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Panipenem/betamipron (PAPM/BP) # A-BIEYRESE 6 SEBICHER L, % DEKEZNE S
SUREHITOVTRETT 5 & & LIz, BEBYKRES 4 FloMEEENRBEFRITICOW

THLRETL 72,

ANEHORRIIE IS X T 2 BRI RIIRBENBER, R, I[MEEBROL 1BPICEY, RF
FRD 1PN RRER, BEENEEE, BKOENE 1BICEMTH-72, ZNHNH LHIE
R HEDTEL 2HIIERNR, BIr&E 1BTO2TH- 72,

AEIZE SR, FERCL S L BbN S BMERRSCERREBNRE XA N - 12,

Panipenem (PAPM) OMRENE KB P BENFLHEIIHEE 1 BH1.80ug/ml, £2HH
1.11xg/ml, % 3 HB0.924g/ml T, imipenem/cilastatin sodium (IPM/CS) #0.5g/0.5g 1
H 2 BHEHIC D TRIBEND 5 EE TRES L 72 imipenem (IPM) B 1 ~ 2 ug/ml& i3IZRIZE T

H-orz,
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Panipenem/betamipron (PAPM/BP) i3 =3t# =R
&4t THI%E & 1172, panipenem (carbapenem R4
H, PAPM) & betamipron (N-benzoyl-gB-alanine,
BP)»n1 ! 1B&#THSB, PAPMIZ -7 7 5 ~—
TIZBH TERET, HRMEL L VICHAED 7 T LB
T, BEHEICRBELMEARZ P EET 2HEHA
Th b, PAPM 3, BIERKRBOBER, B Leths
BV HEVHRINTD, HOBEEL2RBAT LT
H2HbNT, KEMEZEDH L0, BEUERBIML
~D PAPM OB AAAMGIWER 28T 2884 A >
X HHE BP 2 B4 L 72,

4[a], < 7 PAPM/BP D5 FH YR I 7Y 5
PBRRR B L UTetty, BEMEOBENZREEFR
~NDOBATERETL 72,

[. HReFHE

1. BRRZWFRDORES

BEHE BB AEERBEA LT, 198941 AL D 10A DM
DABEERES £, EN6FEBIDORBRYFEZ IR E L1z,

BEDEWII44ED L6067/ CFH60) T, B3
FEB, 3 EHTH -7z, RIFEONRIZ S HEETE
%, BYMREZR, Wik, KMAES1H, WEBEHE
Mk 26 (F—B%F) TH", EBREREBEL L T2H)

WAL (Table 1),

PAPM/BP m#5 F 813 1 BI0.5g/0.5¢ # A B &
EK100mlUC B L, 30 CamiEL 2. 1 BRS
EI%iz 2 @, AFS5HIT 4 ~188 (F#10.28),
B 58133.5¢/3.5g~18.0g/18.0g (F39.8g/9.8g)
TH-12,

BRI RHEIIPSEEL EORIFEL R E L, B
PefE & L COBMBEIFFRD 1/ 2 LI ENER-HEH
RE5EBE#THURNICRED N LD E2ER
(Good), 8 ~14H#FEL 72y D% R A% (Fair), 7
HELU ENES T2 FrROAEEBENA LN U172 b
D, HRENALNIZL D% &S (Poor) & L7,

KEBEIZDOWTL, FHRSICBEE L - BEaE
YER 7 & ISR I, M LFERE (R M A Mk
¥, AMmEkoE, ~E7vb fE Mm%, GOT,
GPT, #t ) t>, E#t ), AL-P, LDH,
y-GTP, LAP, BUN, 7V 7F=>) IcBlT 2 REE
NEEERETL 12,

2. MiiEBRENR BEBATORE

BEBYRMESEDY S AR E2RS5 L2 4Fic2T,
PAPM DEENB BB R ~DOBATERETL 12,

BRI TR T %, BRI BB TICHEL

*T 160 B R ERHTTE X AS HT 35
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7> balloon catheter & " —10cm H,O J£ TIR5I, K
L7 72Fy 7R FIVHRICERERL, 248Ef) 2 &2 iB W
HH—EIZpH 7.0, IM3-(N - morpholino)
propanesulfonic acid (MOPS) # %&mz 72%, &H
—80CTHERE L 2. PAPM I8 & |3 Bacillus
subtilis SANK 76959% BB & L 7z bioassay #1Z
L) =R CRIE L 727,

n. & £
1. ERRERRET
R BREE 6 FEFIC D W TERRBIRET 21T - 72
(Table 1),

B 1 - 64, 8 » ARNCETERENHEY
BT & BT, A LR A R RkEE, R
WEH % vy, SPEIERERIC L ARREN A L7 2 L 20
ENABRLZ, ARS#BEEEFEEFL F—2
(PTGBD) #* 817, B@iEHEH 238672, &#0.5g/
0.5g 1 H 2 \EEIC & NRFICIEL 72, 3EDAE
HEETRERRBEN L - 72, BE5BB 4 BEIC
BEAL, 7HBEICIXAEZHENE, AOEREH>IER
L7272 bBRRENRIZ AR & L 72, AEIRS HARIX16
H, ®¥%581316.0g/16.0g TH - 72,

R 2 1 6T BH., BEL L VEBEREFHOM
BB T, WK T Staphylococcus aureus 3B
ANz, WEXHEE b T, BHEREILEZH
L7z, #4108 B, A#10.5g/0.5g 1 B 2 BlI#% 56445
HELN®EERAL, 11HE &) GmEREEEILL
MR X BN UEE BD 72D T, BRKRSEIIRRAER
EL7z, MEFOICIIAFZRERTH BEFNS

aureus |3 WP L 72, ARG HARIZ188, BikEEIT
18.0g/18.0g TH - 12,

fEBY 3 | 48R M. FUEMIL S £ T, B, HER
BRERIN, {bFERELEHNE L TARL, 12—
2T 1%, BB, BIEKELE T Pseudomonas aer-
uginosa % 5yHEL, MEBXBRIZ & H bR T, Mk & ZMr
L7z, &#0.5g/0.5¢ 1 B 25K 2HEB LN &
FEERY COBEERNER Y B, AMRELIE
EILL, 4 HBXNBEL BRI AEE L
7z. MIEFEIC I3 AAI6.52/6.5g & 5-1%, BRI D P.
aeruginosa |24 %k L 725%, Klebsiella spp.& Bacillus
spp. iR L 72,

fEB 4 445 LM, Borrmann 4 BIEEICNT L T
EEAPEEMITL BB T, 1 73— 2K THAMEK
WA, BEHBHLN, KELLIVH & 77— T WV
¥ T S. aureus KR S 1, BUMEE & WL 72, AA
0.5g/0.5g 1 H2ME#%xE55HBIC% »>TH39.5CIicE
LatsRBI L, BRRRMRIIES L HE, FH DK
SHEpiE L7 AF®ES5 2 HEICL AL D S. aureus
oI N, *BAEROmME, BEHILOTHEIN
72 S. aureus |2 T 4 R 7 & T imipenem/cilastain
sodium (IPM/CS) iCiitETH - 72,

fEBIS, 6 67 B, BEMEL4IF, REBROL
OB WM % BT L ER T, AEEBEYAREAT
ISV ERBETORBHRER % HREL 72, &
RE5ERD PV —HEHBRY 5 S aureus R 1,
IPM/CS ic &M #R L 72, A&]0.5g/0.5g 1 B 2 [l
¥5188L0@L, 4BBXVHRIMEELIL

Table 1. Clinical study of panipenem/betamipron for surgical infections

Clinical diagnosis Total . L .
Clg(s)e ‘gf: (underlying disease, dose (ihfg? Organism Bact:g;)i(:gx cal Sédet
and conditions) ® ehiec
64 | Acute cholecystitis 16.0/ bile:
1 .
F | (Gastric cancer recurrence) | 16.0 Good negative Not evaluated None
67 Acute bronchitis 18.0/ sputum:
2 (Gastric cancer and ) Fair Staphylococcus aureus (H#)—(+) Decreased None
M 18.0
Rectal cancer, post-ope.)
sputum:
48 Pneumonia 6.0/ Pseudomonas aeruginosa ()
3 F | (Breast cancer recurrence) 6.0 Good — Klebsiella spp. (+), Replaced None
Bacillus spp. ()
“ Septicaemia 5.5/ blood:
4 F (Gastric cancer, after 5'5 Poor Staphylococcus aureus (+) Not evaluated None
anti-cancer chemotherapy) o —not tested
67 Local peritonitis 10,0/ intraabdominal pus:
5 M (Gastric remnant cancer 1 0' 0 Good Staphylococcus aureus () Not evaluated None
post-ope. stump leakage) . — not tested
6 g;l] same as above gg/ Poor not tested Not evaluated None
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HEEREIRIZERh L L 72,

Ly»L, AEEE*IHBTHRILELZEZ A, FH
INBERRLL-OT, FN2HBELN AR LERS
L72hY, 4 BEIDRS THREET, BRIKRZIRER & H
WL RS ik L7z, RERITIR, WENAFIKREIC
0 FLv—HERAEEL 2 Fr—r2kELL
fzoh, AEESHOEEREKIIBLN T, Ly
L, #E5#RTHELICERAL LB L ) ERRBICIE
FELBEEREIZEZIC(W, B2HHOXRRDRE
MBEHFROENL D - 12FEHL L, ZORBETIIAAICRK
SHERELTVCEORE, BREOTEE»H S LR
b s,

AEIIRSICERTI2EWER L EZ b5 BERR
IIAR 2 HRE L 2B EBD b Nk h - 72, BRRE
fETIZ, R 2 THRARS%, ALPOER»@BDHLN
7205, AFBREH» LT TCICEBEEZRLTEY, A
#E rZBE v B bz (Table 2),

2. BErEWNZBHBEBAT

EEEURME 3 OMoBENBRHER, BLUR
H#h PAPM #E 0%k BEIZAL# Fig. LiaxRL 72,
4B KA R IZMTH: 1 B B160~450 (3F39267.5)
ml, 2 HEH100~130(F¥112.5)ml, 3 HEH70~170 (¢
#100.0) ml& B8UCHA, PAPM BEII#H#% 188
0.97~2.41 (¥#91.80) ug/ml, 2 HEH0.40~1.94 (°F
#1.11) pug/ml, 3 HH0.33~1.76 (*F#0.92) ug/ml
LIETL, 3HMEDBEFAEIZ].28ug/mlTH > 72
(Fig. 1), Z#iz IPM/CS 0.5g/0.5g 1 B 2 Bl#&54)
oW CEBEICKRE L 72 IPM B, 1~ 2 ug/ml&

2RI TH - 722,
1. # -3

PAPM i3 8-7 7 Z >— X ICBH TEET, &K
b NICHEREN 7 T LB, BUEICIEELHE
~7 b V%KY carbapenem RIAEME TH b, =N
72 & 8 ¥ B & B f£ % methicillin-resistant  Sta-
phylococcus aureus (MRSA) I2fRES N BEHENHAE
W iETEE L OME~NONEHITIEE L > T2
IR DWARRRGAE . &, RV EBIC b7z 3 5 Eay g
SECEIEYHBLDEFINDY,

4E, FeBRFFO— - HLEAREBIC BT 3
FREZRET 572010, FRDENEIBREEN—->
ELT, BERBEE SO PAPM BEY 4 FloBiE
BEUBRBITRZEL, 726 BNARIBIRYEICAK %
BEL, ZOBREKMRERTL 2,

Mtk 3 B OBEENB BB PAPM BEIZ, %
1HEB, 2HH, 3HBIZBTENEFNFH]1.80,
1.11, 0.92ug/ml T - 72, = NEIZ M cephem FIK
Blie & L D LIKMEYTH 555, PAPM o ZFEHE
1232 MIC I3 1 pg/mlki & &<, [PM & RIRZE
ThdrIr, BLIUBEENBHEFTBEIZIIPM %
NEIZIZRSETH - 722 &b b BEERRBIPEFEICHL,
IPM/CS ¢ RF L ENBRKRIMFELIFLEL £ 2
Lz,

FRARBVIRES T3, PHFELU EDONBIRIRREEIC &
#0.5g/0.5g 1 B 2 @5 %17\, Hxh 36, 2EFR
16, EH2PNDERETH > 72, Z D5 LIEREAH
RUENFTELDIF2HTH -2, BKRIICAERTH

Table 2. Laboratory findings panipenem/betamipron administration

Lab. data| WBC Hb. Pit. GOT | GPT | T-Bil. | AL-P | LDH |+-GTP| LAP | BUN Cr.
Case No. (/mm?) @dh) | (x10%mm®) | (AU/D | (QU/D | (mg/dD) | (QU/D | AU/ | QUMD | QU/AD | (ng/d) | (me/dD)
4,500~ | 314~17 - - _ap |04~ [120~ [185~ [§4~79( _ 308~14
Normal range | “°7o00 | ¢17_ 15 | 15~35 | 7~26 | 4~36 15| 300| 340|94~38| 20750 | 821 | ey
1 B 9,000 8.7 53.8 12 15 06 | 455 | 223 | 31 52 7.8 0.9
A - _ -— - - - . —_ —_ - —_ p—
2 B 8,700 9.7 40.0 25 25 1.5 | 335 | 390 | 90 85 114 0.8
A 7,200 12.5 37.7 29 27 1.7 | 458 | 236 | 32 37 6.7 1.0
3 B 7,400 7.7 235 26 28 04 | 682 | 370 | 63 61 8.4 0.7
A 6,300 10.8 334 21 18 04 | 404 | 288 | 30 40 9.2 0.8
4 B 1,900 9.4 6.2 22 14 14 | 387 | 190 | 38 38 12.0 0.6
A | 38,400 11.1 51.3 21 18 06 | 581 | 379 | 95 68 15.6 0.8
5 B 3,600 10.7 71.6 11 19 04 | 219 | 159 | 15 29 12.0 0.8
A — — — — — - - — — - — —
B — p— — — —_— —_— —_— -— el - —_— p—
6 A — — - — — - - - - - — —

B : before panipenem/betamipron administration
A : after panipenem/betamipron administration
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Fig.1. Concentration of panipenem in peritoneal exudate after gastrectomy
(panipenem/betamipron 0.5g/0.5g X 2/day, d.i.v.)

o I RBTIE, BKR LD P. aeruginosa h{ER
L, Klebsiella spp. & Bacillus spp. "B LB %R
Lz 2022 LY, L DHEWHICEIMELRT
P. aeruginosa \2 ¥ L CTH, FEOBEGHEHFEI N,
KRB AR TH - L REREIRER T, %
BHRD S, aureus DEFHL # BHHY, T OBk
IPM ic S TR E e o 12, BEIRHIICEN TH - 72
BUtLFEB] T3, S. aureus HAFIRS5F%K 2 BIC L M
L oME N, ZOBLBRIIRNEFIIALNT
BT, IPM iciE 2R 72, S EIDEERRETESIZ
FEEUFOERAT, 2FBMEEZERICEDL, B
Bl AREEMBECIELERER O ME A im-
munocompromised host T& 1), MEEFE LD/ <4 T
Al BRBIBEETELETHD I AKHIL
MRSA, P. aeruginosa REGHEIZ 3 L CTHERRIR %
LR R S 2 0%, SRORFVLETH 5,
Carbapenem RIEWE TH 5 PAPM T3, IPM
LER, BEHORBOGEEINDG, BPERICEY
T TAY b—=7TF)L 72 PAPM DBE~ADE
MDA % BD, ENPEHNIS~I8%IZBEL2LTHY,
EARMELEBEIFENIEEIR IPM LIZIZRETH 5
EHBEVIN TS, ZNR2HEHIIBEHEERRE
i~ B-7 7 5 LK) AL MWBIER%ET 5 BP
ENEAHIE LTHEAINTED, SENKL DR
Ti3, BRELEB-EFLSFICE W TERKRIE L UK

REFTCEBZERIBD LN o2, T2, TEIOEL
EEHICBWTLEBEENREEIIL L, BUNOR
FEEDORERIF0.6% LBDTH L h - 120, ZDidh
b, SRINFE 2 OREHC BV TAHRRREHIC, FH
& B EHETEZRFERANEER, BERREENR
HREHLNT, FRIIEEENETERTHE LE
2 bz,

UEEY, AFUZ—# - HLRIEMEBR O MR
YENCH L TIRIEV B E b b, BRRMICAERES
HFTE2EBTHLEEZ LN,
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STUDIES ON CLINICAL EFFECT OF PANIPENEM/BETAMIPRON
IN SURGICAL PATIENTS

Kenichirou Aizawa?, Takaaki Yamamoto”, Kyuya Ishibiki®, and
Naoki Aikawa?
YDepartment of Surgery, School of Medicine, Keio University
35 Shinanomachi, Shinjuku-ku, Tokyo 160, Japan
?Emergency Department, School of Medicine, Keio University

Clinical effect and excretion into peritoneal exudate of a new carbapenem antibiotic, panipenem/
betamipron (PAPM/BP), were studied. PAPM/BP was given to 6 patients with surgical infections.
The clinical effects of PAPM/BP were good in 3, fairin 1 and poor in 2 patients. No side effects
were observed. The concentration of panipenem (PAPM) in intraperitoneal exudate after gas-

trectomy was retained 1~2ug/ml for 3 days following gastrectomy, when given in a daily PAPM/
BP dosage of 0.5g/0.5gX% 2 intravenously.



