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BRI~ 7 0 B B, 400mg/kgBEntET~=F 7 ) v HMEDEA, 200, 400mg/kg
BEOMETTH M) T LDEA Y, ¥ 7-BP400mg/kgBEN TR INEK, ~~ F 7)) v MEDFED,
200, 400mg/kgBEDMETF + ) 7 LOWL U Y, TN LBELE(Lr@BH LN, L L,
FEMBZEOICBIREL TR COBBICREIALN D 512,

LIk, AREB TIZPAPM/BP& %\ 3BPOHEM# R 2R R ELIIR B E L h o 72,

Key words . Panipenem/betamipron, # 2 #EEAE, 7 F

Panipenem/betamipron (PAPM/BP) i3 =445
S TR I N2 A NS A LRI YE panipenem
(PAPM) & betamipron (BP ;N-~X>V'4 )L-8-T
=) 1 1(ERKL) CBRAL-EFSHAREWE T
H5,BPIXBRIC BT 28-T 7 5 LHIEY AAHHIFE
A BT HHEA A mxiH#HTH ), PAPMOE
Bicrd 252X LICHEDE DDA LT,
FORFRMENED LN TS, 5HPAPM/BPN %4
HFMO—RE LT, 7 MIX$ 590 H HESAK
N5 REFEML 72, LT, A#|%E TiaPAPM/BP
NS5 RIZZFNDERENAPAPME L UBPA*1 | 1 DE
BHTEINEZ E2EHRT 5,
1. B8 FH*
1. EBRIWE L UAE &G
ZHHERSH LW D EERN CHEMEBERL
72 4 BENF344T v F FREBICKH 3BMEELR 2D
b, THEBTERICERL 2, 83, £i823+27T,
EESS+ 5%, MEA13REME, B, #AEEKI12ELL
B &MGIcHIEL 2 RBRET, 777> by —Y (H

Ar—hReH) IC1RTONEL, BFEEEL
7-EREEE (NMF, # ) x> 7 VEBEBTERINSH)
B UKk (KEK) #BHICERI ¥,

*EREE 1 B, PAPM/BP#5-8f 3 BB & UBPRE5H
2B BAHT, 1 HMERKIBE L. T4b
t, WEHEE60H, A5t120800 7 v b AWz, ABE
B DBV DK E FPHIZ, H182~205g, #£125~143¢g
TH- 7,

2. BERBRBIUKREHE

S EDRBRICFT > TIT-7:PAPM/BPN14 H &
BERAES I L 2 ERUHEERRY (5 & | 800,
400, 200, 100mg/kg/day) Tix, 400mg/kgLl kg
D5 BB L U HEN800mg/ kg B CHRE B IN#PHIHEES
Litz, TR EARERHI0H BNESHIRNES
ThbZreMEL, ARBICBIT 5PAPM/BPnix
EH R %400mg/kg/day & E®, LLTF2008 & £F100mg/
kg/dayn 58 % %kt 72, & 512, BP?400, 200mg/
kg/day##¥ 53 2 BB L UABEAER L R5T 548
HosremrxEl 12,

*T437 HEREFHERL 717



CHEMOTHERAPY

SEPT.1991

PAPM k#8112 BP 2 10% S kiBEH 2N 2
T, PAPM$ L UBPOWE 2 10% T o & Lria # /ER
L7z RKOTINEEEAEN (KFRUERASH)
I THIRL, PAPMB L UBPOW&E % 5 5 5\ 132.5
%EBTHBEBEERLLZ, 205 EEZNTNPAPM/
BP?400, 200, 100mg/kg#5&£120.4ml/100g (4K E)
DEFBTHRS L2, $72, BPO10%KiAEHRSB LU
INEEBAERTHERL2 5 BEH 2 FNFNBPH
400, 200mg/kg#&xE58£120.4ml/100g ((KE) DIZ5H
BTHRE L. 260, NBEICIIAEBEAER%0.4ml/
100g (KE) NFE TS L, BERFKIIERERS
BERCHARL, w4 70Fa—7 K> 7 (MP-38 | K
FEEHEEKRSH) & 54 ~=— (505%! : DIMCO-
GRAY COMPANY) THE L - BEBIEAZE # W,
1.2ml/ 5 & E TRERNICHERS L 72,

3. ®BEEB
1) —fiikiE

KBREMGER, BMORTITE, EBLURMK

BB,
2) K&

BE5RBAAEE L CABR®KRTETCoA20, B
R (ED-2000, ED-2800M%! : #kR o4t BiEEIE
) # BWRIEL 72,

3) 1R

RERBAABICHREER 2, ZTORIIABRKT £ T8
1@, BREEEL L CEHEEY HBRE (BiR) 28w
THIEL 72, BIEE» LFHEIZE>T1IB LIRS
DIBERELEH L7,

4) Ri#E

%5728 Bo#5aiic, sRE, BP400mg/kgis
& 'PAPM/BP400mg/kg B O it 2B D H IR % 4%
BLT, =LV FRT 4y 78ESK (Amestt) #H\v,
pH, &ZEHHE, 7 F7#E, 4K #Em, Y rEe>
BlUTavr) /=7 iz onTREL .

5) BRI

B#E20 Bok514ic, fHEE, BP400mg/kgitis
& U'PAPM/BP400mg/kgBE N it 2Bz DT, IR
B UIRRER 2 ARMICEBEL 2%, BERNSB L
UREILR S 2 38~N, S HICIRES £ 5 (RC-28 © 8]
H®ReH) FHVWTRE*REL 72,

6) MEFEHRE

90 B Rt 54T D24BR#£IC, = F N x— T LERRR
BT CHEHIABRY SHEML, UTFTORELERL 72,

MBS (ERIEME), ~E7 oy (A% ~%
rav i), ~=+r 7Y v HE (MCV#ZH#E), F
HFRMEA~E 70t > & GrEER), FHRMLKREH GE

Eke), FHFRMER~E 7 0 bV IRE FrESE), M)
W (BERIEREY), 74 7)) ViBE (BELEES), 7
o ko B (BRELEES), B LS o R
7 2F R (BRELYEEES), AmEk# (EXIEHERD),
BmERESE (Wright@sd), Tk GrERY),

) vosERl G, @ERLEkE (7'v v h—k9),

B, BIEICIILUTORELRA W,

a CC-7120n 7> 5— (REERAEFHRALH)

b : PL-100 (REEHEFHRIASH)

claTrery— (ZHHEREH)

d:=4 27wy 7 RHEG-T0A (#sa>)

7) ERIREALENRE

90 H R4 544 7 24B5 14 I IRER L 72 i ¥E (RiTak) o)
—IB % FiBIC300 FBGE L 72 1%, WELE.OHE (B3205
PR-22%! : #4444t B L BERT) TE-L57BE (2000r.p.
m., 10min) L Ti& 6 N2 MEIC DWW T, UToRkE2
EHL 7,

F o> AT7 I F+—+(GOTH L UGPT, UVHE), 7
NAY KRR 77 ¥ —+ (Kind-KingZ#k), &) LE
> (blue alkalizo bilirubingk), 2L X7 a—) (B
#x), 7va—x (BFE), REA (Biuretsk), 7
JL7 3 > (bromcresol greenik), A/GH. (5t&5:),
RFEZEF (urease indophenolik), 7V 7 F = (Jaffe
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SUBACUTE TOXICOLOGICAL STUDY IN RATS TREATED
INTRAVENOUSLY WITH PANIPENEM/BETAMIPRON FOR 90 DAYS

Sunao Manabe, Kunio Kimura,Etsuji Matsumoto, Takashi Yamoto,
Naochika Matsunuma and Hiroshi Masuda
Laboratory Animal Science and Toxicology Laboratories, Sankyo Co., Ltd.
717 Horikoshi, Fukuroi, Shizuoka 437, Japan

Pamipenem/betamipron (PAPM/BP) is a combination of newly developed carbapenem (panipenem
(PAPM)) and betamipron(BP). The combination ratio is 1: 1. PAPM/BP was intravenously
administered to rats for 90 days in order to clarify its subacute toxicity.

Male and female F344 rats, 7 weeks of age, were given 400, 200 and 100mg/kg of PAPM/BP
(PAPM/BP 400/400, 200/200, and 100/100mg/kg, respectively), 400 and 200mg/kg of BP, and saline.

No abnormalities in general conditions were observed without soft stool which was found in a few
animals from all groups, including control, and no animals died during study period. Although a slight
suppression of weight gain was observed in males given 400mg/kg of PAPM/BP, urinalysis and
ophthalmology revealed no abnormalities in all treated groups. Moreover, food intake levels did not
varied significantly in all treated groups.

At the end of administration, hematological and serum biochemical examination showed slight
changes in PAPM/BP treated groups, e.g., decrease of RBC count and increase of mean corpuscular
hemoglobin in males given 100 and 400mg/kg, decrease of hematocrit value in males of 400mg/kg
group, reduction of sodium level in females receiving 200 and 400mg/kg. In BP treated groups,
decrease of RBC count and hematocrit value in females of 200 and 400mg/kg groups, and reduction
of sodium level in females receiving 200 and 400mg/kg were observed. However, pathological
examination revealed no toxic findings in all organs examined.

In conclusion, any specific findings which indicated the toxicity of PAPM/BP or BP were not
detected in the present study.



