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it ZEMMEREA VA RBERHRBREITIN -1

E P REMBRY L /RICSHT B invitro REFRBWRKR TR, REGERAMEIROHBERIC
AREAMFBLEEDY, FLREHRD 200g/ml (ED,,) OERABICEVTD, HREFE N
THREERBTEROHBEEE ICHEENRB SN -1,

Jcl : ICR Ritt=w Xic, BEmARE LT 7432-S 500 mg/kg/day #EE L 005 AMBEZED
BEATEV, BREROREELIBEE LM, T432-SHEECERT 2 EL SN REFREN
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I2H VT chromatid break ® exchange 73 & DR (AR ESAEICHE L7,
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7432-S WEHFRUEHAAFTEAR IO AEOAE
7 LRNEMHETH 5, 50, 7432-S DRRERFE
RERXRE LT, b FR#WMY »/3BKICK B in vitro
LEFRERBRE LU REMAIAICK 5 in vivo B
BURERREZTN DT, TOBEERSET 5.

I. ZRBHHEELUHE

1. XBYHE

7432-S (F b U D L) BAB~KKEOBDORES
HBRETHD, HBRICIUHBEOHELRSE (Lot
No. 56812, 696 x g (F1ffi)/mg) %M L 7. BT
B & LT Mitomycin C(MMC & B8, Lot No. 228
AEC, Bfomse) ZERALL" P,

2. Invitro B ERERR

Invitro BEFEREXRE LT, £ FAROKHIMY
yRBRICH T A REEREREREERITLAS V. AR
RICIBICHRBNEHLEGBFA LTV,

EbY URNBRICEREE S T432-S ORREED -
¥, 7Y 2 GMmFELEEMEE L1210 x4 2 aEn %
BT ED, 4 Wi Lo 7432-S i3 RPMI-1640
Mc N L, [EEMIC 20% BRF 07 2 0 A 1o 3 ik
TRERRATIVERE®ZAIE L7

AR U ERA Uik STE TRRINE A S R M &R M

L, EROERBEEMATERIHERLI. COMER
ik 4 &% Lymphoprep®d 3 ARICEREL E
EL. 400xG T30 HMZECHERLE, DREICE
Fot) UNBERENRZY =) ERy PTCERLT, VY
OBRISERIET 2 EBEAK, HEREPIS1~2 X10°
cells/mliCE AL HICHEL, VU " HRONEER
% t- % Phytohemagglutinin—P® % 200 u g/ml ®
TS THRMU I, 3T°CT 48 RIS HIEL, FWKRROZ
EM5 400z g/ml (2 XED;,) 2REMEE LT, UL
T 2 TERPEFRIR LI 7432-S 20X 21 BRI L
oo TD%0.2ug/mlDINE I FEZFEML, B3
BrRE R A4 (RiE L OBAMIFRIZ AT 24 B5/0), 2=
[ERETREEEALER LI,

Xt TH 5 MMC OEBHRE X, BAMKEVS
REFRFEARAROEARTH 5 0.05ug/ml D1 A%
BREL, LRERBLAETRAKERLENL, HE
L7

In vitro 58X U in vivo RBEEREHRE biC, gap
(s) RRBEEREEIIRIL, gap (s) DAERTRE
&, BRELREEELTHROEOLENS 2,

3. Invivo ek RERR

1) ER#HME L CEERE
B&Z L 7L Jel: ICR %= 2% T B THA

*T953 AKBiiEBXMM S5 — 12— 4
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Table 1. Mitotic indices in human lymphocytes after treatment with 7432-8*

Dose :

Mitotic Index(% of cells in division)

Compound

(ug/mb) Volunteer A** Volunteer B** Mean
Control (solvent) 0 3.3 3.7 3.5
7432-S 25 3.3 3.6 3.45
50 3.0 3.8 3.3
100 3.0 4.4 3.7
200 2.2 2.9 2,55
400 0.3 0.4 0.35
Mitomycin C 0.05 2.4 2.4 2.4

* 0.2ug/ml colcemid was added 3 hr before the termination of the culture.
** 1,000 cells were counted at each concentration.

L., 2 AMEERRcHbadT, GENR2eLL
IKBLTOHOKRICBERA LA, Y RIZBAE24+3°C,
B 55+15%, FAI8ELS 12 MR sk
FEET @Mr—JiR1yr—-o%cp5URALT,
BRfEE (CA-1, BAZL7) sLUHKEAKEH
HENSHTRAE L,

2) ABAHE

In vivo REBEREHABREE V<V, 7432-S %
HEKSH 203 5 BRBREORS L& 2 0RHE
fRRoREERYERELRT L1

T432-S IR EHEHAICS XTI E7 T LEBICHEB L
B/ 7FEBVWTED®EES L. B5EREREA
W= MICHE L7, 7432-S 500 mg/ml OME T2, &
BOKHEABWI Y 250 mg/ml OBRKEE®EL,
5,000 mg/kg/day O F R i3 20 ml/kg L5 BR%E
HELTHRESRELALE L, ThlSNoBERETR,
WFNOERBICEVTHREERA 10ml/kg &85
LHIERREETHE L TREETE >, BEENRE
i$5 %7 5 €7 I LIEHK 20 ml/kg % 5 HRBEEO#
Bl Coftt MMC 3mg/kg 2*EABERS L
PR R BE £ 3RS 1o

7432-S BERX S ER TIIREHRS 24 BRkic, F
7: 5 B BGH/EER TIRARGERS 6 BMkicEh
ENTURERBR LTz, ARPPOMIERD B1:0,
B | BRAICI L e F >~ | mg/kg ABEARS L 7.
BAEROIHORKBELAMO L THEHE LS TN L,
RPMI-1640 it AN /i HBEEA VTR E—HE IR
MEAE XLy Y BOECEWR L, 0.075M KC1 &
T 15 FRERAMEEE L7T:s £ D%, Acetic—alcohol
(Acetic acid : Methanol=1 : 3) TREIE L7, R

BREIEARMETIERL, ¥LYRBOURRML I,
4. ARERE
Fisher DEREEHMELHVT, SREEANHL
BRI E T R REkRARERLBREL LKL,

I & |

A. Invitro REERMEK

1. ED,,
-9 A EMHFREERMEE L1210 2BV THE L 7432-
S D ED,,flii2 200 ug/m]l TH - 7o

2. E MY UNRERMBIREBE S in vitro fafk
REHR

1) BfaEEAD Mitotic Index

7432-S i3 400 z g/ml (2 XED,,) 2 BREMBEL L
T, UT2AH2 CREFRRLIS BREOBAREAVTE
BU7, R MMC i3 0.052g/ml DRETHER
S, CNOCDORAERARBLUCRERNRE, 1| AD
MOE» BRI Y U BREBOT I RFE LTRE
Lo RFRZHOBAZEZERL T, RlEiL5 L%
WL, SHRINOERBRERI, 205 LEED 2 %5
DEBREL R, BEAHEL 1,000 BoMBEHEL,
AEPPMREIE L 7o $ERIE Table 1 IZR Lo

AL x B T2 Mitotic Index (MI) 2% 3. 5% icxt
LT, 7432-S O MAE 400 zg/ml (2 XED;,)
TRAZRGGMRNEBIEICDEL, REEAEEOBRN
HRITA > 120 T432-S DIDERECIE MI £22.55% ~
LI DHEETEDONI, —F, BHEXNRDO MMC
0.05ug/ml DEABTIE, MIXN2.4%ThH-17

2) pfatkREMIao R

MI DR S, 7432-S (% 200  g/ml (EDs,) %*
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Table 2. In vitro chromosome studies of human lymphocytes after treatment with 7432-S
Achromatic Typo of aberrations
Dose Gap Break Aberrant
Agent
(ug/ml) Ob d cell (%)
:;'i;e Chromatid Isochromatid Chromatid lsochromatid Fragment Exchange Others Total
Coutrol (solvent) - 250 6 0 3 0 0 0 0 3 3(1L2
7432-S 50 250 13 0 3 0 0 0 0 3 3(L2)
100 250 8 2 1 0 0 0 0 1 1¢0.4)
200 250 18 0 6 0 0 0 0 6 6C24
Mitomycin C 0.05 250 40 0 A7 6 5 21 1 80 71 (28.4)°
Significant difference from control is marked : * p<0.05
REARELT, UTAK 2 THEFRLA 1005 BEf 55 000 mg/kg/day, U TFED1/2, 1/4

'50pg/ml, 3 3 ARBREORBEZERLBREL
BEABI LAY D S0 HONRBABRELL, £
BOEHICS RFIORRBEZKEL DT, SHFIME
e E bAT 250 BORRPHBIT OV TRBERHF
¢ achromatic gap OHEEZE X, fFR3 Table 2ic
Rl

WA EHREE T3, chromatid break A% 3 DAL
CHEIh, REEREEROHEMEBEE 3/250 (1.2
%) T& - 7:o Achromatic gap (3 6 /250 DRI 2
Hohto, 7432—-S OEM B T3 chromatid break @
AOBEIN, REERFEREOEREE 1 /250~6/
250(0.4~2.4%) T, WIFhOERABICEVWTHLHARE
AREA RS T, BAENRBRROREERFMEROHBE
S & LB L THEESED SN -7 Achromatic
gap i3 10/250~18/250 DEE TR Shiz, Zhicxt
LT A& MMCO0.05u g/ml DERB TR, Rk
REMAA 71/250 (28.4%) L@mBICHBR LI, Ch
S5DR 3 chromatid break 2#F & L, i< isochro-
matid break, fragment, exchange FhBE I hi,
Achromatic gap (3 40/250 DEETHE I hi,

B. Invivo xR HAR

1. =9 205 0HKEE

Invivo Rl RERROB/SARERTET 57100,
5 AEEE NS4 L & 20 EOEIFNHER
A1, 7432-S 5 BMEGEEOKREERTE, &S
%585, 000 mg/kg/day DERTHLMLEREL, £/
ELWGERD bBDONE M >0 DLEOREENS,
7432-S DR ERSRIIHEEH L U5 BMEREDKRS
& 125,000 mg/kg/day & L7

2. = 2EBEERAERV 3 invivo REFREAR

7432-S D HEH L U5 BEEEOREGERE big,

®D 2,500 HL V1,250 mg/kg/day D5 HRE 4%
E L7,

BEARBELIBSEOTYREZAL, TR 1IREY
t= b 50 B, &t 250 BOSRPHBIOVTREGR
% & achromatic gap DHEB|E I, 2% Table 3
[ 3 R

Vehicle %12 (5 % Arabic gum) T3, chromatid
break 2{ 2 @Y oh, REERFHITD HRHBE X
2/250 (0.8%) T& -1 Achromatic gap (3 6 /250
DfEfICZ» o,

7432-S EO%k 5B T, BES LU 5 AlSKRKRS
BogaEREMma0 BB 0/250~ 2 /250 (0~
0.8%) DfEi%xR L, vehicle HREDOREEREMI
DHBHEE L THEEENBDONIEh - 1o, BERE
nr- Rk ®E I3 chromatid break & isochromatid
break ©&% %, Achromatic gap (& 3 /250~ 7 /270 @
HEETEDONI, ThICX LT, BHEXE MMC 3
mg/kg MERBEHES5E (91 /2 LD, ic#8%) T3,
geth (A REMAA 92/250 (36.8%) LMmBICHBR L7
NS DRHEE chromatid break #F & L Thhic
isochromatid break, fragment, exchange ZN#HE
XN t, #% 7z achromatic gap & 74/250 BHE S h,
vehicle X{ BB & Lb~NFE L W% R L 72,

m = =
E hERY VRS REAAZ B in vitro Rk
RERRTCLRBERTHBOHRRIBUNBTH 2
MMC £¢0.05u g/ml DYERAB T 71/250 (28.4%) &
BRICHBE UXRBE3/250 (1.2%) &HBELTHED
il (P<0.05) A% Loicxt LT, 7432-S 200 u g/
ml (EDs,), 100 zg/ml (1/2 XxEDg,) % & T 50
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pg/ml (1/4 XEDy,) OERBICHEWT, REAER
AR MBI 3 & % 6/250 (2.4%). 1/250 (0.4
%) BLU3/250 (1.2%) ofi%xL. FRERMKK
BEYHohd, HRBLOMICERENBD SN,
o

RiZ, invivo REERBERBOBERIIOVWTA S L,
BB E LTHWA MMC 3 mg/ml RERE S B
(1/2 XLD,icHHY) Ti, RaERBMEA 92/250
(36.8%) EEBICHBRL, RAEEFEEKMRIE chromatid
break, isochromatid break, fragment ¥ & Uf ex-
change FHRE I N/, | HOMIICHROREER
BOHONBHH 25 @H - 1,

chicxt LT, T432-S Bi[E&H 5\ i3 5 AREE&EED
gERL LIS WThoRERICEWLT LR REANMIKE
BAONTREERMMBIIO BB 12 vehicle X1 FREE
LORICHEEENZD o hiid -1 (0/250~ 2 /250,
0~0.8%)o

4ED in vitro H £V in vivo REBEHERFTRROZE
MroAT, FEREFHEHT TR, 7432-S 375 A SRk
EEFERULRILVLDLEREIN S,
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MUTAGENICITY TESTS OF 7432-S,
AN ORAL CEPHEM ANTIBIOTICS (1)

—CHROMOSOME ABERRATION TEST WITH HUMAN
LYMPHOCYTE CELLS AND MOUSE BONE MARROW CELLS-

SHiro Takase, Kost Konpo and OSAMU SHIRATORI
Shionogi Research Laboratories, Shionogi & Co., Ltd.
5 —12— 4, Sagisu, Fukushima—ku, Osaka 553, Japan

Cytogenetic studies on 7432—S were carried out using cultured human peripheral lymphocytes
(without metabolic activation) and bone marrow cells of male Jcl : ICR mice.

The agent showed no clastogenic effects on the human lymphocytes in vitro at the dose up to
200 zg/ml, nor in the mouse bone marrow when the agent was given by gavage, once or 5
times consecutively for 5 days, at the maximum dose, 5,000 mg/kg/day.

Those results indicate that 7432—S was no clastogenic effects on mammalian cells in vitro as

well as in vivo.



