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Fig. 1 Body weight gain in pregnant rats given

iv 6059 -S or CEZ once daily from Day 7
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Fig. 2 Food intake in pregnant rats given iv
6059 -S or CEZ once daily from Day 7
through Day 17 of pregnancy
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Fig. 3 Water intake in pregnant rats given iv 6059-S or CEZ
once daily from Day 7 through day 17 of pregnancy

Drug and daily dose (mg/kg)
o———e Control (Physiol. saline)

o——0 6059-S

—a (059-5
o——a
—

Dy,

70

40

Water intake (g )

500
1, 000

6050-S 2,000
CEZ
CEZ

500
1,000

| T S T S | ! 1 ! | L !

CliZ:Cefazolin sodium

Administration

REERRY

ny

Autopsy

N S S N B

1 3 5 7

9

1 13 15 17 19 21

Day of pregnancy

D gL, MRBEDENEH -1z,

4) F, FOERRBCNTIER

HE» SBAME TO Fy Fico0T, KREZ(L - K
Bt - RHHe% B~ 7Rk % Table 7 iTRU 7,
F fHAE#MNIZ, 6059-S, CEZ @& 1,000 mg/kg #
SR TiH S nichs, 6059-S 2,000 mg/kg HEE DK
EHIIRRBE L A S ELE D - 120 BRESME - Ko
BEEDORBIL, B L 6059-S, CEZ Ry 5P ORicE
B72<, WTIhBEETH-1. B, 2 BSBK F
FONLIERE, ABMBRIIOTNOEETH 70 BER
BERTADONI: F1 FOATHER %L, Table 7
IGRLI2Z &, KERSE (6059-S 1,000 mg/kg 58
T 140 &/NRE (CEZ 500 mg/kg 58T 1 f))
DHTHoTo TNOLDOREARICIBEBIRBD SN
ot

HARATCEBRRLIL: F FOTEARBEERES
Table 8 (#) ¥ XU Table 9 (#) IT;RL7e THD
@ Table ITRLA-CEL, NMESEELELT, KE

fE (6059-S 2,000 mg/kg 58T 1 f), T FARaIRL
M (CEZ 1,000 mg/kg #5# T 1 #) & HEkm
(CEZ 1,000 mg/kg 58T 2 f) dsdhi. ¢h
SOEALDORBRICIIFERBIIBD o hlidh - 7o Ml
Fi fFfEbiC, 2, 3 OBET, MNBHEIOMCERE
{edsa o, dic 6059-S 1,000 mg/kg 52, CEZ
1,000 mg/kg HEEICEH -1, chid Fi FOE
BREERB|UI-bDEEZ OH, ZhoBBERE/LIC
i3, BACHRERBERRAOKEL-7 Thd Fy
FOERRERESEAL Table 10 icR LA, BRELL
T, MBERES (6059-S 1,000 mg/kg HE5HT 1 #)
ERH#B/NER AL (6059-S 1,000 mg/ke 58T 1
) MBI, {LEH BREERCETSRE
i3, WREE 6059-S XU CEZ K45 ORICEN
73K, —EDORBRKERLH SNV HDTH -7
Fi 79 rOTHBERRELT TR ATV -
7 4 =V FERBROBMKE Fig. 6 1T, kRO E
Fig. TiRZhZhR U WTHOECELTS, |



1123

CHEMOTHERAPY

VOL. 28 S-7

ds Fued  :(e)

"19AJ] %6 33 3T [011U0D WIOIY A[JUBDIJIUSIS SISJJIP aN[BA  : 4
+90°0799°1 9003 K T +L00FLS'T * *90°0%¥$9'1 LL00%LT | L007S60 (3) s3U21U0D INOYIIM W)
+05°0708°S 0707861 +EL°0FSL'6 | %€9°0%61°01 «96°0%6L°6 LE0%66'T (3) s3U2IU0D YIIM Wnoa)
PIIT €3CIT , TFIIL EFPIT 9FpT1 7011 (Bw) satreaQ
0076’1 | «0°0598°1 ” 20°0%¢6°1 10°0%€6°1 1007€6'1 20°0%26'1 (3) urerg
01=se¥ i 8+SHY 01+pby _ €1F199 6%¢y 4 E3997 (3w) spuej3 Arefixewqng
PE076€1 £4°078°€1 m 9Y°0%9°€l q 6€°0%€ VI vS'0FIpI $S0FLEL ! (8w) sisAydod A
SL'OFYEL 0607€'ST 4 A4 ﬁ 19°076C1 9'076°C1 | PEOFLET ‘ (8u) spro1fy
*LFLYI +8%9¢1 , TIFILT 67vL1 CI+681 ST¥L0T m (3w) snwAy L
T79L TFEL | I%€L *CF0L TFIL THL | (3ur) sfeuarpy
S1+959 +£17279 , 617%SL9 *8TFLP9 0T%TS9 877569 A Sur) usardg
€TOFCLTIL | 1€°0708°11 A 9T'0+v6' 11 076 1T 87078611 0£°0%€8'T1 , (3) 101
0°07SL1 €O0FELT | £0°07SLT $0°079L'T PO OFHLT €0°070L'( (3) skaupry
20°0760°1 700%90°1 1007901 70°0790°I 2007011 $0'0%01°1 (3) 3ung
9IFhLL LIFE6L L sbIFI9L +91789L STFE8L 617€78 (8w) yreay
8'p¥5°S8¢ €P76'18€ _‘ TE6'¥8E SEFI'T8E SYISERE | ()6 PFIIBE (8) 1yBram Apoq [eul]
9 £z Lz 9z vz €7 so[eway jueudard jo "oN
0001 00S 000'C 0001 ) 00$ (ouipes “[oIsAyq) P wal|

Vil $-6509 asop Aneq

ZdD 10 S-6509 uaAI3 Adueudaxd jo [z A uo soreway yurudard ur syystem uediQ

Jonuo)

sjer ut Aoueusdaid jo L[ Ae y3nolyy , Ae( wiorj A[snousAerjur

[SCLAR




CHEMOTHERAPY NOV. 1980

1124

*19A9] %$ 3Y} JE [OIJUOD WIOIy A[JUBOIFIUSYS SIOFJIp ON[EA  © *

ssoussoqIel : L

“Gooqny 4D

‘S[eWRJ JO JBY} O §95N3aJ OB JO Iaquunu ay3 jo orjel afejuaolad e syuaserdal oner Xag
sjuejduit Jo Iaquinu 3y} 03 ONeI oFeuUNIdd ©)

nyow/sjueiduwt jo 'oN  : (q)  ‘Ieyjous/eany erodiod jo 'oN : (e)
QI ) 0 ML (MAd ma 0 SINEWIOUE [EUIR}X3 JO staquinu pue sadAL
*8°S¥66¢€ *0°9%10% *8'PFSLE «£PFI8E «5'6F96€ £'9¥6TY (4§ ¥ UBdN) oreway
*8'¥3T0¥ «T°S¥90¥ +9'$+88¢ +E£'PF68E «0' P3P TLF8YPY (s ¥ UBa) MW
sasnyay aAlf Jo (Swr) 1ySram [e1juadelq
€0°0¥8L'F +£0°0%€9'P «£0°0FTLY «£0°0FTLY *£0°0F0LY €0°0¥E8'Y (3§ ¥ Ues) s[EWaq
+£0°0590°S +£0°0¥L6'Y +£0°0¥96'¥ «C0°0740°S *«C0°0¥20°S €0°0%ST°S (gS ¥ ueap) are
sasn3ay A1 Jo (3) 1ysram Apog
[ L'v6 0901 y'eol L1zl €1l Oljel Xa§
€0FT VI 9'0%€ vl €070 %1 $0+8°tl €0%0°vI POoFy vl (4§ + uesp) az1s 13T
1Ll 691 ¥81 9LT 41! (U $35N}9J J[BUIR JO "ON
L6l 091 S61 ¢8I S81 81 $asN13j 3[BUI JO "ON
0 0 0 0 0 0 peaq
0 0 ,, (s0 )t 0 0 (90 )z (0)PPVEIVEN
+(9°6 )Te +(€°L )9T W (TS )T +(€°9 T e et @1 v (0)PRa10sA
+(F'16)89€ +(L'T6)6TE +(E°96)6LE +(L'€6)8S€ (€°96)LEE (T'86)TEE 0)°M1
$35N13J JO "ON
(0°sT1)06¢ (r'snsse (6v1)20v (L'¥1)T8¢€ (9°$1)0SE (L'¥1)8¢e€ Svﬁca_mﬁ_ Jo'ON
(€9nNey (5'91508¢ (€°91)0vY (8°91)9¢¥ (9'sDYLE (8'ST)E9E (z) B e10d109 3O "ON
9T X4 LT 9T 14 £C sIayjowr yo "oN
000°T 00S 000°C 000°1 00§ (sunfes “[orsAyd) (34/3w) walg
Z30 $-6509 fonuoy asop 4Aneq

sye1 ut Koueusaid jo £ 1 Ae ySnomy) £ Ae( wolj A[SNOUSAEIIUL ZFD 10 S-6509 USAIS s1ayjow Jo
$35N}9] UT SAI[EWOUE [BUI3}X3 JO 30UIPIOUT 3y} puk ‘JyStom fejuadeld Jystom Apoq ‘AITIQRIA T S[qEL



1125

CHEMOTHERAPY

VOL. 28 S-7

) ouspU] : (B)

0
"T9A3] %S 3y} JB [OI}UOD WOIJ bESE:m_mA%ob_v IN[BA & 4

283849005 pue

0 0 (g0t 0 0 0 SO[BIOBS 9BIQI}IAA JO [[B JO 0UISQY
o | 0 (501 0 0 0 30 SHOUISHUBLIESTD PUE UOWN; UV
(501 _ 0 0 (501 901 0 JBIQAUIS]S JO J[qUIBIDG
0 .” 0 (50 )T 0 0 0 a®IQaUIS 131D
,, Aewouy
ae )9 m T (o€ )L (65 )11 ©v )L (5911 WS ireron o sty
(501 «, 0 0 (501 0 0 sy
0 @r )t 71 )T 0 ar e 0 sey
YoIe OIIIoWUWASY
©T)s s€)9 ©zT)s (8¢ )L 6T)s (871 )¢ uoljezirequin| 10/pue UONBZI[EIORS
(T8e)EL 00€)1S «(€°0P)6L (9°LE)0L (T'TE)9S (8°82)6¥ I sequIn| eIQajIdA
0 0 0 0 90 )1 0 T1A ST[EOTAIRD BIQR}IOA
UOI)BZI[e}SO)
Ty )8 (90 )1 7T )z @z vy (Tt )z Ty )L 9E}S0D YIUaNINO0
33ueyo IoUIly
90°0+€T9 80°0796'S LO0+9T°9 90°'0%81°9 90°0+86°S L0'0%S0'9 (S # Uesjy) 98ad£2000 9BIQ3}I3A JO "ON
(Tv )8 (59 )11 ITe )9 (18 )ST 69 )t1 6T )s waploAy sQ
+(IY)6L #'60)0S O vOLY LDV ('81)TE ITvO1d SBJIDBIOY} SBIQIIISA JO BIIUID
(1'S€E)L9 «(T'81)T8 (€Tp)es (9°62)SS (I'ep)SL (6'T7€)9S 9BIQAUIdS
UOI}BI1JISSO 933[duIooulr I0 SSa[urels
(£°56)T8T (L'$6)191 +(6°96)061 (L'S6)8LT (8°06)8ST Q&G.omvvﬁ SI[EOIAI) JBIQDIIAA JO BIJUID SSI[UIELS
UOIJBOIJISSO papIe}ay
161 oLT 951 981 LT 0oL1 Suswroads paAIasqo Jo "ON
000°T 00Ss 000°C 000°T 00§ (aurres “[oIsAyq) (8%/3ur) wa[
Z30 $-6509 [onu0) asop Ajreq

syex ur LoueuBaid jo LT Aeq ySnoiyy L Aeq woij A[snousaenur ZgD I0 S-6509 UAIS sIsyjowr jo
$3SNJ3J UL W3S AS [B33[33S Y} UT SANBWOUE PUE SIFUBYO IOUTU ‘UOIEIIJISSO PIPILIAl JO dULPOUl aY] € S[qeL



1126 CHEMOTHERAPY NOV. 1980

iy

Photo 1 Clefl sternebrae in u ral fetus in the 6059-S-2,000 mg/kg group

Photo 2 Ventricular septal defect (arrow) in a rat fetus in the CEZ-500

mg/kg group
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TE - BIRE - LHIEROAESRD SN, TD7
v b 13 BSTERLEC A, EMTFEAIRRL,
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1127

CHEMOTHERAPY

VOL. 28 S-7

A[pwouy &«
(%) 2duapouy : (e)

0 i 0 w (it (£ )T 4 (Irv)e (81T 1u20saQg
. | o MC?O L
(roe : 0 0 e ! (273 (ol juddse Asjdurodu]
OPL i res 9'De @ne M (€L ((R213 +S1S014dILOIPAY
| k h shouprt
W 0 ] (901 ﬁ 0 A, 0 ! 0 0 esejded A
, _ “ _ 3uny
m €F ' 6 1€ j (S0 | @ne _ 0 0 __ 2qo[ a3 uI afeyiioway
1 | | 12A1]
- ! E— - - S —
| 0 & o1 w 0 0 ‘ 0 _ 0 pue wwﬁ__ﬂ«huw:wﬂ wwﬁmaﬂwwwwmﬂh
,w 0 ' 9on * 0 0 0 0 9IS 1J3[-9Y3} 0} UONBOO[SI
0 : 901 0 0 0 0 «109Jop [T1das 1eNOIIIUIA
: , i ey
0 0 ,_ ol : 0 ! [CXO)E 0 utaa oneday ayy Jo
0 _ €1z ﬁ 0 W [CA))E I (XD [CXO) sutaa sod{zerway pue sodAze ay} jo
h | m adeureIp jo AsuBYy)
., 0 ) oot 0 0 0 0 A Pi10Ied [RUIdJ UL pUT ?Eexom.u%..«um
, 0 (CA) 91 @ne ‘ (CAN) 0 Nuniy oy} 1€ satae Lreuowud i} Jo
[CA1))8 A 90 0 [ 0 _ (8 1)€ 0 YoIe 31110E 3y} 1T SALIAIT ) JO
: _ suiSi1o jo 3suey)
i ; " Wa)SAS IB[NOSEA
[CA) w (€T 0 ﬂ 0 0 0 11qa13d naulsvium_rm m&l.«m ‘._o_::amn
0 ! 0 I 0 @ne @ne 0 391 UAA [BI31E] Y] JO UOIBIR[IQ
urerg
S
(s8) L8) (88) (88) (€L) @) (sosnyaj 9[Twaj Jo "ON)
LLn 6S1 €81 [4A €91 ENE SUUMIAdS PIAIISQO JO "ON
000'1 00s | 000 0001 005 (aures ‘TorsAyq) | (BN/Bu) woy
Z3 $-6509 [onuo) asop Ajreq //
sye1 ut Aoueudoaid Jo L] Aeq ySnoryy L Aeq woiy A[snousaerjut i) Io
S-6S09 USAIS SI2YJOUI JO SISNIIJ UI SA[EWOUE PUE SUOIBIIEA [BI3DSIA JO IDUIPIOUI YL ¢ d]qe]

REDERE, WThb

=

P

Bk &3 e TOMARY, 3K

1
1

’ I—E_JE-

<

1248

o KEUR
., BIRE, BIRAEINHE

(-

BT

C
KPREE L 6059-S F7-id CEZ K5 BEDORICENS S

NS = F

o #

AE1-ABDT v P TRESKILL, Eik SESENR

.

(Photo 3, 4)o - T, AHII, ROMEEMEEE

LMLt
Table 12 ic Fy 7 v PRIEDREERMEERL T

<

7.



1980

NOV.

CHEMOTHERAPY

1128

3Z1s 19311] JO :o:«_zmu.._ 19)je 3unoA pjo-Aep g Jo "ON/SunoA 3Al jo ‘ON (V]

uI0QMaU 2AT[ JO "ON/SunoA aAl Jo ‘oN : (9)
$311s uorjejuR[dWI JO "ON/UIOQMIU A JO "ON Q)
qS Fuesy : (®)

(00NZL (001)08 (S'L6)8L ($'L6)8L (001)08 (0°S6)9L (p)PIO oM €
oonzL (001)08 (S'L6)SL (S'L6)8L (001)08 (0°S6)9L (p)PIOAM T
0onL 001)08 (001)08 (001)08 (001)08 (00108 (pyPIONm T
L'96)911 (£°66)0%1 (T66)¥21 (001)8T1 W'96)TET (00T)¥ET (0)P1O-A%P T
(9°L8)0T1 (6°S6)THI (S'¥8)STT (£'88)821 (TE6ILET (£°68)¥ET (@19
(%) 3unoA jo ANIqeIA
@sn wvn CR20) (s'p1) wen) s (zannt/seyts uoneue[durt Jo “ON)
LET Lb1 b1 spl Lyt 0ST sans uonejueduw jo "N
TOLIT 1'076'1C 0°070°CC TOFL1T 0'070'ZC 1'0¥1°ZT (g POHd fouvudoig
6 o1 o1 01 01 o1 s1ayjou Jo “oN
000°T 00S 000°C 0001 00S (aurres “[o1SAYd) | (3y/Fu) T way
ZAD S-6509 fonuo) asop Alreq@ T

syer ut Aoueudaxd jo £ 1 AeQ ySnoryy , Aeq woIly A[snousaenut Z3) 10 §-6509

uaars s1ayjour wolj uroq SunoA [eieuisod jo Apqera pue potrad foueudalyd S S[qelL



VOL. 28 S-7

CHEMOTHERAPY 1129

Fig. 4 Body weight changes in lactating rats given Fig. 5 Food iniake in lactating rals given 6059-S

6059-S or CEZ intravenously from Day 7
through Day 17 of pregnancy
Drag and daily dose (mg/kg)

———e Control (I'lnsiol saline)

O BOS-N 00

—a 6009-S 1,000

o——=a 6059-8 2,000

— (7 00

y—a ClZ 1, o0o

ClZ:Cefazolin ~odium
S0

Mean lody weight (g )

| Weaning and autopsy

]\ Y

0 : ! I

0 1 Z 3
Weeks of Jactation

FHEMF (F) OFFER, Vyi— 44X, b
REE & 6059-S F7-13 CEZ £S5 BORNCEDIIH, -
tzo F2 fHAEIZ, 6059-S 500 mg/kg {5 TIED - 72
73, 1,000 5L 2,000 mg/kg 58D F, FEER
HBBEL DM otce TS Fo FICHSNIAETE
- ARBEOREIER (MRET 1 4l) 0iTH
otce Fo FEBBIDKBEIZBW:- M F, 59 +D
HRRER#L TIZ, 6059-S, CEZ 358 & b Ioxt BBt & s
H OIS 5 10

® -3

#F L Oxacephem Rt E[TdH 5 6059-S % 5
v PRBEBRMTH ZIER 7 0 X bdikt 11 ARRH
FRRics5 L, BFcHd 3 1ER S L URIERORES,
ERSREICKT T B R85 #8~, CEZ D1ER & kL 7o

6059-S #5187 v M OB Ohc AERRFICHEL
1cE% (anomaly) ZIRDTEL TH-1: (Table 2~
4) THbb, AERELLTIZ, ARED 500
LU 1,000 mg/kg HE5EICE 1§, @R 2,000
mg/kg BEHRT 1 flEohie. T/ BREEBELT
13, JuE%ihs 2,000 mg/kg HE5BT 1 fl, fBHFO
225 v7uhs 500 XU 1,000 mg/kg #ERTE

Mean food intake/ a mother (g)

or CEZ intravenously from Day 7 through
Day 17 of pregnancy

Deug and daily dose (mg/kg)
AConteol (Physiol. saline)
13 :6009-S 500
C:6059-S 1,000
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1l H00
I:ClZ 1, 000
Clo7:Cefazolin sodium _
60 () Tncluding the consumption -
by nursed young _ n
-
50 - —
A ]
0 | L T
30 -
20 |-
10
0
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2-7 714 11 -21v
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NOSORFRIOITNORBUFENEL, TORBIZME
TERBIFRD A OoNIENEDT Hotco 2D D HKITE
IZONTIE, MRBHC XD BBBET RBRLTEY, A
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BEE, DITRORAORBRBICEF 2L, v b
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Fig.6 The open-field test in 3 to 4 week-old young
born from mothers given 6059-S or CEZ
intravenously from Day 7 through Day 17
of pregnancy in rats

No. of yong tested
Drug and daily dose (mg/kg) Male Female

A :Control (Physiol. saline) 10 10
B :6059-S 500 10 10
C:6059-S 1,000 10 10
D :6059-S 2,000 10 10
E:CLEZ 500 10 10
F:CEZ 1,000 9 9
CEZ.:Cefazolin sodium
’5 Male Female
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Fig. 7 The water-T maze test in 3 to 4 week-old

young born from mothers given 6059-S
or CEZ intravenously from Day 7 through
Day 17 of pregnancy in rats

Groups, drugs, doses and no. of young
tested: The same as shown in Fig. 6
Figures above columns:
Upper ones: no. of the cases that young
went to the opposite site to the goal or
returned to the start.

Lower ones: no. of the cases that young
could not reach the goal.

51399712 7612118 8
for 000111 010200
30
=
B 20
- 10
0
ABCDEF ABCDEF
220422 255563
30- 000000 001010

2nd trial
o 2 8

ABCDEF ABCDEF
320220 526501
07 000000 100020
=
£ 20
10
T 10k
0
ABCDEF ABCDETF
242201 222212
000000 0001217

Mean time (sec) from a start to a goal in a successful trial

4th trial
o 5

ABCDEF ABCDEF
114200 532410

_ ap 000000 001130

o~

£

£ ot

£

5 o
ABCDEF ABCDEF

> e A AR E RS SNEHh - 1,

PUEDTEL, KERTA SN BFZ 3 TFEFD
AL EE, B, ARESICETZREICONT, §7
v M5 L 7: 6059-S [TiERT 2 EEZ 5N DI
724, REFEIBHTEN E0 S, K{LAYH, 5
v MCBOWTHHFMABT2EE12C LIIAMTH
b0 €7 rux Y YREAEMEOKRFEEABRETL 2
IYERIIZSHRE ST D", 2ORFBTIES



CHEMOTHERAPY NOV. 1980

1136

*aouaprour adejuaorad ayy syussordar pnyeA ayJ,
siuad suejd yo adA) padeys-n :) ‘stuad sueld jo adA) padeys-p : M ‘stuad sue[d jo adA) padeys-A A

T N
00T 6 00T N 68 M 00T M 00T A 00t 6 000°T
o N
001 (118 001 N 09 M 00T M 00T A 00t 01 00§ Z30
or n
00T o1 00T N 06 M 00T M 00T A 001 (128 000°C
- N
0s 1] 00T N 00T M 00T M 001 A 00T (1] 000°T
- N
00T 01 00T N 00T M 00T M 00T A 00T o1 00 S-6509
- N
08 o1 00T N 00T M 00T M 00T A 00T ot jonucH
pio-Yaam ¢ SunoA speway PIO-Yaam £ PIO-YoaMm 9 PIO-YoaMm § PIO-Y3aMm ¢ PIO-333Mm ¢ SunoA arewr
uado s1say (3y/3w)
[eursep PaAISqO ad A3 afruag Jud0sa(q PaAI3sqO spunoduwo)
. asop Ajreq
arewa J 30 'ON e Jo ‘'oN

sjer ut foueudaid jo L1 Aeq ySnoryy , Aeq woiy

A[snouaAenut 7)) 10 §-6509 USAIS sIayjour woly uroq sjer ¥, jo uonernjeur [enxe§ T[] 9[qeL



VOL. 28 S-7 CHEMOTHERAPY

Photo 3 Anomaly of external genitalia with hypospadias,
vaginal atresia and hypertrophic clitoris in a
13-week old Fy rat in 6059-S-1,000 mg/kg group

Photo 4 Microphotograph of the left ovary (ovotestis) in the Fy rat shown in
photo 3. The left side of the photo shows the testicular structure, and
the right side the cystic ovarian structure. HE stain, X 20
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Table 13 Background data on anomalies found in rat fetuses or weanlings
Fetuses Weanlings
lncide.nce (%) Incidence (%)
Clubfoot 24/5,609 (0.43) Hydrocephaly 1/1,787 (0.06)
Taillessness 3/5,609 (0.05) Hydronephrosis 10/1,787 (0.56)

Hydrocephalic protrusion of skun®
Cleft sternebrae 0
Scrambled or fused sternebrae

Vertebral anomaly
(Loss, fusion, disarrangement)

Hydronephrosis (WILSON’s method)

42/420

8/5,609 (0.14)

7/5,435 (0.13)
2/5,435 (0.04)

(10.0)

True hermaphroditism 0
4/1,787 (0.22)
4/1,787 (0.22)

Sternal fusion

Tail anomaly
(Kinky & short)

(a) : Probably due to hydrocephaly
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A TERATOLOGY STUDY ON 6059-S IN RATS

YasuHiko Hasecawa and ToyoHIKO YOSHIDA
Shionogi Research Laboratory, Shionogi & Co., Ltd.

Teratogenic potential of a new oxacephem antibiotic (6059-S) was investigated in primigravid JCL: SD
rat in comparison with that of cefazolin sodium (CEZ). The 25% (w/v) solutions of the antibiotics were
administered intravenously once daily for 11 days from Day 7 to Day 17 of pregnancy at the doses of 0
(saline, control), 500, 1,000 and 2,000 (6059-S alone) mg/kg/day. The pregnant rats were autopsied on Day
21 of pregnancy in order to examine viability, intrauterine growth and anomalies of their fetuses. Skeletal
examinations were done on half of the fetuses in each litter after staining with alizalin red-S. Visceral ex-
aminations were carried out on the remaining fetuses in each litter by the WiLson's freehand section method.

Nine or ten pregnant rats in each group were allowed to deliver their young (F,). The F, young were
examined, thereafter, on viability, skeletal system (soft X-ray), growth, behavior (water T-maze test), emo-
tion (open-field test), sexual maturation and reproductive performances.

No adverse effects caused by 6059-S were observed on fetal viability and the incidence of external,
skeletal and visceral anomalies. Gestation period, parturition and nursing ability of the mother rats given
6059-S were normal, and the growth, viability, behavioral and emotional parameters, sexual maturation, and
reproductive abilities of the F, young born from the mothers were also normal.

These findings suggest that 6059-S has no teratogenicity in rat fetuses and no adverse effects on the
development of postnatal F, young. There were no difference in the activity of 6059-S and CEZ in the para-
meters examined in this study.



