0 0 0 0 0
Fetal viability ¢ (%) 95 93 92 95 95
Fetal body weight (g) ) Male 5.26£0.04 | 5.14£0.05 | 5.25:0.04 | 5.2120.04 | 5.25t0.04
Female | 4.98:0.03 | 4.81:0.06% | 4.95:0.04 | 4.90:0.04 | 5.00£0.04
Placental weight (mg) ®) Male 480+7 49127 48718 51128%% | 51759%*
Female 47929 46618 50129 493:11 523£12%¢
No. of external anomaly 0 1 €) 0 0 1 f

a) 6315—S or CEZ were given to Fo mother rats intravenously from day 17 of pregnancy through day

20 of lactation.
b) Mean ¢ S.E.

c) (No. of implantation sites/No. of corpora lutea) X 100
d) (No. of alive fetuses/No. of implantation sites) X 100

e) Kinky tail
f) Polydactyly
CEZ. Cefazolin sodium

*, ** Statistically significant against control at P<0.05 or P<0.01

720 6315—S 1,600 mg/kg RSB CHRERE ML
ohtc,

10) £MREARTHROMS v FOMBER

HMERBZAETLLF #5 v MK 15 AKTRE
B-HRL FERBERLZAMEL e TORBEE
Table 17 ic/R U7zo XHREE D 1§ & 6315—S 800 mg/
kg 5B 2 IR EOBBEOERLIERNH SN
1zo MBOZEEFI TR FERIZZ{A0NT, BXH
TREFOERDOZH SNEWEAENEHR o,
MBERTELLDA SH-DiF 6315—S 400 mg/kg £
S5ROFRERENOATH >,

11) Dl L UHEFOKE

F,5 v F o Mk#% Table 18 ioR L7, 6315-S
800 mg/kg 58D 1 i3, B OWECEFNE
FrBdEN -1, tOF, 5 v b T, 6315-8, CEL
WThoOBRSEME b, EHSR L, HER, ERMMA
HEROFEFRES &, 575 RE & 20 M1
6315—S 400 mg/kg 5B D A FHEFEFRSS
Wi CEZ 5RO ERBAMN BRI UbTIER
Wit ThSF 85y bDkE# Table 19 {TRL
2o 6315—8 £ L U CEZ 52 B k&3, mwf
HTHXMBEEAEDENLIM T,

12) F. M3 0F 85 boRBER

F.FaMeL, WELAF 85 v b 2mascml
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Photo.3 Polydactyly (one more digit at preaxial site of right foot)
F, fetus in the CEZ 800 mg/kg group

L, IERBEREME Lo ZTDORES Table 20 i
LT, BB LUHENERE bICRAFROLELERL,
MORRISHRERBGROZD SN BB - 1o,

13) BB F . 5 v bOMBRES L CMIBEIERE

EMBHERER IS BB TERLAF > b, IEK
AAREBRLAF B85y b, F,59 FMIHICERL
FBIy boMBERES L CMBELERE i,
WFRbARERAETRTLEIIEL, BEERET 2 b
DR -7,

3F, 5y M 2%

1) HEBFTR & HEFOEERS X UORB AL

F.EFOHER L ) BILEE COLERE L O
EROARRE% Table 18 1o U7 ML b BEFL
BETOF,FORCEERE LIREALEL, BILY
REOF FEBERIRIFCH - 7o HEF FOAKR
BELT, HRBEO | ficmR - LA, 6315—S 400
mg/kg & OF 800 mg/kg 5B IcTheEh | 1>
#% (Photo.4) M&Shte,

Foff Ol & O BFLIS S COHES Table 21 i
WLl WEMMS, S v NINBRICHL, &
BOGEMMS 2 VREOSBREBI AN, —EHE
ERTEAR S oo BEMEICEREREILO

REBE I, WFhoEEIc bHBEEZNE,-
S

2) fafFoBEREAE

HRF 5 v F OIS (F.) DBEREDOKMRE Table
22 1IRlf, BISRHWE LTI, CEZBRE5BTARRA
HELTBUNS ONIEFICEE | BLICEETE & K
BOBEBENASNIDATEH >, (LEICHT 5 85T
BLUOMMZELIBET 2 BIEEICO>WTHIEE T ~EE
L@ ohliih -1,

3) BFOREEERE

HEWRE 5 v b ORF(F.) DBBEBELTSW,
£ D4k % Table 23 IS/ L7, 6315—S 400 mg/kg #
58 TKEE (Photo.5), ARKRDIEMILE H 5 M
RE B L OIS ZE OHLIRA (Photo. 6), ABIKS XA
Ik B EITREINR, LIREIRK, HBETHRZEDOETR
EHRENREN 1 H, 6315—S 800 mg/kg & T* 1,600
mg/kg S H THRAGIR L L - 72 0B PR ORI
HeEhZh 1 FFo8ontc, ChoBERBD VIR
WERICOVTHREAR, HHhoELTRERSICEER
THLEEZAShEbOREN ST,

4) MAFOBSER

F.7 9 M54tk 2] HOMIAKIC, BR ZiRL,
BERBOEREHE L - K% Table 24 (#), Table
25 () KeEhZThmRLi, SIRFRE LT 6315-8
1,600 mg/kg B 5B O# ICHIKEEES 1 # (Photo.
7), 6315—S 400 mg/kg & U 800 mg/kg S5 ¥ T
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Table 18 Reproductive findings in F, mother rats
and viability in F, pups during lactation
Compound and daily dose s Control 63158 CEZ
(mg/kg) 400 800 1600 800
No. of pregnant rats 12 12 13 13 13
Parturition index (%) 100(12/12) | 100(12/12) | 100(13/13) | 100(13/13) | 100(13/13)
Gestation period (days) ©) 22.3£0.1 22.3:0.2 | 221201 | 22.2¢01 | 22.2:01
No. of implantation sites ) 15.9¢0.5 | 14.6:07 | 14.2¢1.1 | 14.5¢0.7 | 14.120.5¢
No. of newbomn pups ) 14.5¢0.4 | 13.0¢0.6* | 13.2¢1.1 | 133207 | 13.7:0.5
Litter size ®) 14.5¢0.4 | 12.320.7* | 13.0¢1.2 | 13.2¢0.7 | 13.5:0.5
(Male /Female) (94/80) (79/69) (81/88) (83/88) (94/82)
No. of stillborn 0 8 2 2 2
Viability (%) Day 0° 91 85 91 90 9
49 98 99 96 98 98
7¢ 100 100 100 100 99
14° 99 100 100 100 99
219 99 100 100 100 99
No. of external anomaly 1 g 1 8 18 0 0

a) 6315—S or CEZ were given to Fo mother rats intravenously from day 17 of pregnancy through

day 20 of lactation.
b) Mean t S.E.

c) (No. of alive newborn pups/No. of implantation sites) X 100

d) (No. of alive pups on day 4/No. of alive newborn pups) X 100
¢) (No. of alive pups/No. of pups after standardization of litter size on day 4) X 100
f) Taillessness and imperforate anus

g) Kinky tail
CEZ: Cefazolin sodium

*  Statistically significant against control at P<0.05

Table 19 Body weights of lactating F, mother rats born from F,
mother rats treated with 6315—S or CEZ

Day of lactation

Compound and daily
dose?) (mg/kg) 0 4 7 14 21
Control 316t 8(12)") | 342:8(12) | 34627(12) | 347:6(12) | 326:6(12)
6315—S 400 306+10(12) 33119(12) 33519(12) 334+ 8(12) 309+6(12)
800 | 308: 6(13) |[331s5(12) | 333:4(12) | 335:4(12) | 314¢5(12)
1600 | 307+ 8(13) | 333:9(13) | 332:8(13) | 337:7(13) | 316£6(13)
CEZ 800 312+ 7(13) 338+6(13) 34316(13) 34526(13) 318¢7(13)

a) 6315—S or CEZ were given to Fo mother rats intravenously from day 17 of pregnancy through day

20 of lactation.

4) Mean ¢ S.E. with no. of rats examined

CEZ : Cefazolin sodium
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Photo. 4 Kinky tail
F, newborn pup in the 6315-S 800 mg/kg group
6315-5-B-56
Exp. No.312
C212-21-F213
Table 21 Body weights in F, pups born from F, rats whose mother rats
were treated with 6315—~S or CEZ’
Compound and " Day of lactation
Sex daily dose”)
(me/ke) 0 4 7 14 21
Control 6.3:0.1094) *) 9.9£0,2(49) 16.5£0.3(49) 33.6£0.5(49) 52,2¢0.8(49)
6315-S 400 6.1£0.1(79) 19.740.2(43) 16.1£0.3(43) 31.920.7%(43) 49.2:1.14(43)
Male 800 6.210.1(81) 9.7£0.1(46) 16.510.2(46) 32.5£0.3(46) 50,0£0.6*(46)
1600 6.240.1(83) 10.310.2(49) 16.720.3(49) 33.1:0.4(49) 50.620.7(49)
CEZ 800 6.320.1(94) 9.6£0.2(54) 15.9£0.4(53) 32.4£0.6(53) 49.6£1.0%(53)
Control 5.9¢0.1(80) *) 9.1£0.2(47) 15.320.4(47) 31.110.5(46) 49,2¢0.8(46)
y 6315-5 400 6.0£0.1(69) 9.840,2%(53) 16.120.3(53) 32.320.4(53) 50.3£0.8(53)
F
emale 800 5.920.1(88) 9.440.1(49) 15.8£0.2(49) 31.80,3(49) 49.7£0.5(49)
1600 ' 5.8¢0.1(88) 9,640.2(55) 15.7£0.3(55) 31.120.4(55) - 47.720.7(55)
CEZ 800 5.9 40.1{(82) 9.1£0.2(50) 15.340.3(50) 31.5£0.5(50) - 49.140.8(50)
a) 6315-S or CEZ were given to Fo mother rats intravenously from day 17 of hrough day 20 of 1

pregnancy
4) Mean £ S.E. with no. of rats examined h
CEZ: Cefazolin sodium

* Statistically signifi gainst control at P<0.05
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Photo.5 Hydronephrosis (right side)
F, fetus in the 6315-8 400 mg/kg group

Photo. 6 Dilation of lateral ventricle
F, fetus in the 6315—S 400 mg/kg group
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Photo. 7

Internal hydrocephalus (left side) 21 day-old F. male pup
in the 6315-8S 1,800 mg/kg group

FUgoORREENrehEN 1 Ab LI, T Y b T
14 6315—S 1, 600 mg/kg £ 58D RIREH & URILIR
EECERER/DN, M5 v b Tid 6315—S 800 mg/kg
UFoREHTHETROERNEM, 6315-S 1, 600mg/
kg SR TFEERORDVUENS SN, LivL,
NoDERE(LIVWTh LEEL LD TH- 12,

« o * =
M A K oxacephem ZiLLEME 6315—S D 400
mg/kg/H,: 800 mg/kg/H, 1,600mg/kg/H%7 v b
DEERGIH & A ICEEERIRNES L, Sib
LUK X 5 %84 Cefazolin (CEZ ; 800 mg/
kg/B) ZMBIEE L, HB®RIT L7
©6315+S BEDIFE, B35 v MF,)O—BIREE L
TTH, KE —BEORRALE, BREHET, KK
RERBSHI,
£, Wibntr}ﬁﬁimﬁ{tt LT, EREIc
1,800 mg/kg 5 CHEMMBOMS & REERT
RERODETHS Nk, UL, MEBCRERS
BTURS XU EEROMMNESD Shi, CEZ #5
BOLAE, MR T 5282 6315-S 1,600 m
ehg WEM L EREICH SN T, Cephem HDF v
MIEN S L CRANZERBR TR, ERANOKE
WM HH Latamoxef®, Cefotetan™ 73 & D H B
MXR(2 000 mg/ke) % BIRAKRS L1Bic s 5 h,

BERAPORERELELUCHEOGE S RERNY
fm & Cefotetan”, Cefbuperazone?, Cefuroxim
e®, Cefminox'? L ETHHE SN THY, cephem
FREMEREHICHBLEFREELOSNS,
Foov bo%iRE, 6315-S 5B CHHELEH
BROMMEBEORRERDRD, 6315—S 800 mg/
kg Lo E#clem FEER, 63155400 &
U 1600 mg/kg S5 H CHRERL S ICBEORDH
Aohi:fh, BEEIHEIERICBEOHMISAGH
1:o EBEROHIMIZ, TR, KELEDHIC penicillin
F& 53 cephem FROHEMEIL S F il M8
DELICL > TR ZBERBOKBELEREICLE KX
HRIGEELOGNTVLS 12, WIR, FWEROTIL
BAFOKRIFEGICELER P L AHBRELTVWEEED
h3, BReTEREME MBFOIVTFo v B
URRZRBOEMZE > - BILTREVDOTCHEEM
ERETEHDTRUEI- 2, MBENERET,
6315—S I 5 BOB TN GOT EHNEE LR L7243,
BEGEBCRI LBAICRER, FEEZR¥EST ST
FRELZELOSNTVWSE200mU/ml A2 ZABLH AR
HRAOHUEN- 1o SOICITFROER S X UHRERR
FEHRREICOEANLII-72DT, 6315-SDF,5 v
FOFRICHT AR EE L THBETRELDIILWE
ZAiohb, Fad vy POMKKRET 6315—S 800 mg/
kg lEOBREBIBEORMBKPELE LUANT 2 v
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MEDRD & 6316-8 HEEHICHMMKDORDHNAS

shiedt, WIFhLRAREERR S, 7. FIMEF,
5y P OBERMEM OB L 6315-S DIERMS LT

ERMBBRESEROMES v b ' P # Latamoxef D5 » b
RENS L CRIAMBEERY TLHREIATVS,
CEZ #5HOF 5 v bOHMFAL 6315-S HEHT
AoniBEiLE ZIZEIMTH -1,

6315-S 5 LU CEZ & E5HDOF 5 v F DIERN
M, S, WMWELLIZERTH -7, WM DI~
KRF, 5y bokER RWHL MEREZLICLEE
MECLBEEAONBIMIIN I, HEKOF,
fFikK i3 6315—-8 1, 600 mg/kg S5 HDOHE CEZ £
SROBETET L/ COXLZ, SEDOKRIUAIC
b cephem RIAEMROBMEN s L URINMRER
B BREHONTWSELDOTHD, ERPOKE
EREBD - TH - RKEREECLE/T v FORERBY
BEsLTwWEbDLEDN S,

F (FOMILEOLIR T 6315-S LU CEZ WT'h
DRERTH, XHULEFREROMN, EEOFRER
DRV, F1:6315-S1,600mg/kg FEHOES
PeBEORBERORLOMA NI, CholFME
PeRICOVWTIREMABENRETRENSSNT
Fte, FEMT vy M ERE(LDA S
ENG, BICMEETREIENATREV, F FRAL
B0 RF M ER /D : Cefotetan™, Cefuroxime?’,
Cefamandole' ¥ THHEINTVWE, F . FOEBRE
K5 kiE GEHEARRY) MHALHEN L TF WIF
ICER LT REE AR S B, BH, %< D cephem
FHEMR CRAHBITRRBINTHS "2,

F.5y bCTHAREBILEOBREBRE, BILEOKE,
RSB, BN, WL LICBVThLRERSICK
3LEZAONBE(LRZLBOHONLE N, F/LLF,
J v bDOEMAEICHET 2B bRERSOERIIZL
zZhontsh-r1,

F.leFonk, ABBLUBREBRETIR, S<DOH
PICEHRRBT AR 2D, ChoDRBRIA
EICARERAMRIEIASNT, 6315-S b 5\ix CEZ
B3 BREYoNEN-T2, &5, Fi 7y
FNEBHRAARIETELF .S v FOREML KER
FICHA SRHEZEDLED -T2,

PUEDEHi26315-S %25 v FEAEMB LAY
ICEEBIRARE LS, ERF .5 v P TR, &E
W s BEROME, WEF,S5v FTit, hEH K
CEEROMIN, SHEROMN, BEOAM, HMmEK
oL EORERBHON, F, 5y MCRHER

EFBEDEEE, MIONBERONMZ L oY
s ohte LAL, Fo57v POEREHM, S,
MWITRY, F, 5 v bORW, KX WEX #E#eg:
Zite{EMrBHONT, EDLEMELERTHY,
F; 59 PZOOWTHIF - HEFOThOLERTS-
7co CEZ®5iIC & > ThHRIZEMORAN B O,
ChoDBMED 6315-8 D5 v FKARS I X
AMERL L CRANMBESRRICE T 2 RKREER
i3, FoF v MIZDWVWTI2 400 mg/kg/BLT, F,5 4
FPROVTREMOKRAEMEROTEINIT 1,600
mg/kg/B, F,5 v pIcoWTid 1,600 mg/kg/BTH
2LE\AONS,
(RIREHENIM : 1084 £E 8 A~10854E5 A)

L] *

AHEORKMER - 1o MXESTICERT S, H
wWHICEBBATAVWLERIEE K BE SH8E,
WHE, HeE—, PR, XEXE A
B AKX &% & TRER REREXOEX M
MEES T LUMAREETEL TRV EREE
B+, mNE, HHFE HEETOER REER
HOMBLZER L CHCLEN CRICENT 5.

X [

1) mEEE, kB 3h xil #F. FB %
hAL=, EOK# SBE IE: Oxacephem %
REMRK 6315—S (Flomoxef) O in vitro i1 &

£ M. Chemotherapy 35 (S— 1) : 76~107,
1987 :

2) ZHFEW B R, REBA, BRHEZ:
Oxacephem L i MK 6315—S (Flomoxef)
D in vivo HiE{EH. Chemotherapy 35 (S-
1):121~128, 1987 )

3) AR : i EMBREORRICHSIEL T
Penis DTt O ic it BRARICOVT
DER, BAMREKE 16 : 87~97, 1954

4) BIEL, W. C. : Early age differences in maze
performance in the albino rat. dJ. Gen.
Psychol. 56 : 439~453, 1940

5) BUTCHER, R. E. Ww. J. scotrT, K
KAZMAIER & E. J. RITTER : Postnatal
effects in rats of prenatal treatment with
hydroxyurea. Teratology 7 : 161~166, 1973

6) /KX, THEH : 6050-S 0 F v b AEME
X U2 5%, Chemotherapy 28 (S~
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7) :1142~1157, 1980

wE ¥ /hBE#F : Cefotetan (YM08330) O
ERER, RRARSHOS v bckid 5 BEL
FLUBANBS SRR, ICAXE 23 767~T783,
1982

hELF PHEZ HAIEX REWRTF
B UH:T-1082 OBHEERER (BS5HW) 5 b
cp i} 3 MR, Chemotherapy 30 (S -
3) :319~343, 1982

ABEE W — SR AR
BH ¥ MKER. (h#BE : Cefuroxime @
5y MVERICRIZTERICMT 3R, Chemo-
therapy 27 (S — 6) : 245~270, 1979

ER B RXMER M (K0 FRIEMN
oz, R 2 : %L\ Cephamicin MT-
141 1B 2 BRENHE (X) 7 v btk 3
RERRUCRINESHR. Jpn. J. Antibiotics
37: 1211~1227, 1984

AR/EE, HTWVWF: Aminobenzyl penicillin
(ABPC) % & U :Aminocyclohexyl penicillin
(ACPC) #O#t5ic ks A RFEHEOKE AL
FLUEBEROLE(LICOWT, Chemotherapy
23 : 3192~3196, 1975

TH—5h FH # EEXHE KO *E.
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&7 %%, Chemotherapy 28 (S — 1) :133
~135, 1980
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%, Chemotherapy 35 (S— 1) : 351 ~ 369,
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ENHLURANKES AR, Chemotherapy 27
(5-5) : 682~700, 1979

DOERR, B. I. ; R. GLOMOT, H. KIEF, M.
KRAMER & T. SAKAGUCHI :
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REPRODUCTION OF RATS UNDER 6315—S (FLOMOXEF) (3)
INTRAVENOUS ADMINISTRATION DURING THE PERINATAL
AND LACTATION PERIOD

Yasutiiko HASeGAwA and MAsANowri ANDOU
Shionogi Research Laboratories, Shionogi & Co., Ltd.

In Jel : SD rats, the effects of 6315—-S (flomoxef) on F, mothers and offspring in the
peri — and post — natal period were compared with those of cefazolin (CEZ) as a reference
drug. The antibiotics were administered i.v. to F, mother rats once daily from day 17 of
gestation through day 20 of lactation at daily doses of 0 (saline ; control), 400 mg/kg, 800
mg/kg and 1,800mg/kg of 6315—S, and 800 mg/kg of CEZ.

Body weight gain in F, rats given 1,600 mg/kg of 6315—-S and food consumption in all F,
rats given 6315—S decreased in late pregnancy, but increased during the lactation period.
The gestation period, delivery and nursing behavior were normal in F, rats given 6315-S.
When F, rats were killed on day 21 of lactation, the day of weaning, the weights of the
cecum with its contents were higher for the groups given 6315-S. ‘

No adverse effects attributable to 6315—S were found in viability, growth and differenti-
ation, behavior and functions, and reproduction performance in F, rats. Intrauterine growth
and viability were normal, and no compound-related anomalies occurred in F, fetuses of
all 6315—S groups. In postpartum observation until weaning, viability and growth and dif-
ferentiation were normal in F, pups of the 6315—S groups. There were no qualitative dif-
ferences between the treatment with 6315—S and that with CEZ for the parameters examined.

The maximum no—effect dose of 6315—S in the peri —and post — natal study is suggested
to be 1,600 mg/kg/day for F, and F, offspring, although this dose slightly affected body
weight gain and food consumption of F, rats.



