238

CHEMOTHERAPY

APRIL 1992

Meropenem® 7 v MIBITH
K REF A B AER

NiEs B
FERIZETERR ST
N RSER R T

Russell A.W. * Freeman SJ. * Siddall R.A.

ICI Pharmaceuticals Safety of Medicines Department**

Meropenem (MEPM) % 7 » h D#EIRRT 5 & UHHIRWI (Seg. 1), BRDEETBI (Seg.
D)% o EESS & U (Seg. N ICEHRAIXS L, £HEICRIITHZEERET L
L BE5EIE, Seg. I B & USeg. M Ti2240, 5008 £ U'1000mg/kg7 & UiZSeg. [ T

240, 5008 £ U'750mg/kg& L7,

1. BB CIEIBREETREBLVUTRHMNALNLD, REICIDETIIALNLEL -
7o KEH D WVIZEHEEOEMEAHETIE, 500mg/kgbl t, M TiE240me/kghl LG

BTAaLNT,

2. BBYWOLTERE, IROMR, 5% O NRALCEEI R o1
3. BRIRICH L CTIREIE/ER, BERMERIEL, BRRORFTIEELRIITILLR

ﬁ)’) Zo

4. HERIZBWTSeg [ ®240mg/kghbl L DX 5B B & USeg. 1 ®1000mg/kght TIHED
BRI R DA E IR A SNz LSME, HEROKRRCEEREIIREBI LRI 57,

Key words : Meropenem, 7 - hAEFEFAEHHAR

Meropenem(MEPM ) i3 E K BEHASHTER SR
FHREARY FVOEWH VAR LZRIEMETH
5,

4\, MEPMO&FE - BAEFHABKRELT, 7 b
THIRAT B & CIERBR 5 HER, RIBDHERRM
BE5RB O WICEAENB L RS REEIT-
12DT, FOER*FLOTHET %,

1. EBHHSLVHE

1. HBRWE

MEPM i3 £ K BB 4k &1t A 6 124 S 1L/ Batch
number U-203 (ADM49414/87) % 7: X U-204
(ADM50017/88) %1 L7-o HERWEAIZE N1
TREF )T LERELZERHKE LTENAY
U IZMEPM 1ghfli ¥ 7-i325g i &L L HICHK
WL

2. AEEWE L UHEELEN

Alpk:ApfSD(Wistar k) 7 v b % Alderley Park ®
SPFZE BB M2 5% AL, f¥HIEFMNDDS
#} (Special Diet Service Limited) % & 7= 2. 72, KIXH

BRKY AT L5 HVIIKRKE v AVTEBICER
g7, MEEDIREIZ20+2°C, IBEIX55125%,
BERHIX 1 H 12BERICTHE L 7,

3. HERYEORES LRSS HE

MEPM i f# B BRI 2 14 28 B K Tl 200mg/ml
DEWIZL, 2BBLIPUER L7z, 5 13ERRER
BBLEFELEHRAL L1IALIEES L, HBRAEH
WAL L 2MIIRETH D I LR IATY
5,

4, BZE5EORE

B BOREIRRD L HIZTo 70

IERRT B & ORI 5 ABR (Seg. 1 ) THE, #F
FHFHAEKE 3N ARBEHRGRBROERE b LI
EL7 RHERUEFHABRTIII50B LY
1000mg/kg/dayix 5 CHEIM~DHEE A LN, &
5121000mg/kg TIXMEIRAEDEMEAFED SNlze 3
B RE#% 5 R ER T2 1000mg/kg T i DR E DI
HHh Oz, Seg | DEARIZZ ORA F KEHKS L
IBHRARETHY, BEWIALr0ERERTLE

*T554 KIRKHHIEXFRAH ST H1-98%5

** Alderley Park, Macclesfield Cheshire, SK10 4TG, England



VOL.40 S-1

Meropenem® 7 v hAEFEFEFMHR

239

ZbNn7:1000mg/kgs L, FHAESL L MEAEIR
BHREETHE» S Fh £ 1500mg/kg B & O
240mg/kgF XE L7720 L2 L, 240BLXUEHED
1000mg/kg#% 5 CHEIFMICH ELBIRAEDOEE
Barobhil-o, BRE*HANL BB TI000mg/ kg
DHERAVIBMARBR Y 1T 572,
BIROBEFLHMIX G AE(Seg ) IZBVTH,
Seg. I L RIBEICHEG M FHAERSE L U037 A RBEK
EXBO&RY L LI, BEWOEHEIAONDLE
z2bh7:750mg/kgx BAER L L, PHAEZES L VK
HEIEKREEHE, S ZNEN500mg/kgds L O
240mg/kg % FXE L7720 L2 L, WAMOMEE TIEA
EPOBEMMIAELEENAON 72O, BRME
BIUVEZBETRETAEBMNTIOB LY
120mg/kgk sXE L, BMAEREIT -7

A B X ORI 5 HKER (Seg. ) T, Fhwak
BIZBVWTWThOKSHETLH BB L RA~NDOE
Bizi <, BEYORERNE L OFE RO A RK
BV HEBRIAON 52720, BHEBELT
1000mg/kg%ZEL, FHAEBLVEAEL LT,
5008 & U'240mg/kg% X E L 70
WTFNORERIZBWT Y, MBEIZREERHFO
0.9%W/ViEsHRE L F b U ABEHEHRS L,

5. FHIRRTB & ORI 5 K8
HABYRIIERE L b SR22ICE L, HEELL
BAERA»SER T T, MIIE2AMAET) 5 ER7H
3 T0, 240, 5008 & UF1000mg/kg * BE#RA x5
L7

RSB L O20%OEIRME %8 L CER, —
BERBLURCOFEYEEL, KEL LUEHEE
YRE L7, KERIZFE—HAOMMLILTIT - 720

REMEI2EM E L, BEBERGEBE L, 2B,

BRI TR SN R IME L, 2D
B##4R0E & L7,

AMDOKBR DR, KR L7280 ) Lk
KDOWTIERL, HIZoWwTIizX S Iz28KE—B
HDRREENHHER S N/t & TR &7, AL
RT#%, KREEHOHED S N7 112 Halothane™ I A
WWENERL, Mg« HR L7,

SRR M 13 E 4R 20 B (2 Halothane™ R AIZ & 0 B
Btk, TEIBIL, WREERIEES L HMRT B L & L ITHE
IROKEE L 6Tz, (RIS EARS, BRE, £F
FERE B L OTEEHE - B E L5~

EFBRRIZOVLWTROR*EUCHEREDHEL X
UMB A BIEE L1214, BREZHIE L,

EBINAEBRTIIMME T » M 1EER260C% AV, 30,

1000mg/kg/day % ZCECHT 28R A 6 k7 H ¥ T 5
L, HIZWEHRS L o7, REHMIZI4AME L
BTHERH 2 R0B & L7, 8R20H (ZHalothane™
WATESR - B L, Seg [ LRBICEIZ LT,

6. MRIEDIERIRS B

#1084 DM % 1TIR0OH (FE-FARIB A IZZ A L7,
FHIGICDOLRMES v MiTIR6 H A HFR17H £ T
0, 240, 5008 & U"750mg/kg%* R#HRAIZE L7z,

HERHAR %08 U C—AER B L VRO R EZ BIZ
L, REBIVBHEEYREL. WThoBELH
24 B8k % #£4R 20 B (2 Halothane™ M A1 & 0 E5% -
TFUBL, Seg I LFEBFIZBHBLUOTFENYEHEL
T2 AFRBRIZOVWTIRSSIIBRB L UHIBEE Y
Toltze —FH, BEHEYOHI2BERIZARS G S
IR 2 & N BIKEE X BRER L 7o, iR BBk
%218 T TIRAWE S, WEREZBEL, o
¥ %21 B {CHalothane™BR A2 X W ER L, Mg ERAR
HEHRT DL EOIERERYANEERFEH L
72

WRIHAEREH, RCOFES L O—FEREBE
ThHELEDLIZ, %0, 3, 7BLUI4B L 521
BUZEI12AS I CLAB I L IZKREXEIE L.

WRISENBE, ks, R, BETHRE XL
UEROLZ EOREME 28BS Lz, £%358ICE
BHMESI2IEY R L CEXK - #igL, RIRMEBE%L
Tole MEBELESHEHIIOVWTIZZA 02 H
FH L2-REk 2 REBAGFI ML, AERELR
L7z, IBOBEERE L LTI, A%7 B ICHTZEE,
SHIZHEMM S L OREH % 6 U221 BICHEER
e &R N,

%35 BIZEE L7F, (MR 1208) DITENRAE &
LT, H{%35H & 77H 2 figure-8-maze activity' ™
% ¥ 7-H1%77H I Startle habituation'” ¥ #& L 72,

HEHLHECEDI2BAIE LB A TR
BHEIT o700 CHCIECIRACHED % BT TITV, ZCACHIM
3B E L, RKROMIE, KREENIHERINT
WAHHEL SHIIBRIKE S, KREB LUZRKEE
& L7,

R NREDHER, REROMB L UORKREOHE
WBERR, HRL7, KRB, $TXTEASKRS
&, HE%E21BIZTNTORAIREHEIE S #7204
13F D505 & FREIZBIEE L 72,

%P, SegMiZBWTHAROKAMIKAEDLS
MEDKE RN A B A REAED b /o0, B
BIUREERRET HENTEHL20L DT
59 P &AWV, 1208 & U750mg/kgD 3T TEMK



240

CHEMOTHERAPY

APRIL 1992

BEiTv, WIhoB L&l BRTHm S €7,
Bix, REMNEB LUHESLOBELIT, £
125812418 % Halothane™IR A2 & D BFE S EHIR L
A

7. FEEHB X ORISR
HEHI0BAIE LR EIROBICZAL, £B22
RS v MIERI7H 2 S5 #%21H £ TO,
240, 5008 X U'1000mg/kg% REIRAIZS L7,
BRI DV TidSeg. | 31051 & FHkICH B & U
BAKE, BIIowTEAROBRERCHEE Rt
RAREFREREIREZTRIEROBRICOVWTLEE
L7
F\DE%3SEIC, BHL OMHER220LERED, 12
BEARICKER, FiRMIER0BICEFER, FE
NBEWOREEIT o720

8. WEHuEE
BoONEEOBRMEIIFEREMTRE L /2%, KR
ERECL D FHEINBEIT 72, 2B, FTEYRRRIC
HRAROZ LR HABRIZOVWTIIKBAE, KBEE
&2, EKEEL LRIEH OSBRI LL.

I. & ®

1. RS L IEROIAR S KB

1000mg/kg B > 25 (Mt i & 161) H54% 5 4R #1258
T L7z, HRFREDIHOREFICRLEL, HIZERH
DEBRFALDT- D NEHBHTER Lo ThHDRET
BT RERMICL A DEEZ LN, MEPMI
BItEE LT RALN R o7z, TRTORSH

500
: Control

_______ : Meropenem 240 mg/kg
—- —-— Meropenem 500 mg/kg

Body weight ()

DR THRES LUOTH, IRV Thdr—FDRE
SEEEASEIN L 72, 5003 & UF1000mg/kg % x5 L 71
TIRRIC X BN EBEE & B L CHEBEEEIK
ZHHNTz, EHICTRTHOHERSGHOM THENE
A, Tz, TRTCOBOMBETHRGERLBEELLR
BOEETRDbLRER, BRRBOBBMAIBDHLNE,
HREOHEBIIFig. LIT/R LA X 9 I121000me/ kgt 5.8
DO TIIRER OEHIM %18 U THRERIMOAF b4
SN, 500mg/kg % %5 L2 BETHIRGMHAND2:E
BICHEICEEOELAAbNT, 1000mg/kg%
B L7l CIIRERNICAERMOAH A LR, L
2L, EREEFRIVWThORTIRFORBIAL
N d 57z, 1000mg/kgtt 5B OB TIIKSHIN %
BLT, TATRNTCOBREHOMTRIEEELAICE
HEIFRD Lo £FEAESIRRAE TidTable LITR LT
I3, WTFhoREHETH, KRB L UR(Z)E
BICHBIZOON o0 T, HRAMICLEE
(B IYoF (R/ S/ LEW A
FENOBETIE, Table 2IZ7RL7ZL I IKWTh
DS LAY, BHREB L UCEFREY, &K
BLUERBDOEDBEBIZABE L OB TEIXRD
Lotz FHBRBREEIITXTORSETHELZR
L, BBEEIIEEICKMEER Lz, dBBEL L
TWTFNOBRER L FHRRER, FKEEBLUE
DFEEEICHEEIALNT, HIICLER 2,7,
BROBETIFRSICHELLRERE(EDLNL
i}‘Of:o

o
-
—_
-
8]
—
[
®

Days of administration

Fig. 1.
mating (Segment I).

Body weights of male and female rats intravenously administered meropenem for 77 days and 14 days before
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Table 1. Mating and fertility (Segment I)
Meropenem
Index Control
240 mg/kg 500 mg/kg 1000 mg/kg
Males
Number in study 22 22 22 22
Number paired 22 22 22 21
Number mated 22 22 21 21
Number fertile 22 20 20 21
Copulation index mated/paired (%) 100 100 95 100
Fertility index fertile/mated (%) 100 91 95 100
Fertile/paired (%) 100 91 91 100
Females
Number in study 22 22 22 22
Number paired 22 22 22 21
Number mated 22 22 22 21
Number pregnant 22 20 21 21
Number not pregnant 0 2 1 0
Copulation index mated/paired (%) 100 100 100 100
Fertility index pregnant/mated (%) 100 91 95 100
Pregnant/paired (%) 100 91 95 100
Table 2. Uterine examination (Segment I)
Meropenem
Control
Index 240 mg/kg 500 mg/kg 1000 mg/kg
No. Mean No. Mean p No. Mean p No. Mean p
Number of corpora lutea 22 16.0 20 15.2 21 15.3 20 15.0
Number of implants 22 14.5 20 14.2 21 13.8 20 14.0
Number of live fetuses 22 13.6 20 13.8 21 12.9 20 13.3
Pre-implantation loss 22 1.5 20 1.2 21 1.5 20 1.3
Post-implantation loss 22 0.9 20 04 21 1.0 20 0.8
Pre-implantation loss
(as 2 % of corpora lutea) 22 8.7 20 8.1 21 11.1 20 8.4
Post-implantation loss
(as a % of implants) 22 5.8 20 2.6 21 6.4 20 54
Fetal body weight (g) 21 3.305 17 3.453* 18 3.384 20 3.620***
Placental weight (g) 21 0.464 17 0.470 18 0.465 20 0.500
Placental index 21 14.27 17 13.84 18 13.80* 20 13.80*
Amniotic fluid
weight per fetus (g) 21 1.039 17 1.061 18 1.057 20 1.045
Male proportion 22 0.557 20 0.550 21 0.501 20 0.525
Empty uterus weight (g) 21 4.381 17 4.494 18 4.239 20 4.495

p = Statistical significance of difference from control mean.

Significance levels — *p<0.05

**p<0.01

***p<0.001.
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#4515 B IZMEPM % 750mg/kgix 5 L 72 BE D 15514
OB O MR DOMEPMD TR X, 1441137
pg/mlT, BIROFHBEIZ46+061g/gThHY,
MEPMASHsft % @B 5 2 & BL UK G 150% DK

Table 3. Uterine examination (Segment [ additional study)

Meropenem
Control
Index 1000 mg/kg
No. Mean No. Mean p
Fetal body weight (g) 22 3.199 24 3.158
Placental weight (g) 22 0.4811 24 0.4748
Placental index 22 15.10 24 15.12
Amniotic fluid weight 29 1.101 24 1.026
per fetus (g)
Male proportion 22 0.454 25 0.514
Empty uterus weight (g) 22 4.94 24 5.02
*Data from animal which had only implantation sites on pregnancy day 20 has not been included in this analysis.
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Fig. 2.
section group — (Segment II).

Body weights of dams (F,) intravenously administered meropenem on days 7 to 17 of gestation — Caesarean
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Table 4. Uterine examination (Segment II)
Meropenem
Control
Index 240 mg/kg 500 mg/kg 750 mg/kg
No. Mean No. Mean p No. Mean p No. Mean p
Number of live fetuses 24 11.9 23 10.5 24 11.0 23 12.0
Total implants 24 12.8 23 11.3 24 12.2 23 12.6
Number of corpora lutea 24 14.0 23 13.6 24 14.1 23 13.8
Pre-implantation loss 24 1.3 23 2.3 24 1.8 23 1.2
Post-implantation loss 24 0.9 23 0.8 24 1.3 23 0.6
Fetal body wight (g) 24 3.364 23 3.342 24 3.228* 23 3.251
Placental weight (g) 24 0.5195 23 0.5190 24 0.4910 23 0.4879
Placental index 24 15.44 23 15.58 24 15.24 23 15.03
Amniotic fluid weight 2 1.181 23 1.187 24 1.125 23 1.167
per fetus (g)
Male proportion 24 0.529 23 0.510 24 0.499 23 0.522
p = Statistical significance of difference from control mean.
Significance levels: *p<0.05.
Table 5. Fetal examination (Segment II)
Meropenem
Index Control
240 mg/kg 500 mg/kg 750 mg/kg
No. of dams 24 23 24 23
External examination
No. of fetuses examined 285 241 263 277
Haematoma 2 1 3 1
Micrognathia 0 0 0 1
Visceral examination
No. of fetuses examined 89 72 79 88
Renal pelvic cavitation 9 7 2 7
Kinked/dilated ureters 17 9 8 12
Irregular ridging of palate 5 6 3 3
Skeletal examination
No. of fetuses examined 196 169 184 189
Abnormal or slight cranial ossification 35 (17.9%) 23 (13.6%) 33 (17.9%) 26 (13.8%)
Incomplete cranial ossification 50 (25.5%) 31 (18.3%) 40 (21.7%) 45 (23.8%)
Hyoid — bifid, reduced or absent 7 ( 3.6%) 5 ( 3.0%) 5( 2.7%) 5 ( 2.6%)
Bifid centra 3 (1.5%) 2 (1.2%)" 4 (2.2%)" 3(1.6%)"
Dumbell centra 23 (11.7%) 28 (16.6%) 30 (16.3%) 33 (17.5%)*
Deltoid tuberosity — reduced or absent 3(1.5%) 14 ( 8.3%) 14 ( 7.6%) 7 ( 3.7%)
Extra ribs 58 (29.6%) 29 (17.2%) 30 (16.3%) 39 (20.6%)
Incomplete sternebral ossification 73 (37.2%) 69 (40.8%) 71 (38.6%) 62 (32.8%)
Reduced sternebrae 68 (34.7%) 50 (29.6%) 58 (31.5%) 69 (36.5%)
Vestigial sternebrae 31 (15.8%) 18 (10.7%) 23 (12.5%) 24 (12.7%)
Bifid sternebrae 10 ( 5.1%) 2 ( 1.2%) 5 ( 2.7%) 5 ( 2.6%)
Asymmetric sternebrae 22 (11.2%) 10 ( 5.9%) 22 (12.0%) 18 ( 9.5%)

p = Statistical significance increase from control group incidence (one-sided test for increase in incidence due to dosing).

Approximate significance levels: *p<0.05.

A dash (—) indicates unsuitable data for significance test.
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720 SMEEERER T3 750mg/kg T3 161 D 5 1B (2 /NFRAE
A5, AHBEE, 240, 5008 & U'750mg/kgBE D2, 1, 3
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Table 6. F, litter survival (Segment II)

Meropenem
D Control 240 /k 500 mg/k; 750 mg/k;
Index p“;)’ mg/kg mg/kKg mg/kg
ke No. No. No. No.
Dams Total Dams Total P | Dams Total P | Dams Total p

Total No. of pups |Day 0| 11 113 12 124 12 142 12 134

Day 0| 11 112 (99.1%)| 12 123 (99.2%) —| 12 141 (99.3%) —| 12 132 (98.5%) —
No. of pups alive |Day 3| 11 103 (91.2%)| 12 117 (94.4%) 12 124 (87.3%) 12 112 (83.6%)
(percentage of Day 7| 11 100 (88.5%)| 12 117 (94.4%) 12 122 (85.9%) 12 107 (79.9%)
total no. of pups) |[Day 14| 11 99 (87.6%) | 12 117 (94.4%) 12 122 (85.9%) 12 107 (79.9%)

Day 21| 11 99 (87.6%)| 12 113 (91.1%) 12 122 (85.9%) 12 107 (79.9%)
Viability index
(percentage of live [Day 3| 11 103 (92.0%)( 12 117 (95.1%) 12 124 (87.9%) 12 112 (84.8%)
pups day 0)
Lactation index
(percentage of live {Day 21| 10 99 (96.1%)| 12 113 (96.6%) 12 122 (98.4%) 12 107 (95.5%)
pups day 3)
No. of whole
litters lost Day 21 1 0 0 1
Ntol. osfthtt:rsd:;(tjh Day 0 1 1 1 9
at least one Day 21 7 4 7 7
pup

p = Statistical significance of difference from control group (none were significant p > 0.05) (one-sided test for
decrease in survival due to dosing).
A dash (—) under p indicates unsuitable data for analysis.
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Fig. 3. Body weights of male and female offspring (F 1) before and after weaning (Segment II).
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Fig. 4.
lactation (Segment III).

Days of lactation

Body weights of dams (F;) intravenously administered meropenem from day 17 of gestation through day 21 of
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FREMIAER SRFEVLHELLEMSTEEL
B, HOE T IITHEREIIMEPMOFZEITA
Lol
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{Z%EHE L 7-Sartle habituationlZ X A1TEID 7 — ¥ f&#T
HRTIE, RBATOEEMEA240mg/kgBEtE THERE

35ADRAERIZ, F7:1000mg/keBEHETHERKTTAD
BRAERIC—BMIC LR L7, 500mg/kghf i TRIZR
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K&t MEES), BEORERBIIEIROOALL
2720

FROB MM b OKE DR IIFig. 51K L7,
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ThHo7oh, HTIIMBRLAKTH 72, Fi8Y
DEFEREDRETIE, WTFhOBIZBWT L ERED
NS AF SN (B TP AN
HIR20BICER L-F O TEANDOEBETIE, &
¥, BRE, EFEKRERE L OEKRMIFEOELRKIC
BOThoOREHE OABBEL B L TER 251,
BRI, Bafk, ¥K, ZOFEOFHEES L KR
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m # =

MEPM®D J v MIBITHLETE - BAEIZRITTHEY
WETT A 70U, 1FIRATE L ORI (Seg. 1), B
ROBZEFBM (Seg. 1) %2 & ICEEM S & UEAE

Table 7. F, litter survival (Segment III)

Meropenem
Control
Index Day 240 mg/kg 500 mg/kg 1000 mg/kg
P-P- | No. No. No. No.
Dams Total Dams Total P | Dams Total P | Dams Total P

Total No. of pups [Day 0| 22 260 19 200 22 238 22 264

Day 0| 22 255(98.1%)| 19 195 (97.5%) —| 22 235 (98.7%) —| 22 261 (98.9%) —
No. of pups alive |Day 3| 22 241 (92.7%)| 19 185 (92.5%) 22 223 (93.7%) 22 243 (92.0%)
(percentage of Day 7| 22 228 (87.7%)| 19 183 (91.5%) 22 221 (92.9%) 22 243 (92.0%)
total no. of pups) |Day 14| 22 225 (86.5%)| 19 183 (91.5%) 22 218 (91.6%) 22 241 (91.3%)

Day 21| 22 224 (86.2%)| 19 183 (91.5%) 22 217 (91.2%) 22 241 (91.3%)
Viability index
(percentage of live |Day 3| 22 241 (94.5%)| 19 185 (94.9%) 22 223 (94.9%) 22 243 (93.1%)
pups day 0)
Lactation index
(percentage of live |Day 21| 22 224 (92.9%)| 19 183 (98.9%) 21 217 (97.3%) 22 241 (99.2%)
pups day 3)
No. of whole
litters lost Day 21 1 0 1 0
iolé:sfthg:; sd:;lctih Day 0 4 2 1
pup Day 21 15 11 11 9

p = Statistical significance of difference from control group (none were significant p > 0.05) (one-sided test for
decrease in survival due to dosing).
A dash (—) under p indicates unsuitable data for analysis.
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: Control

~-----: Meropenem 240 mg/kg
—-—-—: Meropenem 500 mg/kg
— — —: Meropenem 1000 mg/kg

Fig. 5.
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Weeks after weaning Days after birth Weeks after weaning

Body weights of male and female offspring (F,) before and after weaning (Segment III).
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Table 8. F, neonatal development (Segment III)
c Meropenem
ontrol
Index ° 240 mg/kg 500 mg/kg 1000 mg/kg
No. Mean |No. Mean No. Mean p [No. Mean p
Pinnae detachment 22 0.550 | 19 0.547 21 0.563 22 0.497
Incisor eruption 21 0.670 | 19 0.605 21 0.686 22 0.566
Eye opening 21 0.489 | 19 0.563 21 0.575 22 0.390
Cliff avoidance 22 0.644 | 19 0.698 21 0.737 22 0.686
Negative geotaxis 22 0.572 | 19 0.731 21 0.647 22 0.729
Olfactory discrimination 22 0.229 | 19 0.330 21 0.270 22 0.256
Startle response 21 1.000 | 19 1.000 21 1.000 - | 22 1.000 -
Testicular descent/Vaginal opening 21 0.745| 19 0.655 21 0.671 22 0.754
Time Sex
Day 35
0~900s | M |21 12543 |19 126.37 20 122.75 21 126.19
0~1800s | M [ 21 167.05 | 19 180.42 20 174.20 21 186.29
0~2700s | M | 21 183.62 | 19 191.37 20 182.00 21  204.81
0~end M |21 196.90 | 19 200.79 20 188.35 21  213.14
Day 77
0~900s | M |22 122.73 | 21 127.38 20 131.30 20 134.95
0~1800s | M |22 18764 |21 207.95 20 215.10 20 21790 *
o 0~2700s | M | 22 242.18 | 21 272.86 20 275.75 20 275.15
Maze Activity O~end | M |22 289.86 |21 325.10 20 323.40 20 319.80
(No. receptors
broken) Day 35
0~900s F |21 12552 | 19 132.47 20 131.10 21  130.62
0~1800s | F | 21 173.57 | 19 199.74 20  193.95 21 186.24
0~2700s | F |21 18748 | 19 226.05 20  208.65 21 202.81
0~end F |21 206.67 | 19 247.58 20 215.50 21 211.14
Day 77
0~900s F |22 143.82 | 21 144.57 19 152.89 20 157.80
0~1800s | F |22 226.64 | 21 229.43 19  253.47 20  261.55
0~2700s | F [ 22 294.82 | 21 301.38 19 332.16 20 341.75
0~end F |22 35.73 |21 362.81 19 388.42 20  405.00
Startle response Time interval | Sex
Absolute response 1 M | 22 128.76 |22 119.15 22 148.06 - |22 104.92 -
2 M | 22 13.55 | 22 3.43 22 -13.73 22 9.51
(Percentage 3 M | 22 6.04 [ 22 -11.38 22 -20.39 22 0.08
relative to 4 M | 22 1.60 | 22 -23.16 22 -28.87 22 -15.99
interval 1) 5 M |22 -6.02 |22 -17.82 22 -32.02 22 -17.50
6 M |22 -10.18 | 22 -29.43 22 -31.71 22 -14.59
Absolute response 1 F |22 149.26 | 22 160.81 21 12408 -|22 13519 -
2 F |22 10.51 | 22 2.51 21 16.47 22 13.41
(Percentage 3 F | 22 -6.11 | 22 -1.82 21 15.36 22 6.33
relative to 4 F |22 3.99 | 22 9.65 21 20.51 22 16.56
interval 1) 5 F {22 =291 |22 6.67 21 20.03 22 26.32
6 F (22 -121 |22 12.37 21 29.84 * | 22 7.26

p = Statistical significance of difference from control group.

Significance levels: *p < 0.05.

A dash (—) under p indicates unsuitable data for significance test.

Note: For percentage relative to interval 1, a negative value indicates a relative reduction in response.
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REPRODUCTION AND DEVELOPMENTAL STUDY OF MEROPENEM IN
' RATS

Satoshi Kawamura
Environmental Health Science Laboratory, Sumitomo Chemical Co. Ltd.
1-98 Kasugade-naka, 3-chome, Konohana-ku, Osaka 554, Japan

A.W.Russel, SJ. Freeman and R.A. Siddall
Safety of Medicines Department, ICI Pharmaceuticals

Meropenem was administered intravenously to rats prior to and in the early stages of pregnancy (Seg.
I), during the period of fetal organogenesis (Seg. [ ) and during the perinatal and lactation periods (Seg.
) to investigate the effects of the drug on reproduction. The dosages were 240, 500 and 1,000 mg/kg
in Seg. T and Seg. [ and 240, 500 and 750 mg/kg in Seg. [I.

1. In the parent animals, soft stool and diarrhea were found in the treatment groups, but no
drug-related death occurred. Low body weight or low food consumption was found in the 500 mg/kg
and higher dose groups in males and in the 240 mg/kg group and higher in females.

2. The reproductive performance of parent animals and the maintenance of pregnancy, delivery and
lactation in female animals were not affected.

3. There were no effects on fetal lethality, teratogenicity or retardation of fetal growth.

4. There were no effects on growth or functional development, except that, in F; females in the
maturation phase, low body weights were found in the 240 mg/kg group and higher in Seg. ]| and in the
1,000 mg/kg group in Seg. [II.



