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Oxacephem R# 44K 6315~-S (Flomoxef) DAEMICKIZTEE
(2) 6315-S D5 v Mk AMFBELAPR SRR

RB)IKE - 17)1485) - SEHRE
I MR A S RAT

Oxacephem #iLE MK 6315-S (Flomoxef) D5 v hick it 2 BEHEBREBRKRARS KL
Cefazolin MMM E L THRRNE L1, BHYOKERO—AEOMM L PKRAME LT
800 mg/kg/H, 1,600 mg/kg/B % & 3, 200 mg/kg/ B D 6315-8 @5 ic & » T, KFRFE
TR RBD SN -1t BFOFEARNINAMENI, £ECT, SSILERARD
6315-S 5 LTI L&A, 200 mg/kg/ BRSICL-T, BFOFERRFILEAN
Whote, BMMOEREAM, Sk, WHIC 6315-S 5O KERBH S, -1, 6315-S
BEBOHEFOGENII, 2 BBEZ TIHEICERL, 3,200 mg/kg RSBOUHFTIE,
TNLUEOGEEMN MM TH 720 LL, HEFOEFE, RESL REMIE T8, &
R, WhHtE, MEER MBECEINEMRLLISMLT, 6315-S SO BYoL
Mot LI >T, 6315-S BIGHRIRFOREBERMEIEELBEL SN,

INSDREM S, 6315—-S DR AMEERIE, BFEEHEEFFEHICOVTIIE 3,200 mg/
kg/B, BFFEARFICOVTIE 200 mg/kg/ B, HEFOKEMMIZOVTIZ 1,600 mg/kg/
B, HEFOLEEY, KEMME, KEtHEE T8, s KMEMEL L IOV TR 3,200 mgrkg/

MAY 1987

HegRI NI,

6315-S (Flomoxef sodium : FMOX) 2 %%
ERRFTHBICAK S I/ oxacephem LD FEHA
WEMHET Fig. 1 OMEEXFLTVWS, 56, X#HoD
BEERPRENLEES v PEHOVTRMLALOTH
&4 5,

Fig.1 Chemical structure of 6315—-S
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1. RRHEHELUERA®

1. ZRYE - f58E

HRYH 6315—-S (Lot No3801) & X3 Cefazolin
sodium (CEZ, i) OREX%, £Th€¥h, BEXE
BHFEEAER (KBEMIE) 20.25 g (Hi)/ml DB
BEBALHII, ARKGERL, ChoxlSRiEE LT,

2. BY - AEEHE

Sprague—Dawley %27 v b(Jcl : SD, BEX 7 L 7)
U3 988, (AE 200~330 g, M2 8 EK, KE 170
~210g THAL, | BRBOFHEETLTE > %ER

Miﬁﬂ U1z BMISEEMEANI Y 1 —K R~ I~‘r—

v (BXZL7, 262(W)x425(D)x150(H)mm) i,
ﬁ?/HilE/‘r . M5y M3, ZRER1~2
I’/ - Ké%ﬂ‘ﬁiiL’Ciﬁﬁ'\RﬂLf”&ul
/- /flbzgl,f:u 5y b EERBAEALAR
BRMS v F3E® (KN-295 HENER) TH
GBI, Tho5y M, BE23+1C, BANEE
55+10%, ERMSI 1568, BIRE( 8 BE~20 ), ¥
K (20 5~ 8 Bp)OREAY 1 7 L icHB Ehic Y Y-
EEHZETCHHELL. BB 12ICTTAMA - V-
7 UEMEN (CA-1, BAZUL7) AV X
3, KEKE0L L3 pBEDT7 4 LY —CRALER
WABRBEITERM L bOEBRARICANTEA T
hoRBRICERE S,

3. HRBMOEL

BIEEREICL > TRREN GEY, REIN ¥
FELIMES v M2~ bDF—JiIcAh, I HLITL
B o BE 8 15 30 N~ 9 B & TRIB & &, BIgEHE
MFERH1-bOERRKILE L, COH%ERIEL
Lo BB 35~36 COZREIMES v b2 VT L
IKER L1,

4. B5HZE
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6315-S OEKBAE IMIRABRENTFESLTY
30T, 7y McHT 285, RMIKRAA 1 ml/min
DREARETITH » 7z BEFRIBEMEROSEE
EWic LTHHL, LUk, SRELICEDESEERT
RHblilh-t. BEHMRERTENS ITHETOM
g1 EHMEL, 1B LEFPIES LA,

5. &5HK

FHWERT | 88 ~10 PR v bic 6315-S @
800 mg/kg/ H. 1, 600 mg/kg/ H & 7213 3,200 mg/kg/
AEHERET AL S 1T HE Tl 11 AMBKRARS L
T, B8y, KBF FEFCNTIREERELLES
ARMNOEEMMICIZFEZEDIE, - oA, 3,200
mg/kg BERTHRENMORERS#ELTETL
fo IR 21 HORBSFICX T 2B E LT, 6316-S %
53 HRELOICHRFEESROETAHA SN, 800 mg/
kg & 3,200 mg/kg/ B S B TRMBFEERT, &5
I 3,200 mg/kg 5B TCRERERET LALLM,
Lo, CholsfFicxd 2RBROWTh LBREFTEL,
1, ARBHIEFE, 3,200 mg/kg HE5EBICET S
ARELH (65 Blth) DB TH 7o ik - HHICH
LTRESKEBNAEL, &Ktk 4 AlE TOWMEFD
EERPEREICORENIMN -1,

Zho oM S, 6315-S o 3,200 mg/kg/ B i3
B L CEESHHREEZ SN BN, HEICES
EABOBFELOCHEFE2E S ENTREL ML,
CORREAERI LI IREHRE L, BT, 2K
1/2 TH U4 1,600 mg/kg/H & 800 mg/kg/B%, %
hEhGRERRS K UOREARE L THREL 1

6315—S D EEEK R FAR I3 40 mg/kg/H~80 mg/
kg/BEINTVWADT, BIEARD 800 mg/kg/H i,
HEEREHRD 10~20 f5i1c/8% 4 5, B¥E CEZ
KBALTH, 1 B9 ~10 DR S v bic 800 mg/kg/
B#&7/id 1,600 mg/kg/ B2 RIS L TTFHRH L
ft&lh, 1,600 mg/kg |EH T, 4/9 FlORHY
PREFEC LD LT, 800 mg/kg #5HTIIK
RS BAF - FEFEB 2 LR DT, RERIC
5135 CEZ o5& LT 800 mg/kg/HERE L
to Bk, MBI LTIR, BEEARBEEHESELL
3R (12.8 ml/kg) DEBEIEKERRICES L.

8. M%xEH

EROBLLUERT AL 2 BT, S8, B#
B (F) OhBAAE L1, 2/, ERHIMHIED
REPAREGAHAIL 120

R 2] Hic&BE 22~23 LDOF , BHM% = — 7 LR
BRTTHMIL, ~ Y S EMEHETTARRKS S

h, BEOLER « RIX - B - FECEW, IIMOER
REMEMAI, 2VWT, ERBFONKREORK L
wREHELLOL, GEEEBEREREL .

&Y vy —DERRFE, REMKXAENREKEIC
RIZEM T DI e MM DRGTF I, AR %,
MEODL, 0Ky ) —ILTEEL, PUHFY Ly
KFSRARBMALZENLALDL, RERMUKT TRE
AHE LI, AMBKARFRT7 VATEEKR HX
VR EAEYNL, REHMRT THMBAKEEITL 7,

RRIYI B L, O, 55, WO, AT, BeAR, RN,
MRBR, EARMR, Tk, WTHR MY SOW, BIXUHR
(REMEEL) DEBRERME L, 1o, MRS
REEEAETHR L,

BYYomgiza—vy—hv 99—« EFLS TH
WREZETR, $£, A—FT7+544—SMA 75
Z ¥ 27 0Y AR5 AL (Technicon) TMRELEAITET
ot, MERAIAE X, AMmMBKE (WBC), KKK
(RBC), N®7 ot & (Hb), N= b2 U v Ml (Ht),
FHMmBkAR (MCV), Emmme® & (MCH) &
UEEMmER M & XK ME (MCHC) TH - 7co MEE(LF
NFDOEBE R, 7L 3—ZX (glucose oxidase &), #
EH (biuret &), 7A73v (BCG&), ZLVT7F=
v (FOLIN-WU &), R%%2%(diacetyl—monoxime
#), GOT(UV &), GPT (UV &), ALP (BESSEY —
LOWRY ), LDH (UV &), a3 VAXA5Fo— )L

(LIEBERMAN —BURCHARD #), #E VY L E
(JENDRASSIK—GROF #) &7 05 4 F(mercuric
thiocyanate &) T& » 7=,

BB 2EoBHY (F,) XiRF (F,) 288
sy, MAFOHTIREBEHEL, T4bb,
B®MIc > W TIESR 20 BA S IEHR 25 BO# 9% T
BROBEEBEL, DREZDDHIBE, Dtk 16 B
P (0B IcEFEFY REFY B (Fo) &
UF (F) O—BIRE, F FOAFBERLTE -1
4BIRICY vy -1 X%, RAIE LTS 40TES
BLHOCHBLI Y v & =P A XM BILKRMGOBPEII,
FUL#ORUBMOF FE2BF L1, Yy ¥y —HB%
DREUFISOVTRAE B LUONRER £ WBRNICEE
L7

F.HFOEEXRIZ, 0BRTRERBICHT 20 i
DEZFYH. {BHTI0EROEREFRICNT S48
WMOLHEFY BARTOEERIY v 7/ —HEE (4
B#) OF FHicxT 285 8REOEGEFROTAT
RKedvtzo

0, 4, 7. 14 BXV2 BKICF FOBELAIE L .
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FFOREALDIRMELT, ERMICENWR, 14
B CHMEE, IRAH, 17 88 icERERMK D W H
2&F Fio0WTHR L, £/, 20 HMICTRTD
FiFic-& BHETRM, ERRN, MANHEEE N
LEE, BENRM, FicxtdsMMEE (AL g
LBARN), MMRME &L UWREG (tail clipping) %
ML,

21 BMOMIESIZ, Vv ¥ —-HL0ITHERAS &
URMBRBICENENMIES | FOF (FERL, fb
DF FRCOEBETRIL 2. MILEHICHS v F(Fy)
PLUMBHODOF Fi3, T—F KB TTTAMKRS
SERML, &85 v boMmidiz, Fik21 BRARBHME
B LHRBIC>WTMARES & CMITELEITET
HWoto FIFI20TIR, MBEREDAITRSTEL
LA, F HFOBREGRET 2HRFERMNQMEKE LTH
Hahaicy, amRBIAEBAERB,NSBRA LI, il
t, 85y b (Fo) BLUF FRVThbERLOD
NBERE Lz o EREAE L. BT v TR, KR
2 HRABRBOGHYTAE L -MBLACFEER TR
Lo FIFCREH LU TEEOME, HRITHED
oo, MHEFCIRES v b ERUMKES, #HFT
IHREBITROHR L. ChoF Fl3BIKL, &
AXRBEAEITIE > TRIBROMEEITIE - 1,

THABRBOF,. 7 v b3, 3ARICA—T 2 -
74—V FRR, 4 BRICTRIKKEABRE T » 1,
=T 74 =L FRRIE, SEE&IC-OVWTIRTE
fTlaw, HEBMIZ3INME L. BIRIAB R, XiE
YnE%. L5 ENDER, #EEMEHEY, HHER
M RO PRREFBREMTHD 5, TEAXER
Rz, SEEKICOVWTSATEEELTTLW, 1R
260 ML L, SRITMOKBIZ20MME L, BE
HE R, WREEHST— L E TOHKER, REE®K
E¥ELTO0HLURICT—IVICHRETX A - B
EThHb, b, IOF, 59 PIEBRETRICER,
HRR L 7o

YHARAOF, 5 v b3, 4 BKLIESEE, T3
B0, HTRR_ARBOTEL(LEIEEE L THEK
BEPREL, 108K CEERFICEELAEL
HoF, 5y P10 AMIEL-BERT, RBL b1
~12RT7%EBREL, QBN EMFEBBEITE > (8
1 EIER). RIEZ 2 AM%ABEELL, DM, 80E
EIEA L, MFOBRAFAI, BTFEHBELALX
TREREILE LT, BbiCi#ES -~ 49 LTHY
L. RUHR(FDEDBEE, DL EHIEKTH 16
BRI, B (F) LT (F) &EbICEBRLA,

%%, 3y MCOWTIRF, 5 ¥ bOBA L AN
f, #/R, MEEXRMTLETLV, MARE 0%ty
YT bITH »Too FEF (Fu) 36 UL ik kion
NS I (R AIE 35 & AT & D EREY K 457
otz WHMBMICHIRLI-H#F v b (F,) $ 1588
KRl 85 v bERIMUEIKBISOWLTRML:,
WIEEROHR NRBD 1 R7 TR, XENES
ShY, £f:, D 1 X7 TRBRIIKI LAY, EE
BHICE>TLARERBDEN > T2, IEDRTON
I, W1 ERRIC & » TIRMIENIER S hi iR
DSy PERL, 12, REORXTOMS v bi3iEK
BETHRBLARLE. ChoBRTOHS v bizit,
MOMORBMES » P2 I ETHORLTE 2EEES
v, B1EEBORE LEMAERBIC>VLWTRINL
1o

7. ERREBNERK

#ADL S ICERROKRAN S i3, BFOFENRE
ICBIL T 6315-S DRMAREEREBONTEE
NHRIE - 120 £ 2T, 6315—S D 200 mg/kg/AE
400 mg/kg/ BB S UL ERDOEERRTH - /- 800
mg/kg/B% 1 ¥ 12 AIORRRKRILT » MzFEERDE
ALEHICEES LT, Ek2l BOMFOKEETYY
oLy FSRABEAICKALBHEEEELT K
FOFEART MY 2. 8MRFALTE 10

8. HEatHINEIT
HERICETIRER, FAMOBRELZTU -0,
STUDENT o t BE (FNMOHE) £1:(3 COCHRAN-
COX it L ARE(FENMTRVEEK L >TITEA
7o JEMERICPAT MBI X “RE (YATES OBIE)
L& - THREW, HEFF DOREALICET 2REL
FISHER OEEREHMICL > TITR 1o Thoid, v
ThLUREOMEICH L, BRF0.05 & 0.01 TREL
foo ThoOMfthc, BEBERIGLT, L Vv 7 —DOT4E
% | #8& & LT KRUSKAL ~WALLIS ORE%{TE »
fcdB, DUNN i & » THEEHBEE T~ 1

I.2 8% & 2

1. EiRE3HY (F,) BLUBFICHNTLIEE
1) 88 (Fo) x4 208 ‘

(1) —BIER

6315-S 52 KT, BEMPMh, H5KkIBHRER
J v MIBEBALE & DIRIRT &, B, TE FRAE
15 & DERK AR L. CEZ 800 mg/kg 58T bHlK
7, BRTE TELESBH SN, ZDEM: B
BE 2B L T, S5~ TR K IR A BT
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6315-S 3,200 mg/kg REHD | FITERT B (BE

ME) BB 20 3~ Db > TR, &R,

EIREH L & OWHRRIC S S, RPIIIENR 10 Bic

L, SRFRE LCRINT oMM, LRORM, M

AR, SIEMA, SRONAEREL ENB SN,
2 # X

RO B oD AEMME%: Fig. 2R L. ME
BEEBOGENMIIRGRER MK, MR#ELE
b EREICE - Tk, MRBICLLLERZ LA SN,
L, chsoEENMRICKL THE- RIEMER
ghohisbh-t,

(3) W

Fig. 3IRLA X K RGERSEHROAER I, £
SyicBRBIc LERICEDV L. cho—@iD
¥:Did 6315-S 3,200 mg/kg HEBTHRETH - =0
—%, ERAMOEERIE 6315-S 800 mg/kg &
1,600 mg/kg {5 ¥ T3tk 21 BT, CEZ 800 mg/
kg 5B TIIER 19 H~2] B THREICH LA
WLt

(4) fokE

Fig. 4 iR Lt & i RGBEEEHOEARIE, B
B-RIGHERVY, B56E 2~ 3 Bk, SXtREIC
HUBOA I LI, Llik TR 21 BOBRK
THEL THEML 2.

(5) HiRFrH - BSER

REZSEBICH T A3EBEALUN, BERKICER
THLEAChALLIED SN N -1, BEERIC
2WTid Table 1R Uiz, MBEER S HMERICH
BLTROShAEILIR REZRSEBICH T 5EBA
BMAEKE) EHMEM, 6315-S 3,200 mg/kg 58
KB 3EIBERMIMNS L O CEZ 800 mg/kg 58
KRB 2MBEREM TS - 7=,

(6) mikKE

Table 2iC/Rd & Hic, MBBEICH L, 6315-S
3,200 mg/kg & 58 Cit RBC 0@, MCV & MCH
DFER/AMMMNES 5h, CEZ 800 mg, kg 58T
X WBC o &L MMAEHSht, LAL, Thb
DEMRVTNOEMETETILORELVLDOTR
Binate,

(T) M¥Es{bs3ir

HM*% Table 3127 L7z,

RR-RICH 375 - 2%, RIERS5EE D GOT,
GPT & & ALP 3siRBHC I LABICHM L, C
holich 2, 3OFEETEMARBD ShAN, W
hOE{L b BB E CH Y, EBWEBHERET S

Fig.2 Body weight gain in pregnant rats given
6315~8 or CEZ intravenously from day
7 through day 17 of pregnancy

Compound & daily dose ("¢/kg)
o——= Control (8sline)
o—o §316—8 800
——e §315—8 1600
o—a 8815—8 8200

~—a CEZ 800
(Cofasolin sodium)

180 l
Administration
120
C!
Ll
‘a
&
- 90
]
)
°
3
>
)
e
= sor
30
Autopsy
0 L | TS S W S S N | T |
7 9 11 13 15 17 19 21

Day of pregnancy

DX -1,
2) BT 2 e
(1) BHFEESR - BF4E - ARER

Table 4 iIC#FM, HR &5 - BRI - B - 5
COREHER, BIFERER # Yy y—H1X B4
fFiEE, HRER AERELEIOVWTERLE

& - RIGBRIZ VA, 6315-S 52 THFE
HiLEBERNAHRBICL LBEEICHE D LT, CEZ 800
mg/kg RSB TRIBRFLEGERORD LIEKBFEEORK
DB Shtz,

HEEIBFICRRALAAARRTE 6316—-S 800 mg/kg
BEBD2Y v 5 —T1HFT>HS5NH#RE (Photo,
1) & CEZ 800 mg/kg 5B ORBFICRBEL 5
EOXEH | flEOFR (Photo. 2) 1 HITH 12,

(2) £EHBFOBBREIL
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Fig. 3 Food intake in pregnant rats given 6315—8 or CEZ intravenously
from day 7 through day 17 of pregnancy
Administration
RENRRREEEY
Compound & dsily dose (Wg/kg)
i &—=o Control (Ssline)
26 o—o §316—8 800
~——s 6316—8 1600
-~ o—0 6316—8 3200
- o2t +—a CEZ 800
F (Cefasolin sodium)
L]
K
ST
o
-
[
ur
lojb Autopsy
OT i 1 i 1 A1 1. L A A 1 1 i 1 ' ]
1 7 9 1 18 15 17 19 21
Day of pregnancy
Fig.4 Water intake in pregnant rats given 6315—S or CEZ intravenously
from day 7 through day 17 of pregnancy
T
90
80
Compound & dsily dose (%8/%)
= i ®——=o QOontrol (Saline)
- ™ o—o 6316~8 800
< »—a 6315-8 1600
5 e} o—a §315-8 3200
2 ~—a OEZ 800
- (Cefaxolin sodium)
.:2 50 [
B
wof
sor Autopsy
0-[ 1 1 1 1 11 11 1 11 1 1 1 1 J
1 7 9 1m 13 15 17 19 21

Day of pregnancy



375

CHEMOTHERAPY

18—1

voL. 35

100)4 10 goo )l 1% J0Ijued Jsur vy juusijrudrs A11VO1IS1IR) G ee e
.".._ .U-uﬂ UBOW EMOYS on|¥a yavy
uryozu)an g

wnipos

LEOF I F 100¥F 000F 0¥ 10 F S F 90 F 100F  600F 100F 100F 100¥F 008
«SV2 2t 250 210 or ov LS 281 610 8¢ 9¥0 620 120 240
610F | F 100F 000F 10F 10 F € F 60 F 100F 900F 100F I100F 000F 002¢
llV ee 6¥0 o110 gt 6¢ 13 +502 L10 138 9¥0 820 ,020 $-S189 Tydtom
LZOF 1 F 100F 000F OF T0OF v F 90 F 000F 800F 100F 100F 000F 0091 Mﬂ.cu.w_mm_
«E6E oe 6¥0 210 2€ e 8¥ 961  JS10 808 V0 4920 44610 s-¢1g9 e
LZOF 1 F  100F 000F 0 F 20 F € F L0 F 000F 900F 100F 000F 000F 008 carivIvy
«sS8E 13 050 «210 oF oy Sy 161 910 LO0IE 9F0 4220 020 $-S189
LOOF I F 100¥F 000F 10F 10 F g ¥ YO F  000F  ¥OOF 100F 000F 000F (eun ¥g)
9ri ze 150 ero or ov s £81 LT0 62¢ YKo 820 120 103 7u0)
Z1F ¥ F 200F 100F VYo ¥ g0 F SI ¥ S22 F g00F  pg0 F EOOF 200F 160¥| 6 F 008
«68 611 161 9¥0 051 6b1 11z LLY  4€L0 2921 121 L0l 820 sLg ez 240
80F € F 2Z00F 100F Vo ¥ €0 F 2l ¥ 92 F E00F  VE0O F €00F 100F I100F| 8 F| . 00328
%91 L921 681 vro ar1 oSl L9l e l8L 590 6921 4oll1 101 520 88¢e S-S 189
jydiom
60F €& F 2Z00F 100F S0 F S0 F 51 F 02 ¥ 200F 980 F POOF Z00F OOF| 8 F| o 0091 oudro
wIS1 61T 161 LYO 0s1 12 L8] 4 09L 090 Y021 «6L1 201 SL0 o6e $-G189 ajujosqy
60F ¥ F 100F 100F 90 F V0 F 01 F Sz F Z00F Vg0 F VOOF 200F 200F| 8 F| o 008
¥l 221 881 PYo 051 gyl 691 +8EL 190 9911 121 101 SL0 9Le s-g1g9
€0F € F 200F 100¥F VO F V0 F a1 ¥ S1 F  Z00F 680 F POOF B00F Z00F| 9 F| oo (su1yvg)
£y LIt 681 9¥0 na 9r1 061 9.9 290 1221 v9l SO 820 1.8 1049u0)
(3)
3 /R
.;_ﬁ....w.au (8 ) () (%) (3) (Bu) 3) 8) 8) (8) ) |wudrem | wjwm 2..»_“.2» :v:
MM Lawa@) uisay o - xswgng Laugingrg proadyy, tsuaspy uwouldg  suary Ksupry  dung quuoy | AP |0 wy rEu
wude) : puy punohuoy

1wy

Aouruldaad jo L] £®p y3noayj , Lvp wouij
A(snouarenyur Zg) 10 S—GIgg ueard AouvuSaid jo [z £8P U0 sjel jusuSeid ur sjydram ueldi) T 9[qe]



376 CHEMOTHERAPY

MAY 1987

Table 2 Hematological findings in pregnant rats on day 21 of pregnancy given
6315-S or CEZ intravenously from day 7 through day 17 of pregnancy

Compound aund | N of WBC RBC Hb Ht MCV MCH MCHC
duily dowse
(ng/kg) rate | (x10® (x10%) | (g/dD (%) Cun®) (pg) *)
Control 23 75 687 111 80.1 58 208 3171
(Saline) +02 30.06 + 0.1 + 08 + 0 + 0.1 + 02
6815-S 22 78 6586 11.2 80.8 57 210 371
800 +038 +007 + 01 + 08 E ] + 0.2 + 01
6815-8 29 75 528 110 298 57 212 3171
1600 +0.8 +0.06 + 0.1 + 08 + 0 4 0.1 + 02
6815-8 22 8.1 5.18* 11.0 30.0 58°%¢ 214% |° 368
8200 +04 +0.056 + 01 + 03 + 0 + 0.t + 01
CEZ 29 98** 545 11.2 30.6 56 208 370
800 +0.5 +007 + 0.1 + 03 + 0 + 01 + 01

CEZ:Cefazolin sodium
Bach value shows meantS. E.

=, #+ :Statistically significant against control at p(005 or p{001

EHEBRFOBBHUREREZ(EEE, REELBLU
REICHHT Table 5ic/R L7,

{LBEBEDOEIEED S b TREMEEMH 6315-S
1,600 mg/kg & 3,200 mg/kg 58 +H & Ut CEZ 800
mg/kg HEBHCEVTHREICHLERICRD LA,
HEEAICOPVWTREEE TREbDRES 7. B
BH & LT, 6315-S 800 mg/kg HEBTHERS -
MHBEFIREEZEHLTE2HARER (Photo. 3),
&R ZX2 57N (Photo, 4), BHBROESIHIRA -
WEAES  WEBEREOHARN (Photo, 5) M,
sh&h, 3V v 7—0&1ATH>OREFIKEDSH
120

6315-S 1,600 mg/kg ¥ EBH THEBOXE

(Photo. 68) %1 f@H SN,

CEZ 800 mg/kg SBT3 S ORHHIRNE &
UMBHE RISV TANRIES1Y v 9 —TH LT
BEL7. ChoBRBICKT2ERARFORARI
0.6~1.9%ThHb, WIFhbXRE (0%) ITHLEE
EZREhoT,

(3) £ERFONBRISEZEIL

EEBFCAONTARRBEORY % Table 6 IT/R
L7

BB CLZERRMKIES 2 P& FBRIEARKES
T IR Tk AR & O L EELOFE ~RAT
BRI PENThRIE S0 v ¥ —DRFTRLON
7z 6315—S 800 mg/kg 5 8 T2 MRS IO Ko

1 fE ERD &S FBKE e ABROBEAN TOHE

H1f, BLCLEPRREAN2H, WFRLRE-L
Yy ¥ —DRFTED SN, 6315-S 1,600 mg/ke
#EBTI3/AkS (Photo. 7), 6315-S 3,200 mg/kg
BE5B TR LERREXIE (Photo. 8) RehEh 1 H
Fo@bH o,

CEZ 800 mg/kg # 58T OSHRXENH O
EAN 1B BIRODERF) BLCHBTHK - L5
BIK - MBBKZEONKBEOREN ZHBD LN
2o Sh S CEZ 800 mg/kg H5#icH T 5 REH6
i3, WFhbRE-KY v 7 —DREFIRELR. C
NOMRREBFORBRIMBEO 19K IHL,
6315—-S 5 &M TI3 0.6~2.5%, CEZ 800 mg/ke i
EBTIR44%THD, TORBERIEVTHRELR
HESEBOMICEEXR S -1,

—%, BELENECHECRAT 2HELE RE
L3R, MROBHNLFRRES 2\ IRER KRS RO
@IV — T ERRT 2R E O AMRIRSE KL
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vOL. 35 S-—1 CHEMOTHERAPY

Photo.1 Kinky tail in a rat fetus
of the 6315-S 800 mg/kg group

Exp, Noe 231
B215 FL3

Photo. 2 Cleft palate in a rat fetus
of the CEZ 800 mg/kg group

Photo. 3 Rib and vertebral (thoracic) anomalies in a rat fetus
of the 6315—S 800 mg/kg group
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voL. 35 S—1 CHEMOTHERAPY ag1

Photo.4 Sternebral scramble in a rat fetus
of the 6315-S 800 mg/kg group

-

Photo.5 Rib (II) and vertebral (cervical) anomalies
and sternebral fusion in a rat fetus
of the 6315—S 800 mg/kg group

Photo. 6 Scapular deformity in a rat fetus
of the 6315—S 1,600 mg/kg group
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Table 6 Incidence of visceral anomalies in fetuses from pregnant rats given 6315-S
of CEZ intravenously from day 7 through day 17 of pregnancy

Componnd and | N, o Na. of No. of apecimens
dnily dane with anomalion No. and iypes of anomslies
(g /kg ) rals apocimons (%)
G‘unllvul 28 167 8(i.9) 2: Vu-nlr»lculur scptsl defoct
(Saline) 1: Hunning of bhepatic v. with vena cave in thorex
6316-§ I o Abseunce of hrachiocephalie trank
ROO‘ 22 168 4(2.6) 1 ¢ Running of hepatic v. with vens cava in (horsx
2 ! Ventricular nepta) defect
68156- 8 . .
1600 22 i81 1(0.6) 1 : Hydronephronis
R 22 156 1¢06) U Ventricuinr septal defect
8 @ Ventricnlar septal defect
CHZ 1 Cleft palste
El’)(’ 21 187 6(44) 1 . Branching anomaly of aubclay. snd com,
carolid aa
1 ¢ Branching anomsaly of subclav. and vertebr. aa.

CEZ : Cefazolin sodium

Photo. 7 Hydronephrosis in a rat fetus
of the 6315-S 1,600 mg/kg group
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Photo. 8

Ventricular septal defect in a rat fetus
of the 6315—-S 3,200 mg/kg group
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Table 7 Pregnancy period in mother rats, and viability and external anomalies
in pups from mother rats given 6315-8 or CEZ intravenously
from day 7 through day 17 of pregnancy

Newboro Viabitity of pups (%) T
N ype and
Compound No. of No. of | Parturl. | Qeatation No. of Nn' of
Al daily Sox ratlo Age .
4 prognant [ parturel. Indox period implunt. A ) o P b b D D exiernal
Ao live alu sy ny sy sy sy
rale rats (%) (days) sltes ®) . snonuly in
(m/xg) /Pemale) nb) ‘e) Py “d) "d) newboss
Coutrol 218 15.8 14.1
. 89 [ 0 1
(Smline) 12 12 100 + o1 + 04 s 08 0.9 (80/89) 100 | 100 00 [}
6816-5 218 16.1 148
.8 (99 92 90° | 92°9 92°| 91 0
800 12 12 100 £ 01 £ 01 + 09 1.8 (99/79)
6815-5S 218 16.1 16.2
1.2 (98/84)] 94 87°4 98 [ 1] 98 []
1600 12 12 100 + 0.1 + 0.4 + 04 (
6816-8S 22,0 16.8 18.7
1 .0 (8t 90 28 0 0
8200 12 12 100 + 00 + 04 + 04 1.0 (81/88) 100 | 10 100 []
CEZ 21.8 14.8 18.6
1.1 (86/78 11 ” 100 10 00
800 12 12 100 £ 01 + 01 + 01 1( ) 0 |1 (]

CEZ: Celusolin sodium

a) : Mcan t S.E.

b) : (No. of nlive newborn pups/No. of implantstion sites) x 100

e) : (No. of alive pups/No. of slive newborn pups) x 100

d) i (No. of slive pups/No. of 4 day-old pups after atandardization of litter size) x 100
s, oo : Statiatically significanl ngainat control st p<0.06 or p<0.01

Table 8 Body weights in mother rats given 6315-S or CEZ intravenously
from day 7 through day 17 of pregnancy

Compound and | N of Days of lactation

daily dose

(mg/%g) rats 0 4 7 14 21

Control o | 287 289 302 310 289

(Saline) + 4 + 5 + 4 + 6 + 5

6315-S 12 287 288 312 320 301
800 + 5 + 9 + 6 + 8 + 6

6315-S 12 275 277 301 310 292
1600 + 6 + 9 + 7 + 7 + 6

6315-S 12 263 269* 294 309 291
3200 + 6 + 8 + 7 + 7 + 6
CEZ 12 274 304 315 3238 298
800 + 5 + 6 + 6 + 6 +10

CEZ:Cefazolin sodium
Each cell is consisted of mean = S. E. of body weights.

=, #% Statistically significant against control

at p<005 or p(0.01
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386 CHEMOTHERAPY MAY 1987

Table 10 Hematological findings in mother rats on day 21 of lactation given
6315-S or CEZ intravenously from day 7 through day 17 of pregnancy

Compound and | N of WBC RBC Hb Hte MCV MCH MCHC
daily dose
(ng/xg ) rats | (x10% x10% (grzdl) (%) (um?) (pg) @®)
Countrol 12 6.4 686 148 895 58 217 3176
(Saline) +038 +008 + 02 + 06 + 1 + 0.1 + 04
6815-8 1 6.1 664" 148 883 58 217 316
800 +038 +007 + 01 + 08 + 1 + 03 + 02
6815-§ 12 65 681 146 887 57 218 380
1600 +03 007 + 02 + 04 + 0 + 02 + 03
6315-S 12 6.3 663" 144 381 58 218 3178
8200 +04 +0.06 £ 0.1 + 03 + 1 + 03 + 02
CEZ 12 6.1 688 146 387 67 214 380
800 +05 +0.12 + 02 + 06 + 1 + 03 + 02

CEZ :Cefazolin sodium
Each value shows meantS. E.
*:Statistically significant control at p{0.05

Table 1] Plasma analysis in mother rats on day 21 of lactation given 6315-S
or CEZ intravenously from day 7 through day 17 of pregnancy

Compaund and . . _
o % of | Glwoss [T.Pratein | Atmmin | Cemtinine | Urea-N |  GOT GrT AP LOH | Choleaterat |T-Ritinkin | €1
o done
"("’m; rate | ()| (rod) | (xza) | owraty | (md) | (mtisab | (mU/ad | (mU/a) | aUsad) | (sand | (mesay (kgD
Caontrnl i2 161 5.7 a6 076 40 11e a0 266 a1 16 020 (11}
(Satine) +6 | 01 10 +003 1 16 4 24 211 £ 000 1
6315-5 " 168 56 86 0s5* T 1s 7 291 6 7 020 104
800 +4 | ol £00 +002 £ 1 +4 4 +35 9 Py £000 €1
6315-8§ ‘2 167 58 37 072 a0 122 82 298 72 78 020 104
1600 + 0 | 01 +00 +002 £ 2 +6 £ 428 +3 +3 000 L0
6315-8 ' 185 58 87 073 T 135 % 310 86 78 020 104
3200 +4 | 201 +00 4008 £ 1 10 +5 31 13 +2 1000 %1
cnz 12 181 57 a7 085 a9 126 79 269 87 76 021 106
800 +9 | 20 0. +002 e +8 +6 180 x7 +2 2001 +1

CEZ:Crfazolin modium
Ench valuec showa mean £ S. B
e, %0 :Statiatlically aignificant against contral at p{005 or p<001

#5132 BELEE TIHINTH - e AR DEENES L, (3) ARRHE

6315-S 3, 200 mg/kg G5B OHE TEIMBEICL LI HEROHET, £EF, FARRRERHONL
FlencEB Lo, thoRBTRMBRE ZIFERICE Motee i, 4 BRICHIT B v ¥ —HEICRKL
BL 7, CEZ 800 mg/kg 5B OEEHER IIMBEL 7P FOMRBH R bR E TRE bOREN T
GBI DEB %R L 1o 4) BEML - Ratigk - R=zx 54 7 - ERO
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Table 14 - Differentiation and sexual maturation in pups from mother rats given
6315-S or CEZ intravenously from day 7 through day 17 of pregnancy

Compound snd Differentiation % (positive/cbserved) Mesn:x:‘tﬂslv Ig‘-ozl;ll;llte‘:vned)
o g
daily dose Auricular Hair Teething Eye Penile Lype Vaginsl
development growth opening W type U type opening
(ne/%e) (Day 4) | (Day 14) | (Day 14) | (Day 11 | (Days) (Days) | (Days)
Contro!l 99 100 100 100 82.6 (12) 46.7(12)| 81.6(12)
(Saline) (96/96) (96/96) (96/98) (96/96) + 0.4 + 0.6 + 0.2
6316-S 100 100 100 100 88.1 (11) 48,6 (11) | 8L7(11)
800 (96/96) (88/88) (88/88) (88/88) + 04 + 0.4 + 0.4
6315-S 100 100 100 100 829 (12) 47.7(12) | 828 (11)
1600 (96/96) (94/94) (94/94) (94/94) + 0.4 + 0.4 + 0.8
68315-S 100 100 100 100 82.8 (12) 48.0 (12) [ 81.56(12)
3200 (96/96) (96/96) (96/96) (96/96) + 0.8 + 0.5 + 0.6
CEZ 100 100 100 100 82.6 (12) 49.0 (12) | 82.6 (12)
800 (96/96) (96/96) (96/96) (96/96) + 05 + 1.0 + 0.4

CEZ : Cefazolin sodium

Table 15 Reflex responses in 20 day—old pups from mother rats given 6315-S
or CEZ intravenously from day 7 through day 17 pregnancy

Compound and % (positive / observed)
daily dose Falling Righting Visual Auricular { Auricular Cornesl Pain
(ne/kg) placing startle
posture reflex rcsponse reflex refllex reflex refllex
Control 100 100 100 100 100 100 100
(Saline) (96/96) | (96/96) [ (96/96) | (96/96) | (96/96) | (96/96-) | (96/96)
6315-8 100 100 100 100 100 100 100
800 (87/87) | (B7/87) | (87/87) | (87/87) | (87/87) | (87/87) | (87/87)
6315-8 100 100 100 100 100 100 100
1600 (94/94) | (94/94) | (94/94) | (94/94) | (94/94) | (94/94) | (94/94)
6315-8 100 100 100 100 100 100 100
8200 (96/96) | (96/96) | (96/96) | (96/96) | (96/96) | (96/96) | (96/96)
CEZ 100 100 100 100 100 100 100
800 (96/96) | (96/96) | (96/96) | (96/96) | (96/96) | (96/96) | (96/96)

CEZ: Cefazolin sodium

Table 14 ic% & W1 & S IKREMELDO BIEEORE
B R4 THRWRBICURICE 288, B&
UEMOBBICE W THRELRERESHOMICEE
BRBHoNIEM -7z, FF2, Table 15 IKRT LI,
20 HBF, Ficsi 5 BRTHRIECHT 2HRTHR
LY P ENY (R0 Y

(5) MAFOREER

#IAF FOLHRFRCHERERFILERTLEELS
nAZELEh-1oe CHOBIAFOMBER% Table
16, Table 17 iz ¥ & fcAf, MEMEICHEL, »>, H
B - R ERTELEEN 70

(6) BEFLIFOBEIRARZAL

MIAF FOBHRBEDOER% Table 18 iCR L. B

BAETE L THRETHERORE, 6315-S 1,600
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Table 18 The skeletal findings in 21 day—old pups from mother rats given 6315-8
or CEZ intravenously from day 7 through day 17 of pregnancy

b
Compound and | No. of No. of Minor change ) Type and
daily dosc speci - cocey: o Lumbar | Sacralistn | Seventh No. of
(mg/kg) mens vertebrae rib Lumbariztn | sternebra | anomaly
Control 28.0 s
(Saline) 48 + 01 11(229) 0 8 ( 638) 1:8
6816-S 28.0
800 48 + o1 9 (20.9) 1(2.3) 9 (20.9) 0
6315-5S 28.3* .
1600 49 + 01 9 (184) 0 5 (10.2) 1:V
6315-S 28.56** .
3200 48 + 0.1 7 (14.6) 2 (4.2) 5 (10.4) 1:7T
CEZ 28.3* )
800 48 + 01 8 (16.7) 0 5 (10.4) 1:8§
S ! Sternebral anomaly (Fusion), T : Kinky tail
V . Vertebral anomaly (Fusion)
CEZ: Cefazolin sodium

a) : Mean + S.E.

b) : Each value shows cases with percentage (parenthesized figures).

*®, %ok

mg/kg HEBHTIH EBHEOBE, 6315-5 3, 200
mg/kg 5B CR#E LIRS TOEE, CEZ 800 mg/
kg REBRTCREBRFOBRENKZAEN I HTHORBL
Too {LEEES L UBRME/LICOVWTRHIEE T &/
Ridlimh -1,
(1) MAFOMERE
Table 19 IKRT & 5 IKREFZSZBROMLF (Foll
HRECHEICHEL CREAT ARSI,
B) A—=F v 74—V FEBBELUOTE KX
®
=7 74— FEROMM% Table 20 iR L
2o
PER 3 BREET 2 ] & 6315-S 3,200 mg/kg B 58
K1F@EHonIiBE o1, MBLAKSIEEDS
LREZESEBROFHULL LY ERIRVWITh bXREIC
HLEEEN - LA LEEEOXSL LD EREIE
fri & R LT - 72 Kruskal —Wallis O E Tl
BRI ZEBD AT,
Table 21 iCF & DATEHKXEABRTHREE +X

: Statistically significant againsl control at p<0.05 or p<0.01

E-3 (A7 ¢S A A

o, ChoMBRKT®RICT v FEEK, JRLA

PHEREREICIART EEELSNIE{REN T
(9) FREARK

£ 1ARBIK L > TREJSERORTIRTXTRE
L, F,AFA4ERICHBR L. LAL, HEBEDIART
TRGICERZERAMAS B I bbb o TRENED
ohiih-1,

ZIT, CORTORICIELEORKET v MK
L, g7, B3N BEOERSHE LT 0kEE
LT, shehB2EREAT Ko TORER HE
oWTIE, P RENE) SIS - odt, BER
SWTRERLRZE, SarEsohi. fiE0kK
WTHROREMMBEORE ST - o8f, ARERD
Bt NRBOMOD 1 X7 TR, ¥ 1ERBICEY
TREIRIL LN HBIRE S 150 - 1o COXTOR
AZR% 25 HiICHR L& & AFEICHERENEL-
fro BH, COMOIIADOKEMEEORE TIIRRR
Kihote ART DM, WAROKMET v bERL
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Table 19 Hematological findings in 21 day-old pups from mother rats given 6315-8
or CEZ intravenously from day 7 through day 17 of pregnancy

Compound and | No. of RBC Hb Ht MCV | MCH | MCHC
1 d
Sex | ALY @3 | pups | (109 | (g/dl) | (%) |(um®| (pg) | (%)
Control 24 4.20 9.6 25.9 61 22.9 37.3
(Saline) +0.04 | £0.1 | =04 | =1 +0.38 | +0.3
6315-S 23 4.20 9.5 25.7 61 22.8 37.2
800 +004 | £02 |04 | +1 |04 |04
Mal 6315-S 26 4.15 9.5 26.0 62 23.1 36.9
ale 1600 +0.06 +0.2 + 0.3 +0 + 0.3 + 0.3
6315-S 24 4.12 9.5 25.7 62 23.2 37.2
3200 +0.05 *+0.1 *+ 0.3 +0 + 0.3 *+ 0.4
CEZ 24 4,32 9.6 26.3 61 22.4 36.8
800 +0.05 +0.2 + 0.4 *1 + 0.2 + 0.4
‘ Control 04 416 | 96 | 261 | 62 | 233 | 37.2
‘(Saline) +0.05 +0.2 *+ 0.5 + 1 + 0.3 *+ 0.4
6315-S 20 4,21 9.6 26.3 62 22.9 36.6
800 +0.06 +0.1 + 0.4 +0 + 0.2 + 0.3
6315-S 4.26 9.8 26.5 62 23.1 38.1
Female 1600 28 | 4006 | 02 |04 | £1 |04 |*1.2
6315-S 24 4.12 9.7 26.1 63 23.6 37.3
3200 +0.04 +0.1 + 0.3 +0 + 0.2 *+ 0.4
CEZ 24 4.31* 10.0 27.2 63 23.4 37.0
800 +0.05 +0.1 + 0.3 * 1 + 0.2 + 0.3
CEZ : Cefazolin sodium
Eagch value shows mean * S.E.
*# % ! Statistically significant against control at p<0.05

BHDORE%:ITE 74, SEHORRBRIRILLALDOD
FERBHONE 1o, HEARRK FRULAEZAH
RERTZy, REMAGEORE T, MEOKME
BEERE, BTERA2%2Z» 7 (Photo. 9),

NSOXHRRBROREA Table 22 1SR L1z, Bk
BEERONME, EIRMM, KK, £HEFLEF (F)
¥ FEFOMI, HEFEESE, WTFh bR
HREN D - 1o, FEFOBE b ICHE L 2
BB Shisih -tz F i EFICRBELEARR
®i3, CEZ 800 mg/kg 58D | TS OoN#RD
A3TH-t, F i EFONBHNBBRCRERS S
NWARELE W EIESHRELSCRBH THRL
e, -

(10) RHERS » FORBER SRR

RS EBOHRT R ICOVWTRIEL 5 2T kid s

Mot BBEERA Table 23 (i), Table 24 (i)
IR LT, ExiER s EERICHE LAk - RIGH
REALIZ D > 72,

(11) ¥HHEBRS v bOMBERE S L CMIFLE(LES
i

mi#k% Table 25 5 £ ¢ Table 26 iR L 7,

BREZEEBROVThOEEICBL THEER L,
1o

3) ERREMER

% Table 27 Ik L7:o BMFDOFEARB AR
T 550, £EHRTFHE GBRERDS L CRHEERICS
WT, MBEICH L T EEOZDORELEITE 72 & T
5, RIFBEEHTIE, hodiEELLERLETE
Rlte UL, ChoBBEE SHREEZEHEHD
MoTEDOE I FR TS, £, BTOBREIIOW
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Table 20 The open—field behavior in 3 week—old pups from mother rats given 6315~8
or CEZ intravenously from day 7 through day 17 of pregnancy

Compound and No of ; B Center,
daily dose Ambulation llearing Preening Defecation lutency
(mg/kg) pups (sec)
Control 24 28 2 2 1 45
(Saline) + +0 +0 +0 +11
6315-§ 22 81 5* 1 0 32
800 + 8 +1 +0 +0 + 8
6315-S . 38 6* 1 0 27
1600 + 4 : +1 £0 %0 + 8
6315-S 24 36 5% 2 1 26
3200 + 5 +1 +0 +0 4
CEZ 34 4* 1 0 37

24 X
800 + 4 +1 +0 +0 + 7

CEZ:Cefazolin sodium

l"nch value shows meantS. B
#:Statisticnlly significant against control at p(0.05 by t-test. Na
significant difference was found nmong groups, when KRUSKAL—-

WALLIS'S test was applied.

Photo. 8 Interstitial edema and hypoplasia
of spermatogenesis in an F, adult rat
of the control group (x110, HE stain)
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- Table 25 Hematological findings in F, adults from mother rats given 6315-8
or CEZ intravenously from day 7 through day 17 of pregnancy
‘Compound und | No. of | WBC RBC Hb Ht | MCV | MCH | MCHC
‘Se taily d
Sl MY | s [ a0n) | 009 | (gra) | @) | (umd) | (pg) | @)
Control 10 89 7.84 14.9 88.6 50 19.1 38.8
(Saline) +0.4 +008 [ £02 | £+05| £0 [ z0.1 +£0.2
6315-S " 9.2 7.76 14.7 88.8 50 19.2 88.2*
800 +0.6 +0.10 + 0.2 + 0.5 £ | + 0.2 + 0.2
 Mal 6315-S " 9.5 7.94 15.2 89.5 50 19.8 38.7
ale 1600 £0.6 £010 [ £02 [ 06| 1 |[+02 | +0.2
6315-S 12 9.5 7.68 14.7 38.3 51 19.83 38.6
3200 +0.4 *0.15 | £08 [ £06 ) £0 | = 0.1 0.2
CEZ 12 10.2 7.84 14.8 38.6 50 19.0 38.5
800 +0.7 £0.11 + 0.2 + 0.6 E + 0.2 + 0.2
Control 10 9.1 517 11.4 28.7 56 22.2 40.0
(Saline) +0.7 +0.16 +08 [+£10] £0 [+ 04 + 0.8
6315-S 1" 8.1 5.34 1.5 30.1 57 218 38.5
800 +0.4 £0.11 | £02 | £07| £1 [+£03 | 205
F 1 6315-S n 8.5 5.33 11.0 29.5 56 20.6 37.3
emate 1600 £06 | 017 | £05 [ +09| =1 |08 | £1.5
6315-S 12 9.5 5.22 1.3 29.1 56 21.8 39.1
3200 +0.8 +0.12 + 0.2 + 0.6 | + 0.3 + 0.4
CEZ 12 8.6 5.12 1.2 28.1 55 22.1 40.2
800 0.4 0.13 0.2 0.7 | 0.4 0.8
CEZ : Cefazolin sodium
Each value shows mean +S.E.
. : Statistically significant against control at p<0.05
Table 26 Plasma analysis in F, adults from mother rats given 6315—S
or CEZ intravenously from day 7 through day 17 of pregnancy
Compound nnd | No. of | Glucose [ T. Pro-| Albu- Cres- |Urea-N| GOT GPT ALP LDH | Choles- | T.Bill- ca-
g -Sex daily dose tein min Linive terel rubin
i (m/kg) rate (we/dl) |(grdt) | (g/dl) (w/dl) (mg/dl) | (mU/mD [ (mU/ad}| (mWsd) | (mU/al)| (ng/dl) | (mg/dl) | (mEq/l)
ComLrol 10 174 67 39 0.69 28 9 T 176 106 67 0.21 104
(Saline) t 5 0.1 +0.1 +0.02 + 1 6 + 6 18 %+ 9 % | +0.01 + 1
6315-S n 167 6.7 89 '0.66 28 88 45 181 11 66 0.28 106
800 + 4 +0.1 +0.1 +0.02 E | x4 +3 + 18 I + 8 40.02 EI
Mate 6315-5 " 172 6.5 8.9 0.65 27 97 48 206 127 86 0.21 105
1600 ) + 4 %0.) 0.0 %0.02 £ ) x4 t 4 + 18 % 16 £ ] 0.01 LR |
6315-S 12 175 6.5 3.8 0.66 27 95 a“ 202 184 66 0.20 105
3200 “it x 6 +0.1 $0.1 +0.02 3 | LN ) E ] + 18 + 29 + 8 +0.00 ER|
CEz 12 177 6.5 3.8 0.68 29 100 51 218° 1o 67 0.22 106
800 t 6 +0.1 +0.1 £0.02 * 2 4 + 2 + 12 10 L | £0.01 E ]
Control 10 138 6.2 8.6 0.72 22 "9 43 n 167 81 0.24 105
(Saline ) t 5 +0.2 +02 10.02 + 2 $12 +8 + 9 + 40 + 8 +0.02 £ )
6815-S " 133 6.1 3.6 0.67 18 96 a8* 76 180 kil 0.26 105
800 | + 3 +0.1 0.1 +£0.02 x 2 + 4 + 2 + 8 + 24 + 2 +0.02 t
LU 1S TR R 0 5 G 0+ P (OO - G G B It 1 I
6315-S 12 140 5.9 3.4 0.69 25 127 54 81 153 84 0.24 105
8200 EI Y *0.1 +0.1 +0.02 t 2 E + 4 + 8 + 18 + 2 £0.01 0
CEZ 12 138 59 8.4 0.66 28 185 54 66 17 88 0.26 104
800 E +0.1 +0.1 +0.02 + 2 +13 EN ] + 6 x 9 + 4 +0.08 + |
CEZ : Cefasolin sodium
Each value shows mean + S.E.
¢ Stetisticslly significant agsinst control at p<D.05
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Table 27 Body weights, placental weights and number of coccygeal vertebrae of fetus
from pregnant rats on day 2! of pregnancy given low doses
of 6315-S intravenously from day 7 through day 17 of pregnancy

Compound and No. of No. of live Body weight (8) Placental No. .
daily dose ) of live fetuses wefght coct
(mg/kg) rats fetuses” Male Female (,,,')b) verteb
Control 16.0 6.16 488 445 6.
(Saline) 12 £ 0.6 £0.04 +0.04 E +0.
(108) (89) (192) (19

6815-S 16.1 5.01* 476 416* 5.
200 12 £ 0.5 +0.04 £0.04 t § +0,

( 96) (85) (181) (18

6316-S 15.1 5.0 2* 4.69° 427° 5.
400 12 + 0.8 £0.04 £0.05 E +0.
(108) (78) (179) (18

6316-S 12.8** 5.05 4717 400°* 5.
800 10 + 0.7 +0.04 +0.04 £ 5 £0,

C 61) (67) (128) (12

a) . mean t S.E.
b) : mean & S.E. and (n)

s s .
N H

Statistically significicant against control at p < 0.05 or p < 0.01 by t-test, but no

statistic significance was found among groups for body weights and placental
weights, when the litter mean was considered as the sample unit and KRUSKAL-

WALLIS'S test was applied.

For the number of coccygeal vertebrae statistical

significance was found between control and 400mg/kg— treated groups, or between
control and 800 mg/kg—treated group at p < 0.05, respectively, when DUNN’S
multiple comparison was applied after KRUSKAL— WALLIS'S test.

THR-RIGHIIHETHEh-te £CT, Cho 34k
Biio0WTEY v 7 —DOEY#EEZ | BEALALLT
KRUSKAL—WALLIS OREA T~ & A, hE
EHBERICHAL TREMICEEZBD N1 LI L
BHBBIBMICEEZNZHON/DT, DUNN O
BRI > TEELKRETE > E T A, 400 mg/kg
&L 800 mg/kg HEHBLMNBEBOMIC, EhEh,
BFEEAZHIH, 200 mg/kg HE5EHEHRBRBOMIC
(7S 37 29/ 2808 o8

o %= ®

;LS BR S oxacephem ZRHAEMATH 3
6315-S %25 v FEHFOBEXRB I ERBKRARS
L, BfFEEFIcRZTEEICOWT, CEZ 23R
¥ LB L1-.6315-S D 5 AR iE 800 mg/
kg/H,1,600 mg/kg/BH LT 3,200 mg/kg/B &L,
CEZ 3 800 mg/kg/H & L7, 6315-S 3,200 mg/kg
BERICBWVWT, /B AOBBHYMLSME (ERT H)

DEEHICERERKEZL, 3 HEOEK 10
L7o Cephem RIAENBOBRRERIR
HOHMRSIEEREINTED, 36
#aE 1 heterocyclic ring ¢4 384, 7
WEBFERDEAEHONEY,, ThoR]
Fhhr—H I3 heterocyclic ring % b 2!
BORRERYBNRAONBH, LKL
¥ 5 heterocyclic ring DA L ERFERY
ANEETHSILEEENTVE", JOH
¥, 6315-S L{LEMENICS v PiCEWVWTH
BRARYDRELET 2 THAHSLELON, £
513 6315-S 25 L5 v b OAtkhBRE
gRsrEDon, HBRFEE L CRMETHED
rERELTVWAEY, LN -T, L&D
3,200 mg/kg {ERICH Y ERHMOET
6315-S fr5ic k> CE R INAFBRLEER

6315-S 5 ROZFHMiciE L THSIR
BRERBDOPERETPHREATRORELTS
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AROMMIE, #RX CEZ 5B TLRO LN, 11,
w{ a0 cephem ZHAENRBETHHREETL T
2ELTHD ™Y, 6315-S HELRBANL LOLIE
iohliv, —REOEERREDIESHMEFIEINYT
2ELTHD, Tk, BUHMOLENNMICKEESZ S
FEFLVEIL TN, tER 2] BICRSLAE
BT, REESHTHRERNN I MFTH -
%o Cephem %+ penicillin RILENRKES ORICE
FTALEBEAR. ERAERBE(LODLICETIHM
BREBTEKOBEAMMBEICLLLEELSATY
37, 6315-S 3z CEZ 5 #OHEBABTYI
RBETHD, KIEBRICEATED, BicHT 2
ARBRNUSEEE S EERERB LA bDEEDA
3o LD &MY, 6316-8 5\ i CEZ B 5#icHY
ABEARMNOFATHA S LHEREIN, /2, Tho
BEBCHONREORBUCHMELTVWELELS
hd, £k, ER21 BiIcBWTARLA-SBHH TQ,
6315-S 3, 200 mg/kg S M CIAFHEHRMMNANA S
foo RIRLEIBEREME, D cephem HRINEMHE
07y MEBEERBBRSERTCOBEShTHD 'Y,
cephem LHEMEOABRBE I L5258 DX L
AUEERBRL-DDEEASNTVWSY ,, {FiR 21
BB L BEHOMBRE & MBELEIF TR
FHIEDLWTRGERESERTE(LB SN, wFhb
BUHETKT 2L 5 LHVE(TREN SR THDDB,
6315-S HE BRI RIBMICSH Shic RO EIR,
WFh bfthd cephem RITEMBEREOBICLEH S
NTHY, 6315-S HEIRHBIIL bDRITA - 10
1 §816-S BEE MO LRI R EBTFEERIIR
DUEh 1o LIchi=T, 6315-S 25 v MBIFOF
ENEEHIREBLEVE VA B, 6315-S BE5EHO
ERERFCRE LAY, ERBLIUARERE, 20
DTFhORBHEIBDTERTH D, BR- R8s
WMERTbObBHOIT, /-, REOMLERY
POEAT, ML TREDDIREWEHMG SN, &
1 6305-S SR CHAENICRELTVWARELLL,
6315-S |5 B 2 REHFHOMM b 1> 12,
REH3 D IARRBEOBMAEE(ICOVTH, TOR
RRMEE T & DBDIR>EM ST, CHODHER,
6315-S S MOLEERFCRE LA RE B L UKEE
ftonT, A#EE L OMBETKRT 5 bDIEE -1
(BHONED -1 EERLTV S,

6315-S ERBOMFHE - HBEERIZ, FAR-K
BERLVLOD, WENLBOL, & SIBEEET
HRMABORD bas oh, ChoBFOFERNREE

ENREEE N, £2T, 6316-S DFEARWICMT
IRAHERREE ST B9, 6315-8 nEAR
(200 mg/kg/ B, 400 mg/kg/ B & & ¥ 800 mg/kg/8)
2REL, AKERHEEMEERE L TTE - BNK
BT, ROV TIRIMMAIED SN, B
HE-MH 2512 400 mg/kg & 800 mg/kg HEHTRD L1,
ChoDORML S, 6315-8S DIEFIcxT 2 XK
R, FEALEEME S @MFREICOVTIZ S, 200 mg/
kg/B., FEARKIZOWVWTI2 200 mg/kg/ B &R
N3, COLHICHRHMICBHAKENSAONELIN
AREBE Lo L&, BFOFERERMICIIE(LHIN
{, fEELELBDSABVICLOID ST, FEAR
HrmElahad Ews M@, WL 25D cephem %
REMHICOVWTHEShTLA 'T0,

6315-S &5 &I BT Z2BYHYTIZ, FERICHR
PNEFic B o, DREECHEMEFIZASNEh -
foo MEFLBFICRRIX L ARGMOBEHR - MEKRE - N
WME(MEIMT T3-S REDKELEEZ SN BE(L
i, SRERNMDATH -, Cephem RILENMK
Sy MOBRBS LIt E, —EMMAELADOE D
ERERMMAEYohEEVSI LKL AONTWY
65, ¥, 12, 156, |5)°

HEFEFERIE, HER,SRIEZ T 6315-S0
800 mg/kg & 1,600 mg/kg 5B TREICET L1
M, 3,200 mg/kg BHEBTRET LA o LA
T, 800 mg/kg H XU 1,600 mg/kg HE5BICHIT S
BELSEGHETRESREOKELIEL SN,
6315-S HEMOHEF OB EMMIZ, SBL LMW
hif s CMHEhtic, 2DDb, 800 mgkg H&L T
1,600 mg/kg ¥ 58 TIIMAMICHRE L 742, 3,200mg/
kg HEBROBE, HF FOKBMMZERETS - 1221,
HF FoiMEEmnsEVwr, LML, CholEF
KOV THIICBE LR - 2Lichd 5 8154,
MEFLATE ICHEE L2 RAHEE, RS OBHRRR - R3S
R - MARE, 3~ 4BBTERELITHRRTI,
WFENH 6315-S HEICLBEEZ SN BELIZED
She, HEFOHERMKS SV IZEMENCBEALTD
6316-S B 5D BERET HHFRIF > A h >
Too 85I, ¥MERBROMBER - MBRE - MBLE
IEEAFIEOVWTHEEED M1, LIchi-T,
6315-S B EMNFRE L > T, HEFOBEE « ML - &
ENEBETAILEBEVWHLDEEIONSE, ChODEK
#H S, 6315-S DHEFICHT 2R ARSI, (hE
B 2 TORMIEEICML T 3,200 mg/kg/B EEX
Shd, FEICHEL TIMILPHLIEIEE S MRS S
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600 mg/kg/ BB KRENERLEL SN B,
1083 £ 8 A~1084 £ 8 A)

] .
BB AR BRESE, WEXE, LEEL,
A, U BB, EWER], FRNKE, MERAT,
—, &f A KNEMROKE MMRELEIN
LTRW - Eil kNt GAkes HEEFO
HEROMEMEIRE % L TRV H) CRICR

o

/RCE LI 2 - 720 B2 L TERMY

X "
RHTR, MLET, KEXE T K, =%
%, HIKKZ : Cephem RIAENRORME
RERICOVWT, BFES 38 :1662~1681,
1983
HiE®S, KR I, #®a 3L KBHEE GH
FihPH B IEFERT. MRME THEX
FHEES : Oxacephem %ZiT£EMW 6316-S
(Flomoxef) ® 5 v bicH i 228K 5T
1 » AEZH#BHAR, Chemotherapy 35 (5—
1):207~225, 1987
EowW KM W HZE & Kt R
Cefoxitin OE 2T A2HE (F4#)
Cefoxitin D4 MICRIZT %, Chemotherapy
26 (S—1) :205~226, 1978
FHIAF, PHEB=, RISEF. PMAiRA, &
8 : Cefoperazone (T —1551) DHEMHRR (¥
58T v MicHiF 2EMAK, Chemotherapy
28 (S—6) :268~288, 1980
E8%E, SHEE :6059-SD5 v btk
2REERMEL S AR, Chemotherapy 28 (S
—T7) :1119~1141, 1980
BRER, EHEBEZ MEE— BIEX
Ceftizoxime sodium O £ M AR, Jpn. J.
Antibiot, 34 : 466~476, 1981
57 E#E ZT o WF . Aminobenzyl penicillin
(ABPC) ¥ & ¥ Aminocyclohexyl penicillin

8

9)

10)

11)

12)

13)

14)

15)

16)

(ACPC) gn#&5ic k5= ADRERNOY
LB LUCWBEREDEILIZ DV T, Chemothe.
rapy 23 : 3182~3196, 1975

SAVAGE, D, C. & R. DUBOS : Alterations
in the mouse cecum and its flora prodiced
by antibacterial drugs., J. Exp. Med, 128 :
97~110, 1968

SLHIEM, EHME : Cefotetan (YM 09330)

DOMKRARERD T v M 5 BEXRNRS
KR, Chemotherapy 30 (8—~1) : 278~204,

1982

LEEk BF R BRE=. & W )
#8 : Cefroxadin (CGP-8000) @3 bic
B AEMER (% 1 W) BEERMRSER,

EXSHA 10: 802~824, 1970
FROHBERG, H. : J. GLEICII & H. D,
UNKELBACH : Reproduction toxicological

studies on cefazedone., Drug Res, 29 : 419~
423, 1979

AKEEEZE, g — SiREm, ﬁﬁﬁ& #H
B, HKER (PREEE : Cefuroxime 7 »
FEMICRIZTEEICET 28 %, Chemothe-
rapy 27 (S—6) : 245~271, 1979

alRER, BHOEF ABHTF, E #:
Ceftazidime DEXLHICBTIHR(M) 5 v+
KB 2 BEERPRSHR, Chemotheupy
31 (S—3) :940~960, 1983

FLhEx, HREMES, EO)IEHE, RAH
Cephalexin D7V 2L 0T v McHiT5HF
TSR, AR 3 : 249~263, 1969
MRXE, £ BENKRE SEEX
FHES :6059-S 035 v bick s HERHRE
H%, Chemotherapy 28 (S—7) : 1007~1028,
1980

KEME, REEX ESMZ, (R B AH
RO, BERE— kHEX, HARTF ERRET
®# 8 : Cefoperazone (T—1551) D#ER
B (F2#) 7o FEEABRSESE, BB
%, Chemotherapy 28 (S—6) : 189~218,
1980
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REPRODinCT‘fON OF RATS UNDER 6315-S (FLOMOXEF)
(2) INTRAVENOUS ADMINISTRATION
DURING FETAL ORGANOGENESIS

Yasuniko HAsEGAwA, Yudi TAKEGAWA and Toyvoinko YosHInA
Shionogi Research Laboratories, Shionogi & Co., Ltd.

The effects of 6315—S (flomoxef), on Sprague Dawley dams, fetuses and pups were com-
pared w1th those of cefazolin sodium (CEZ). The 25% (%) solutions of the antibiotics were
given i.v. once daily for 11 consecutive days beginning on day 7 of pregnancy at doses of 0
(saline, control), 800, 1,600 and 3,200 mg/kg/day of 6315—S, or 800 mg/kg/day of CEZ. About
9/3 of the pregnant rats in each group were autopsied on day 21 of pregnancy to examine
viability, intrauterine growth and anomalies of fetuses. Skeletal examinations were done on
half of .the fetuses in each litter after staining with alizarin red—S. Visceral examinations
were carried out on the remaining fetuses in each litter by Wilson's freehand section
method. Twelve pregnant rats in each group were allowed to deliver and nurse their pups.
The pups were examined for viability, growth, development, reflex functions, skeletal system
(soft X—ray), behavior (water T—-maze and open—field tests), puberty (vaginal opening and
penile type), and reproductive performance.

Neither adverse effects on fetal viability nor teratogenic potential were observed in fetuses
of the 6315—S groups. Since no dose—related but significant retardation of intrauterine
growth of fetuses was found in the 6315—-S groups, a supplemental study was done by treat-
ment with low doses of 6315—S. The results showed that the maximum no-—effect dose of
6315-S for:the intrauterine growth of fetuses was 200 mg/kg/day. Gestation period, parturi-
tion and nursing behavior of the mother rats given 6315-S were normal. Body weight gain
of mewborn pups was suppressed in 6315—S groups in the ]st week, and the suppression
continued till about the 10th week in male pups of the 3,200 mg/kg—treated group. However,
the viability, development, reflex and behavioral parameters, sexual maturation, and repro-
ductive  performance of the pups born from the 6315—S treated mothers were all normal,
suggesting that the suppression of body weight gain in the 6315—S groups exerted no adverse

' effects on any of the parameters examined. There was no essential difference in the effects
.affributable to the different treatments in groups given equivalent doses of 6315—S and CEZ.



