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Dk, BELHET o+ (KE  #148g~198g, H
224g~300g) #HEBRICHEL 72,

WS b DEEEA~DOIRD T2 B LA T 1%,
BB TSR IR EICAEEEL v k) ICIR
N, 1B oBs %t 2561 & L7z,

BTN TEIR 21~25C, BE 45~65 %, HRHH
12 BeF (TBE~198%) ICREINA—ILTL v ia
FROS) XL 2T L2 MRHFLLRARENT, BO
200 mm, BIT% 350mm, & 180mm DAT > L &
AW —CICNELAB LA, fAkHIBLE6 » AU
W BEREEE (NMF-R, # ) x> 9 LVEERF T 60 #
BB S, fokbKiZAGEKZERZE GERE
fE 2 ppm BIT%) L ThH 5 HARICERE &1,

3. ARRUKRSHIE

BE5RI3, AEBWEOROKREICLET Y FEBER
BEERHRSRBRVRUEOKRSICL 7y PER
HEMRBYOERZEEICL T &aks5=E% 1,000
mg/kg & L, LT 22T, 500, 250 & UF 125 mg
/kg & L7z,

5 AR I3 3 T3 A ACAT 63 B RS, ECHAR K U TR
BNOLFOLRMEN £ T, #TIIACACH] 14 B,
REHAMD R UEIR 7 HE TOZNFHGER & L 72,
SR IERERERICELEORS L, £B%
gV FEReTENIC 1 B 1 EEEERS L7,

5 R I - L AR T B  TId 5 HIC
LR ERE BNREESY, HIRGH D OME TS,
TRMEZAH (FEiR0H) OKEEEr 2N FNEHEs L

T 222 Rk ALK T RRET 760



248

CHEMOTHERAPY

APR. 1992

10ml/kg DG FRE XD L) ICHBEHEE0.1%
ANEXL AF Lo —2+ ) 7 akKiEE GuA
LM D LI 0.1 % CMC #) THERCBEFL 72,
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ZZEIZ DV T t RE T, KRBE, % (B) Kk
FIZOWTUE T 4 v v v —DELFH S & BHUET,
F DN O TR AR E T A I & ME 1207

DE¥GE L OMTITY, BRICET 2 HEEBIZE
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Fig. 1. Changes in body weight of male rats

treated orally with ME1207 for 63 days
before mating.
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Fig. 2. Changes in food consumption of male

rats treated orally with ME1207 for 63 days
before mating.
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Fig. 3. Changes in body weight of female rats
treated orally with ME1207 from day 14 of
pre-mating to day 7 of pregnancy.

Table 1.
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et o7 (Fig 4),
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(Table 1),
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2BlCBBRENT, FNL B O TIEERE
WA A BT 1~5 Bic, FERMEA AT IREE, 125 K
500 mg/kg BET& 1Bz, BBEOME K, MED—I
HEBELRE X OfAEH 125 mg/ kg BET1HICE
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ZRBSHLN, 265D B 1,000 mg/kg #E 1 BliC
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o
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Fig. 4. Changes in food consumption of female
rats treated orally with ME1207 form day 14
of pre-mating to day 7 of pregnancy.

Number of estrus 1 week before mating in female rats treated orally with ME1207

from day 14 of pre-mating to day 7 of pregnancy

Control

ME1207 (mg/kg/day)

Observation

(0.19%CMC)

125

250

500

1000

N Mean +SD

N Mean +SD

N Mean=+SD

N Mean+SD

N Mean+SD

Number of
estrus

25 1.7 + 0.46

25 1.9 + 033

25 1.8 + 041

25 1.5, 0.51

25 1.6 + 0.49

Each value shows mean + SD of number of estrus / week
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Table 2. Findings at laparotomy of rat dams treated orally with ME1207 from day 14 of pre-mating to day 7 of pregnancy
b ] Control MEI1207 (mg/kg/day)
servation
(0.19%CMC) 125 250 500 1000
Male Treated animals 25 25 24 25 25
Mated animals (%) 25 (100.0) 25 (100.0) 24 (100.0) 25 (100.0) 25 (100.0)
Impregnated animals (%) 21 ( 84.0) 18 (72.0) 22 (91.7) 18 ( 72.0) 23 (192.0)
Female Treated animals 25 25 24 25 25
Mated animals (%) 25 (100.0) 25 (100.0) 24 (100.0) 25 (100.0) 25 (100.0)
Pregnant animals (%) 21 ( 84.0) 18 (72.0) 22 (91.7) 18 (72.0) 23 ( 92.0)
No. of dams 21 18 22 18 23
No. of corpora lutea Mean+SD | 349 16.6+1.80 | 282 15.7+2.28 | 342 15.5+1.87 | 259 14.4+2.06** 330 14.3+2.01**
No. of implantations Mean+SD |[292 13.9+2.96 | 263 14.6+1.94 | 321 14.6+2.11 | 246 13.7+1.61 | 313 13.6+261
(%)" (84.3) (93.8)* (93.8)* (95.4)** (94.7)**
No. of dead fetuses or resorptions(%)" 21 (7.49) 10 (3.6) 19 (5.7 17 (6.8) 15 (4.8
Early and late resorptions (%)" 21 (7.4) 10  (3.6) 18  (54) 17 (6.8) 15 (4.8)
Dead fetuses (%)" 0 0 1 (0.3) 0 0
No. of live fetuses Mean+SD |[271 12.9+3.28|253 14.1+1.86 {302 13.7+2.03 {229 12.7+1.60 | 298 13.0+2.58
(%)" (92.6) (96.4) (94.3) (93.2) (95.2)
Sex ratio (Male/Female) 0.88 (127/144) | 1.06 (130/123) | 0.96 (148/154) | 0.89 (108/121) | 1.03 (151/147)
Body weight (g)
Male Mean+SD 3.3+0.30 3.4+0.18 3.5+0.50 3.7+0.56* 3.5+0.26*
Female Mean +SD 3.2+0.27 3.240.21 3.3+0.48 3.5+0.55* 3.3+0.27
External malformations 0 0 0 0 0

Significantly different from control; * : P < 0.05, ** : P < 0.01

D - Mean of percent values per litter

Table 3. Testes weight of male rats treated orally with ME1207 for 63 days before mating

Dose No. of Absolute weight (g) Relative weight (%)
) - Body weight (g)
(mg/kg/day) animals Testes Testes
Control (0.1%9CMC) 25 491.28 +46.440 3.17+0.301 0.65+0.072
125 25 467.20 +41.789 3.22+0.253 0.70+0.085*
250 24 466.33 +44.275 3.17+0.221 0.69+0.081
500 25 476.32 +53.879 3.2240.253 0.68+0.061
1,000 25 448.48 +-46.588** 3.20+0.389 0.72+0.093**

Each value shows mean +SD of absolute or relative organ weight

((absolute weight / body weight) x 100)

Significantly different from control ; * : P < 0.05, ** : P < 0.01

BB & KD EROHREIBREEINLIZT T, £
DIIPITBFLREZD LN H - 712,

RS L 72T o b O BRERKE (X 1,000 mg/
kg BECHIME 2 A TR - 72, $£72, HRTIZAKE
fE, WRBEO RE K K O i > — B 3 B b A° 125 mg/kg
HT1plz, 2ol EBEMI wIno&5HTL
T eplicBE I N, BMEOE R CIRAHANER
125 B UF 1,000 mg/kg BETHE L ESMEZ R L 7205 #
MERICIEIOCTNOERSHICLABELERIIES LN
Zeh -1z (Table 3),

4. WRERBEENIC KT %

FECENI IR WS oBHC LD LN h -
7z, —HEKMEEEE TIL, O TR AT 250 mg/kg B
T 1B, #, FEERM IR EAT 500 mg/kg LLE
DEBGEETOEBIC F N ENRD L Nzidy, KEY
250 mg/kg Ll Lo E5BET, IKE EBOEH 500 mg/kg
L Eo#&H5B T3 L BRENIZEED L,

TEYRIARE Fh D K EHERS 12, 500 mg/kg LT 0¥
LGETIIAHREEE OMICEEEIZRD LNk h - 120,
1,000 mg/kg Bt TI3IEHE 0 BicxiBEE4 TEY, £9
AT IRE £ ¢ T E 2% R L 72 (Fig. 5).
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Fig. 5. Changes in body weight of rat dams
treated orally with ME1207 from day 14 of
pre-mating to day 7 of pregnancy.
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Fig. 6. Changes in food consumption of rat
dams treated orally with ME1207 from day
14 of pre-mating to day 7 of pregnancy.

Hhoheh, Mo AEMEMEE > - 2 (Fig
6. 72, HABRICLBmMIFEDH LN,

iR 20 B 75 EUBBER T B REM I R
TlHlic, EBEErwInoRSEIc biziTeflic
BOLNIAINITIIRHCBRERFTRIZ Ao 72,

TR 20 B >3 EYIBAREAT R T3 P B A E* 500
EUF1,000 mg/kg B CHELIKME S, FERETIE T
NoRSBL LARLEEZRL 2205, BREICEY
Thob5EIc L RE: OBIcAR L ZTZDH LN
Lt (Table 2),

5. BRICRIZTH

FEC - RIDEE R U, FHEFR RS ) kU
RHICRWTFhoRE5EIc L REr OMICEEER
BOLNI - 12, F72, B RKE T3 500 mg/kg B
DB R U 1,000 mg/ kg B F N FNIREE
BRI LR - 72,

EFBRRONERE I ThOBRERIZLED LN
Uo7z (Table2), NRBECTRRE LT, BR
1% (Fig. 7) 4% 250 mg/kg BT 261 (2.7 %), 500 mg

Fig. 7. Dilatation of the renal pelvis in a fetus.
(250mg/kg, ME1207)

Fig. 8. Microphthalmia in a fetus. (250mg/kg,
ME1207)

kg BT1H) (1.4%), 1,000mg/kg BHETHH (4.8
%) BEIN, 1,000 mg/kg BETIINRBRELORICH
BEErZD LI,

F o3 BIRRMERE, RELER MEE (Fig. 8)
MEDH LN, BRE LT, EEBRY, /2, RE

- FRHERFIFFNFNEHTHRAINLD, Wi
DEBEICLNBRrOMCEEERAO LN LD -
72 (Table 4).

BEHRBETIIRYE & LT, WHAERKIE (Fig. 9) 27125
mg/kg BET 161(0.6 %), 1,000 mg/kg BT 1H1(0.5
%), BKEE (Fig.10)»* 125 mg/kg #T26 (1.1
%), 500 mg/kg BT 1H(0.7%), 1,000 mg/kg ET
161 (0.4%) BEI D, WL RRE: DM
EEEZERZoO b2, $i2, BRELT, M
R, Mo, EAERORE, #RIEEE{GERIL,
M S FLRIE, MEAEILRIE, MkESE{hEE,
B EIGREE, 13 B8 B bBIE, WHESF{LRIE,
HEBIGRERCEEMEG D LN, £DIEHIE
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Table 4. Visceral and skeletal findings in fetuses from rat dams treated orally
with ME1207 from day 14 of pre-mating to day 7 of pregnancy

Control ME1207 (mg/kg/day)
Observation (0.1%CMC) 125 250 500 1000
N % N % N % N % N %
Number of dams 21 18 22 18 23
Number of fetuses for visceral observation 82 77 93 71 91
Anomalies
Thymic remnant 11 (13.2) 12 (14.7) 7 (173 5 (67 6 (67
Ureter-ectasia 0 0 1 (09 2 (25 1 (15
Dilatation of the renal pelvis 0 0 2 (27 1 (19 5 (48*
Microphthalmia 0 0 1 (09 0 0
Variation
Left umbilical artery 2 (21 0 1 (09 1 (14 0
Combined anomalies 2 (21 0 0 0 3 (33
Number of dams 21 18 22 18 23
Number of fetuses for skeletal observation 189 176 209 158 207
Anomalies
Defect of thoracic vertebral body 0 1 (06 0 0 1 (09
Wavy ribs 0 2 (LD 0 1 (07 1 (04)
Variations -
Separation of cervical vertebral bodies 1] 1 (05) 0 0 0
Separation of thoracic vertebral bodies 0 0 1 (04 1 (06) 1 (04
Separation of lumbar vertebral bodies 1 (04 0 0 0 0
Delayed ossification of occipital bone 1 (0.5 0 0 0 0
Delayed ossification of cervical vertebral arches 3 (20 7 (37 6 (32 2 (13) 1 (035
Delayed ossification of thoracic vertebral bodies 1 (04) 0 0 3 (1.6 1 (04)
Delayed ossification of thoracic vertebral arches 1 (08) 0 0 0 0
Delayed ossification of sternebrae 8 (4.0 5 (29 6 (26 0 0
Delayed ossification of 13th rib 3 (25 0 2 (09 0 0
Delayed ossification of lumbar vertebral arches 0 1 (05 1] 0 0
Delayed ossification of pubis 0 2 (1.2 0 0 0
Cervical ribs 0 0 1 (04) 0 0
Combined variations 6 (33 8 (43 2 (12 1 (05 1 (04
Combined anomalies 0 0 0 0 3 (1D
Ossification (Mean+SD)
Forelimb (Metacarpi+Proximal phalanges) 3.6+0.49 3.6+0.49 3.7+091 4.0+1.16 3.8+0.57
Hindlimb (Metatarsi+Proximal phalanges) 4.0+0.04 4.0+0.04 40+0.11 43+1.18 4.0+0.02
Sacrococcygeal vertebrae 55+0.34 5.5+0.29 5.4+0.33 5.6+0.54 561032

% : Mean of percent values per litter
Significantly different from control ; * : P < 0.05

Fig. 9. Defect of thoracic vertebral body in a Fig. 10. Wavy ribs in a fetus. (500mg/ kg
fetus. (125mg/kg, ME1207) ME1207)
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& ERFRERUVERBRADSENENREI N,

WENRORBERICLREL OBICEREIRIZO LN
fdr 72 (Table 4),

BLEITEICOWTE, WInokE5Ec b RE

roficBEEERRD LN b -7z (Table 4),
m. * =

gO+ 7z LARNEWE TH 5 ME 1207 7 125,
250, 500 & UF 1,000 mg/kg % #efE 7 - b ORLHECH],
EEgAfsp, 612, MET o MCIZIEIRWIEAIIC A T
HEORs L, £ RITTRBICOWTREL
126

1. T M RIZTERE

BERRE R OFETHIZHED 250 mg/kg BE TS 60
Bic 1BIBEINLD, EROER» LBREREICLS
BT UM E Nz, Z0IELICIIM#ECT IS LIET
FllIBBE N » - 72,

— R TII IR A NFN, DY E REROE
n, EhsVinARomEEE, |8, T, B
NREEHSBEINID, 6 DEERIZELEEY
BV TLEARENCBREINLG L, S5, ¥
BRI bF 2, ME 1207 % 5ic L 28 Li3F 25
nigwv, $72, 250 mg/kg U ENREHTIKABNE
DRI R & 1172 A%, ME 1207 »—ERBE S L7z b
NEEZLND, ZOEIHLKRFEHIMEORIRSHTL
neEnggIn:,

BREIIHTIZ, MBRBICHNEREH TERND S
WREBREMICEFIC TR - 24, FNHNKEMEICH
BAEEMIE <, 72, HET oy b T 125 mg/kg HD
#5100 B THANBEZARIC TR 27213 THY,
BiC, 3IZELAR D 7 v Mc#kS L B A SRR
PRESUHRRY TIREAERMIGIZEZS SN T

ZEREEEETLE, SRORBRTED LM
#7 v} ORERIDEKELS)IZ, ME 1207 DHEMEIRZ
BlrirrizEz s,

FHER I e & L BB D 5V ITEEFEN LN E R
L7ehs, REME®EIIZC, 4, —ENERZRR
TEHBRIAD LN, -7, BKBIIMHEN KRS
RrizheEnsmL 7.

REMR T B OMEOFIR K EYR 20 B 07 EYIFE
BEMOERTIE, WTFhof5ETL BB I3
ZTeBlicBEI N, 01T HHED 125 mg/kg BETK
BiE, BROBEARUC—HEARLS 1AIZBEIN
1%, BB HE 2 ME 1207 512 L 28 &3
EZ N,

HBEo & 51z ME 1207 542 & 0 818, KR
MR VSR BEI NI, LD EbIdEN

t 7 L LR EWYE P cefaclor® & UF cefuroxime
axetil¥? 7 v b ic BT 5 EHRAT R IR AR5 A
BRTLBEINTEY, £, AEBEWENT v M E
BUSHRBRY)TLEHLN TS

ME 1207 51 & 5 2 b nEfbid, Eko) cefa-
clor B U cefuroxime axetil # &+t 7 = L RIEY
Bor= ) v RIEWE TRE-ENTV B L)
B NAEENEENICERT 5 kLB EELL
n, ME 1207 BAEDEMEIC L VBRI NLELLIZF
2 v,

2. EFEMSEEIC RUT TR

MR, WTho& 5 b ME 1207 #51C &
AHBRIEH LN P12,

TREETIIEHRL LI ERYIBHLN, T
Ny 100 % DERETH 72,

R 20 B 075 EYIEIREIC £ B CTEB YO EEDH 5
nids, TNLTEEH 5V IITEBYMETRLR
oy F 0B TIE, B ME 1207 2% (%) BGgic
HBREZ R EZLNLREMRIBREINT, £
72, & (3%) RAERICL BBRGREINBEEOMICAE
HERBDLNLD o2, EbIC, REBHETHOLEEN
HEERCLENERKUMENERICIHKEL 22X
otz bbb, ME1207 3R, £ (%) Kk
BELAWEEZ LN,

3. EIREEMIC R TR

HES I ThoRERY LML 720, FEHEE
Y e - 72, —HEIKIEBE TI3, 250 mg/kg ML ED
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v b DHEFERRICXT L Tid 1000 mg/ke, IR EIIC
L Tix 500 mg/kg, AR R OBERICaT L Tix 1,000
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TOXICITY STUDIES OF ME1207, A NEW ORAL CEPHEM ANTIBIOTIC

IV. REPRODUCTIVE AND DEVELOPMENTAL TOXICITY STUDY OF ME1207
IN RATS BY ORAL ADMINISTRATION PRIOR TO AND
IN THE EARLY STAGES OF PREGNANCY

Toshiaki Hata, Hiroyasu Asaoka, Minako Ito,
Kazuo Okano, Masanori Izawa, Isao Kosugi, Masataka Fujita

Pharmaceutical Research Center, Meiji Seika Kaisha, Ltd.
760 Morooka-cho, Kohoku-ku, Yokohama 222, Japan

ME1207 was orally administered to male and female rats at doses of 125, 250, 500 and 1,000mg/kg
daily in order to assess its effects on the reproductive functions. The test compound was administered
before and during the mating period for both sexes and during an early stage of pregnancy for
females. None of the parent rats died during this experiment due to administration of ME1207.
Neither males nor females showed any dose-related changes in body weight and food consumption
before mating, or in the estrus cycle, copulation and fertility indexes. During the pregnancy period,
the body weight of the rats was lower or tended to be lower in the 1,000mg/kg group than in the
control. No effects attributable to ME1207 were observed regarding the number of corpora lutea,
implantations, dead or resorbed fetuses, live fetuses, body weight of fetuses, external, visceral or
skeletal findings in the fetuses. From these findings, the non-effect dose of ME1207 was estimated to
be 1,000mg/kg in male and female rats, 500mg/kg in pregnant rats, and 1,000mg/kg in embryos and
fetuses.



