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BOHIVANRZR LFFEZE Tebipenem pivoxil DIEEE(C
B9 2 1EA DG

RAEGLD - 2 P - AH GED - 20D -
gk b BOR ED
DR RS ERR AR oSBT SE T
D PGB S AR
(200944 A 1 H3ZAF)

FEIRSF TRIDFRID A7 L3R 3 4 R $UH 3 T d 5 Tebipenem pivoxil (TBPM-PI) 0 #
2B 21ERIC DWW TRRGT L 72, ICR REEME~ & 2 e UF Sprague-Dawley RHEMET » %
T, TBPM-PI K UN2 DI MEANA T & 5 TBPM DFREFEFEAE FH M OHUE R E 2 D0
TEHM L 7=,

1. ¥ Z(Z TBPM-PI (30~1000 mg/kg, p.o.) M U'TBPM (10~300mg/kg, iv.) %
BELAELEZA, OThOERGIZEOWTEEEIRO W E»r 572, 7 v I TBPM
(300mg/kg, i.v.) ZFeH-L72L 2 A, Wkt e OMTBIBIER I 3o\ ORI IR L 727
RIZRohahr o7z, w7 ZDOMENIZTBPM 285 L72& 2 4, 100 ug %5 7/101
CHERMREER SN, 30 ught 5 TREEN RGN A»r 572, —TF,
Imipenem/Cilastatin (IPM/CS) @ 10/10 ug #5-Tid, 10/10 Bl RECHEREE | 3/10 Bili58
PR R 54, 410652358612 L 72, Meropenem % 100 ug DR TR G- L T & HE R
Ronkhr-7z,

2. IURIIRVYFLYTFIVUI REEFERLAVREGHE | 45mgke) &
TBPM-PI (30~300mg/kg, p.o.) XU TBPM (300 mg/kg,i.v.) Z#HfHEG- L 25, &K
RMAEH IR N AP 572, —FH, XVFL YT TS —ILEIPM/CS
(300/300 mg/kg, i.v.) Df TS TIZFAEREAEH 235588 6 h 7z,

3. ¥ 7 ZIZTBPM-PI (30~300mg/kg, p.o.) XU TBPM (100 mg/kg, i.v.) % %5 L7
LA, BXINY, XVFLYFEIY—AKOZ MY F=— 3 FROEIZH T 540
HIEIZRR® B s h o 7=,

P k&, TBPM-PI OFFRC1#% 5 K O TBPM OfflikiNEE G123\ T, KEEFFAEH KO
POKAEEIZRRD 5 e 5 72, TBPM ORE N GIZH 0T, oD HIL /33 ARl
ISR RIER 2D SN h, ZOMEMIZIPM/CS KD &3 7z, LT,
TBPM-PI DFEREFEBIOD ) Z 71X IPM/CS & H U TR <, BRIREEFIC 35\ TR BLO
HIREMEDMICNERITH % & F 2 5 hie,
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Tebipenem pivoxil (TBPM-PI) &, HA Y £ 2
L&) A&ttt (Blo A4 28Aath) THRAX
EAUNEE T S vty S el L A O W ) PV VA A
RS TH 5, TBPM-PLIE, C3IfIGHIZF7
IV ZATEF O HEERD LR TH D,
AR T B 5 Tebipenem (TBPM) @ C2 i 71 )b
RAVBEERF VLTI ZT LTS Z LICk
DRIV ZR EEETaFT 97 Th D
(Fig. 1). TBPM-PLiZ, BE(FD % < DEI1B-5 &
2 LR PE I A GROBINE IS EN TS,
TBPM ZIEIAWHIE Z X7 L EH L, — O
fdi (Enterococcus faecium K OF Pseudomonas aerug-
inosa’s &) %< % < ORI EERIZT L, X
=V VREVE T 2 ARPIEIEL DR, i
TEF I VN L RPURESE & RIS & 5\ )ik E
NLLEOMOPE D 28§, FfiZ, X=2 ) Vi
1k Streptococcus pneumoniae (PRSP) KU B-7 &
%~ — ¥ IEEL Ampicillinfit 4 Haemophilus

Fig. 1. Chemical structure of TBPM-PI (a)

and TBPM (b).

(b) TBPM

influenzae (BLNAR) 1Zxf L THRWPIE 12 A L,
ANVLRESE TR L T B 2 S RIS & B R
ISR L, B3 ZEBBfEXh T 5,

T3, ANSRE L RPUAREIC K 2 EE AR
& U CHRRRIRER O, RROEFAFE MY
WHHEH TS, 2078, TBPM-PI %K Tl
HT 3125720, BEAED I LN G L RPTHFHHE &
IRk VS REAEEA FE A N B 3 2 FERRIR TG & 15 5 2
CWRHEBETHIEELLNS, AfKTIE, v
2 KT v b & T TBPM-PIOER 2R 4 %
fERIZOWTHRETL 72,

1. REMARVTTE

1.1 ERAEYRURARSE

TBPM-PI X O TBPM I H A Y 4 2 L &) —#k
A2t B4 28 2th) TAREh-e0%
HL7, Zofth, 7=z /LR —)LF )
L (FEHHE) XvFLYF FIT Y —
(Aldrich) , A bV ¥ = — 3 fiffeiE (FDEMSE)
Imipenem/Cilastatin (IPM/CS, F X F 4% y5iiiH
(E AR 24L)) , Meropenem (MEPM, X
o E R (K AR EREERA L)) K
UNRY MSLEL =L F )L (R TH—=LE
(K H AR BSERA ) 2L 72,
TBPM-PI % 0.5% # LA F 2L A F)L )L —
ZF b YL (CMC-Na) WIRICEE X772,
TBPM-PI®O & X TBPM O Jiffigm & L 72,
TBPM, IPM/CS U MEPM (3 B A 35k 1 2 VA 1
X7,

1.2 ERBMRUEETRHE

ICR AR HEYE~ 7 2 J UF Sprague-Dawley 52 HE P
Ty FEHARF ¥ =L Z - VN EH & 0%
AL 7zo WIE20~25°C, W 45~65%, I
M 12 KR (7:00~19:00) 1SEE S 7-filHE=E T,
[ R DRk e OVEROREAK 2 B IS EEH & RlE L 72,
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1.3 HBRGE

1.3.1 EEFREAR
1311 YT XAD—BERRCITEICRIFT
7

~ 7 212 TBPM-PI % 30, 100, 300 5 U 1000 mg
(JI1ili) /kg O P& TR 3 DU DI AR RS-
% 7212 TBPM % 10, 30, 100 2 0¥ 300 mg/kg O I
THAME VLT D ICHDIEFIRNIR G- L, %55 SKE
ME CO—MEIR KR OTE 2R L7z, F72, ¥
5% 2 HE CHESEAREGRL 72,

1.3.1.2 5 v MEEARAIIRSIC K BRI ICRIFT
-7

Sy bAENRYFNLEL—LF FY YL
(35mg/kg, MEWENTEL:) JRIRTR (2 I6E B 8 8 %
EIZ[EE L, Paxinos & Warson D ¢G5 12 5E -
T, HIYASERCE, WRVARERCE, W (A 4.0, L:
24,H: =3.1), WM (A: —04,L:34,H: —5.0)
KOk (A: —2.8, L: 4.1, H: —8.6) |7k %
SRS A AT, BREMITY 7y M2y H
T U=tk, RN X > b & B CoEZ
E LT, flitk, < ed HEAMY LB L 2%,
e SRR EF R R CRRBRICEFI L 22, 7w B IS
TBPM % 300 mg/kg O F & T 3 DI [l EF AR A 3¢
H.U, 55 2 e & Tk o MlE Kk 0T E Ol
EREAT > 720 WA OITEYIC 351 5 SEEEEFE NG 1
27U, KR (%) & LTHRH L.,

1.3.1.3 YU ADREANRSICH T HEEFR
1R
TBPM % 30 UM 100 ug DR T, £ 72kl
T % IPM/CS % 10/10 ug, MEPM % 100 ug OH
HTEHF 0L~ 2 IMENERS- L, &5
% 1§ & TITEI OB 217 - 72,

1314 YIRERVWEXRCFLUTF RSV -
IV REE W IER

< 7 212 TBPM-PI % 30, 100 &% U* 300mg (JJ
i) /kg DR T, BBE10 PLIZHERERE S L 7=,
S IRBRICRN Y F LY T b T — L A
7 L s Wi R T 5 45 mg/kg O FH & THEIE
WiE-U, A R O RO B, I6 TN
WEOHEEBIE L2, TBPMIZDOWTIE
300 mg/kg D& T, xIIEHETH 5 IPM/CS i
300/300 mg/kg DR T, AHE 10 PLIZEFIRN TR 5-
L, #5105%ICXVFLYT T =L % lElkE
M5 L 7z,

132 HESMER

1321 Y7 RzAVERABREEE

< 7 212 TBPM-PI % 30, 100 &% U* 300mg (/3
i) kg DFET, 7z /3L EZ—LF b &L
% 50mg/kg DR T, &HESPLICHOEOES- L
7z P 1R RIRRICERICEE (TH%S) %
W CHREBICE S &2 5 2 7=, TBPMIZDW T
13 100 mg/kg O & T SPCICERIRNGE G- L, Y5
10 73 B CHHEBIC B S E 5 2 72, 2 h T hoRf
T, FREVERE D FE B R O OREGIRERINE TN
SECE I % Ridk L 72

1322 VIORERAVWERCFLUTFRTIY—
V[ ZEd9:

< 7 212 TBPM-PI % 30, 100 &% U* 300mg (/3
i) kg DFET, 7z /3L EZ—LF b &4
% 50mg/kg DR T, &HESPLICHOEOES- L
720 HH1EERBIZRVFL YT P IV =% 120
mg/kg D& TIEEASL- L, BRSO B
KKk O 2 OF BRG], MRS O FEBEAR
CIZFEC B % fCdk L 72, TBPMIZ DWW T
100 mg/kg O FH &5 T S PLIC A ERIRNIE 5L, #%
BlogmkicRyFLy T b5 — L & RN
517,
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1323 YIRERAWEZ MY X Z—REEE 2. IBER
< 212 TBPM-PI % 30, 100 %X U'300mg (77
i) kg DFET, 7x /7SLEX—)LF b oA 2.1 REFRIEA
% 50mg/kg DB T, &S SPLIZHBEOS- L 2.1.1 Y AD—RERRPITHICRIFTEE
720 25 1RERBRIZZ b Y F = — 3R % 2 (Table 1)

mg/kg D& THEREAL G- L, s EO R Bl
B U 2 O FEBIBRRARIERTNE OV SE B g 4 i dk
L7z, TBPMIZ DWW I 100 mg/kg D H®E T SPL
CHOE RN G- L, 5100 % 122 P ) F
= — AR & N G- U 7

1.4 et

ATE S B = BERCE 2 R 5 &
& $12, Dunnett D % 5 FUERE 2 KX O Student D
- & O CTHEZERE 21T - 72, BBIEIZD
WCId, Fisher DELEEME 2 W THEZERE
AT o720 ARAKUEIL 5% KT 1% & L7z,

Table 1.

TBPM-PI }2 O TBPM D W\ F D 5B IZ 5 1
Ty, IR S6NAEH» 572, TBPM-PI 30 XU
100 mg/kg $% 58396 NS § R TD TBPM £ 58 T
—ER RO BN BERIR S har 5 7z,
TBPM-PI 300 % U* 1000 mg/kg %51 T i3 3 filrp 2
BN EHFEEBOMK T, & 5121000 mg/kg % 57
TEF3BIHF2HBNCIRE TEAR Sz, ThHD
FEARIZHE 51 90 75 & TR S /20y, 2 h DIk
NS U7z, 72, WThOBERHC VLT
B2 HECHERER s h A 572,

212 Ty MERAREICK BRKICRIFTE
& (Table2)
TBPM 300 mg/kg BfIRNIE ST, Mkt & O

Effects of TBPM-PI and TBPM on the general condition and behavior in mice.

Test substance Dose Route No. of Signs
(mg/kg) nimals (No. of animals showing sings)
Control (0.5% CMC-Na) 0 p.o. 3 No remarkable findings
TBPM-PI 30 p.o. 3 No remarkable findings
100 p.o. 3 No remarkable findings
300 p.o. 3 Decrease in spontaneous moter activity (2)
1000 p.o. 3 Decrease in spontaneous moter activity (2)
Ptosis (2)
Control (Saline) 0 iv. 3 No remarkable findings
TBPM 10 iv. 3 No remarkable findings
30 iv. 3 No remarkable findings
100 iv. 3 No remarkable findings
300 iv. 3 No remarkable findings
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TEMBSIC B W ORRICBE T 2T RIER 6 e ), AWM TH % IPM/CS TId 10/10 ug % 5T
"o 7z, 10/10 102 PR | 3/10 151112 B e ok Jed 4 3 L
54, 41025 L 7=, MEPM & 1ooug§f’“5=
213 YVADBKREARREICH T BEEFERE THELELLN AL S, v AMENEEC
A (Table 3) {7 % TBPM D EAEEEFEAEFIZ IPM/CS K D 55 <,
TBPM 30 ug % 5- T3 E B R o hah 57208,  MEPM K DI\ Z & AVRIE S h iz,
100 ug %5 7/10 B R MER A 7 5 7z,

Table 3. Effects of TBPM, MEPM and IPM/CS on convulsive activities in mice.

No. of Incid:
Test substance Dose Route (.) Ols =
(ug/animal) anima CL TE Death
Control (Saline) — ic.v. 10 0 0 0
TBPM 30 ic.v. 10 0 0 0
100 ic.v. 10 7 0 0
MEPM 100 ic.v. 10 0 0 0
IPM/CS 10/10 ic.v. 10 10 3 4

CL: clonic convulsion, TE: tonic extensor convulsion

Table 4. Effects of TBPM-PI and TBPM on pentylenetetrazole-induced convulsive activities in mice.

Test substance Dose Route N(,)' of Incidence
(mg/kg) animals CL TE Death
Control (0.5% CMC-Na) 0 p.o. 10 0 0 0
TBPM-PI 30 p.o. 10 0 0 0
100 p.o. 10 2 0 0
300 p-o. 10 0 0 0
Control (Saline) 0 iv. 10 1 0 0
TBPM 300 iv. 10 0 0 0
IPM/CS 300/ 300 iv. 10 gk 1 1

CL: clonic convulsion, TE: tonic extensor convulsion

**: Significantly different from the control (saline) group at P<0.01 (Fisher’s exact probability test)
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YYRERAVWENRCFLUTFRIY =L
FRICEHEAER (Table 4)

R A RB L s & (45 mg/kg) DXV
FL v 7= LEFAL 84, TBPM-PI
100 mg/kg % 5T D 24, ABITATETH 5481
EIER O EFIRNTE 5RED 1 TR E S R 5
N7z, MatFMaEEE L2 572, TBPM-PI
300 mg/kg £ 5-#F &% U TBPM 300 mg/kg £ 5-#F 12
BT, MR, SRR RBL U5
CRELNT, XUFL VT TV —LORKES
IR AR L L o7z, — 0, HEETH 3
IPM/CS &, 300/300 mg/kg % 5-C 10 i+ 8 i
UM A B X 2 O |l M
12T L CHELE L 72, 2 O IPM/CS DR i
FZ VA BT HATE & DR ISR 2 I 22 VR0
57z,

2.14

Table 5.
mice.

Effects of TBPM-PI and TBPM on the

22 EEER
221 YORERAVERAERESE
(Table 5)

TBPM-PI }2 0 TBPM D W D5 HEIZ 50
TE, WXUHWIZ K 2 mE MR RO FEBIE N U
foe R VA B BT (0.5% CMC-Na K OV HE 3
k) L2234 <, TBPM-PI XU TBPM % 5-12
KBHBIRO b 57z, T2 /NLEH —
U b AT EEE MR O R A A BRI L
776

222 YIRERAVERVFLUOFRIY—I
8K (Table 6)

TBPM-PI }2 O TBPM D W F D 5-HE 12 F5 1
TE, RVYFLYT I TV =& B
DI BIFARAIRER], SRR O R BIR K OFECH
I IREE (0.5% CMC-Na & OVEPEA )
&3 7% <, TBPM-PI XU TBPM %512 & %5 5
BN, o72, 72 /NLER—)LF |k
U 7 2R 2 A RSP L 7

convulsion induced by maximal electroshock in

Test substance (I]r?g(;ieg) Route :In(;n(;l;s TE / Treated (seDcL,lrrerlfeic;i if;jlé.)
Control (0.5% CMC-Na) 0 p.o. 5 5/5 18.8+1.7
TBPM-PI 30 p-o. 5 5/5 20.1£0.7

100 p-o. 5 5/5 21.3£0.8

300 p.o. 5 5/5 18.7+ 1.0
Control (Saline) 0 iv. 5 5/5 18.1+1.3
TBPM 100 iv. 5 5/5 19.9+£0.9
Phenobarbital sodium 50 p.o. 5 0/5%* —

TE: tonic extensor convulsion

**: Significantly different from the control (0.5% CMC-Na) group at P<0.01 (Fisher’s exact probability test)
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Table 7. Effects of TBPM-PI and TBPM on strychinine-induced convulsion in mice.

Test substance (n]?g(;ieg) Route N(l)l;r;)lfs TE / Treated (secThQ:af:lSE.E.) Death / Treated
Control (0.5% CMC-Na) 0 p.o. 5 5/5 176.3 £24.1 5/5
TBPM-PI 30 p.o. 5 5/5 179.2 £ 13.8 5/5

100 p.o. 5 5/5 182.1+17.0 5/5

300 p.o. 5 5/5 192.0 £20.0 5/5
Control (Saline) 0 iv. 5 5/5 203.5+19.3 5/5
TBPM 100 iv. 5 5/5 181.2 £ 26.1 5/5
Phenobarbital sodium 50 p.o. 5 5/5 380.0 + 35.5"" 1/5%

TE: tonic extensor convulsion

##: Significantly different from the control (0.5% CMC-Na) group at P<0.01 (Dunnett’s multiple range test)

*: Significantly different from the control (0.5% CMC-Na) group at P<0.05 (Fisher’s exact probability test)

223 YIRERAWEZAM X Z—EEEX
(Table 7)

TBPM-PI }2 O TBPM D W F D 520
Td, Z M) Fo—FIKBREMEEOTEE
7 B B A B R S OB S S VA B R (0.5%
CMC-Na M O IEWE) L1374 <, TBPM-
PI X O' TBPM $£ 5:12 & 2 B ZRE®O s s i o
T2 T JINLE R —)LF b)Y AR M
ORHBGIEE 4 HIIER L, SWEREEEIC
KX,

3. ZEE

HIISN G L RPURHEE, AR TS
WL UOREFRIERZ R T2 LA Tn
3D, ZOHTEEHIZIPM IE GABA 2 A RO E
TERI AR <D, BRIk 12 3o\ TROEA R M A
HBIENFBENTEHDY, KT S IEROHIME
FARBEMH I N TWBY, /4, [[HLHLIIRE

LR PURHETE MEPM X O Biapenem (BIPM) (3
IPM (2 JE R THREREGEFEAE - 23550 & DG 2 &

0D NS LROPUEIER T Z O
MHBZENRREINRTNS, KifE T,
TBPM-PI DI B S A #at§ 5 72012,
7Y Z KTy b & HWTTBPM-PI XU % DI
PERIRT B 5 TBPM DFAEGEFEAE F M O A
FIZ DWW TR L 72,

TBPM-PI D SEGHFE A I DV TREAli§ % 7=
®IZ, TBPM-PI X O TBPM % % 5 USE SR Bl
HiAEMRAL 7z, ¥ 2128V TBPM-PLI
1000 mg/kg #%114%5-, TBPM i 300 mg/kg E#RA
WETCYRBEFR L E 572, Ty MIBITS
M i 25 Je O TENEIER 12 55 T &, TBPM D 300
mg/kg IR G- TG b B O T8l b 18k
BRONE» 572, Kamer 61d, T v MZEBWT
IPM/CS I3 IR G- T &% O AT 8 | oD e i
KEAR 2 FB7 L7228, BIPM O FHIRINTE 5 C I3
BEMANGIRONW G o2 EHEL TWEY,
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TBPM-PL i3, BIPM & [rlkk, IPM/CS & Jb#L T
FAEARAER A IER IZHIETH 5 Z L HUR &
Nz,

BRPRIZ 36 BIEEHEF D) 22 & Pill4 5 T,
YO X9 B EARN S REEER AR T v v v
LEMBZEITERTHIEZELIONTED,
Y& EERGENIZEE S U T2 OREEGE %ﬁﬁ%&
fliL72WMEBBL L H B, K%K T
TBPM % %~ 7 Z DR NI H%L,%@E%
i) 2 A FAE NS DWW Tl L 72, @S T h
% IPM/CS %% 10/10 ug £%5-T 10/10 51 B M52
B O3/10 Bl EREMEEE, 4/10FIFET AR SN
=DIZXF L, TBPM id 100 ug 5T 7/10 %512
MR HEEAE R L S 7z hY, 30 ug #% 5 TIIRER
Honkhrotz, LA T, o H I sX 3 L

SBPUR A AR 1Z TBPM (2 & N IR S CIEE
FAEH 2D 5N 7=, TBPM DR 2 58 5%

FAEFIZ IPM/CS IZ IR THWZ & AVR S iz,
72, B-7 0 2 LRYIRIEORAEFH TN % 5F
flid 58 LT, RVFLYF FII—LFER
TR 2 B & G5 5 R 2V S T
%9, AWFRTIE, BEERBL 20k &SHE
(45mg/kg) DXV FL VT 5 —) & TBPM-
PI XX TBPM % I L, %2 & O E R i AR
IZDWTEHT L 72, Z O 5%, TBPM-PIIZ 300
mg/kg #%11#% 5., TBPM iZ 300 mg/kg BFIRIN 1% 5-
CBWTEKEREA AR B Sl -7z,
—75, MWK TH B IPM/CSIE, 300/300 mg/kg
FHIRAS 5 CH B2 A R S h iz, L
72hM->7T, TBPM-PLiZ, XVFL VT bIVU =
TR T3 B ARG BR A ] CRT U 7= B A
BWTE, IPM/CS & Mg U CTRAEGE AR 2855
WZERHENE T 5T,

—Ji, v 2V KEREEE, XV T
VYT NI VR RO R b ) = R
FIZ& D, TBPM-PI D k1 FH % 3FAli L 7=,
T JINLE A —)LF b LD 50 mg/kg REII%

BTSN, XvFLYF IRV b
VFZ—FBFEOKEFEZPH L DI L,
TBPM-PI i3 300 mg/kg #% 1 1#%5-, TBPM iZ 100

mg/kg FFIRINTE G- T2 5 OIEEREIZRE & KT X
ehotz, L7125 T, TBPM-PLIZIZHUE AR

NN &Rk I N,

S OBGRIRIZ $5 1) 5 FAEGEFAEH % 5§ 5 L
T, TOZEFIOWIL, G O 7 £ OFEYE)
B s BN AZEE T2 LhHEEL KD,
IPM/CS % /N2 10, 20 KOS 30 mg/kg D FH & T i
AR L7z & 2O IPM O @il iRE Xz hth
27.7, 47.1 e U'82.8 ug/ml TdH > 7zDIZxf LY,
TBPM-PI % /]NLIC 4 K U 6 mg/kg D FH & THRECIH%
L7z 2oE&EMNPRE X Z T 348 KO
5.20 ug/ml Td - 72'9, TBPM-PLIZAF IR 2
DTSN TH 50, BRHRIZENT
Z ORGP, O » LI L%
VAL R BB Z e EX N5, 72,
TBPM-PI DX 1% 5- K U TBPM O ik % 5- ¢
E, AR OE SRR N DO FEAT M Z & 23] 5
MERSTWBEY, ZThoDZ eh o, B
PN IRER IR 361 5 TBPM-PI D& FE B
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Convulsive liability of an oral carbapenem antibiotic,
tebipenem pivoxil

Yukiiro Yact?, Toru Nawa?, YasusHr Kurata®, SniGekr SniBasaxi”,
Hisastr Suzuki? and Tonru Kurosawa !
U Applied Pharmacology Research Labs., Pharmaceutical Research Center,
Meiji Seika Kaisha, Ltd.

2 Product management and Promotion Dept., Meiji Seika Kaisha, Ltd.

Tebipenem pivoxil (TBPM-PI), the first oral carbapenem antibiotic both in Japan and abroad, was
examined on its convulsive liability. We used ICR male mice and Sprague-Dawley male rats to examine
the pro-convulsive effect and anticonvulsive effect of TBPM-PI and its active metabolite, TBPM.

1. When mice were treated with TBPM-PI (30~1000 mg/kg, p.o.) or TBPM (10~300 mg/kg, i.v.),
no convulsion was noted at any dose level. When rats were treated with TBPM (300 mg/kg, i.v.), no con-
vulsant effects were noted in electroencephalography or behavioral observation. In intraventricular injec-
tion of TBPM in mice, clonic convulsion was observed in 7/10 animals at 100 ug but no effect at 30 ug.
On the other hand, the administration of 10/10 yg imipenem/cilastatin (IPM/CS) resulted in clonic con-
vulsion in all animals and tonic convulsion in 3/10 animals, and 4/10 animals died. The administration of
100 ug meropenem did not cause any effects.

2. When mice were co-administered with pentylenetetrazole (45 mg/kg: maximum dose level at
which no convulsion is induced) and TBPM-PI (30~300 mg/kg, p.o.) or TBPM (300 mg/kg, i.v.), convul-
sion enhancing effect was not noted. On the other hand, the co-administration of pentylenetetrazole with
IPM/CS (300/300 mg/kg, i.v.) enhanced a convulsive effect of pentylenetetrazole.

3. When mice were treated with TBPM-PI (30~300 mg/kg, p.o.) or TBPM (100 mg/kg, i.v.),
inhibitory effect was not noted on convulsions induced by electrostimulation, pentylenetetrazole or
strychinine.

In conclusion, there were no pro-convulsive effects or anticonvulsive effect in the oral administra-
tion of TBPM-PI or intravenous administration of TBPM. Pro-convulsive effect was observed in the
intraventricular injection of TBPM as in the case of other carbapenem antibiotics, but such action was
weaker than that in [IPM/CS administration. Accordingly, the risk of occurrence of convulsion related to
TBPM-PI administration was low compared to [IPM/CS administration, and TBPM-PI was considered to
be less potential to induce convulsions in clinical use.
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