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Panipenem/betamipron (PAPM/BP) i3, =dt#k
AU TR I NLH L W ESBRER T, HL3
A L% PEH panipenem (PAPM) & 7 =74 > #i%%
FLEX| betamipron (BP) # 1 : 1 icEA&L 7-%HT
HB0, ARFZFRME L & ICERAN S LB, B
BHEICLZBELAE AR LV EET 2R LHER
ThHY, WRENFEROT - EIELBICHT B8N
ROPPFIN T3,

SRIE L, EBERRET & L TBRAS & UBKER
KB 2 mF BEDN LB ZIT, F2HEKERETICE
TSP PR R BHIC R S L BRI U
RESHICOVWTHRET 5,

I. XBRORE

ARH % BHKIGAT 5IckLb, KREBVBAS
S UBKIRIB ) 2 BEIC 351 2 AERE 00 M4 b M8 BE % HISE
L, BEM B #4757,

BB, RRIPEA, KKETFICER, 3

72 2 BB AEK250ml % S iE%k5 L 72,

BEKBEY, RR2TEZH, KkEET, 7228
f furosemide 10mg#% BhiE L FIBR % 135 » 72, FEEIC
L, PAPM/BP #4Kk& 1 kg 72" 20mg/20mg % one
shot 5 L, %50, ®E5EE®%, 305, 605, 904,
2 REFE, 3 WM, 4 BRRE, 6 BRR, 8BERY, 128pROM%
WZENFNMA 3mlZIREL 72, RIEFHEEZ, Mg
BEbiz~ %) > 2 mmHhEG (750g, 1547) L, 18
Lz A HR'NAEE(LARI(IM 3- (N-morpholino)
-propanesulfonic acid &% (pH 7.0)) %#tmz, %
BT 0248, TR >-FIA4 T4 R THEEI -
80CTIHR#FL 72D b, PAPMIZ Bacillus subtilis
ATCC6633 %72 g 74 27 81 & % bioassay
T, ¥7:, BPl3Em&ER&K 7 o=} 757 4 —(HPLC)
ZRAVAE L 72, RIERHEFRIE Table 1, 2iR730< T
HOBABLUBKBECEBWTERZZDLN D -
72,
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Table 3. Clinical summary of complicated UTI cases treated with panipenem/betamipron
. . Treat t* N Bacteriuria® Evaluation™| .
P, | o, Diagnosis g:,eter Ul . rea me; N symp’ Pyuri; acteriuria valuation™) | oo
8 TR i ose uration| .
. derl dit group toms effects|marks
No. Underlying condition | (- o) oX/day Route (day) Species Count| UTI | Dr
CCP .
L S - | - t .
1 | 39| F | ZK Urinary tract | + 05051 1y | 6 | — | = | —Negative Fair | —
invasion X2 - - Negative
ccp Escherichia coli 108
Proteus mirabilis 107
— + - .
2 |38|F |ZKUrinary tract | — | G-6 O'i/%s D.LV.| 7 | — | — | Enterobacterspp. | 10° ﬁx,fte ﬁxrfte - |G
invasion _Enterococcus faecalis | 10° | MM | 1€
Negative _
CcCcP w | < :
3 |s4| M| TeePUT | - 0505 )p 1v| ¢ | M | & | Negatie | Poor| — |Plt|
stenosis X2 1+ - Negative
CCP M FEscherichia coli 10;
-— _c |05/05 = | M | Enterococcus faecalss | 10 _
4 (68| M Rectum cancer, Uri- + | G-5 %2 D.LV.| 6 — = | Enterococus foecium | 107 Poor | Good
nary tract invasion Enterococcus faectum | 107
CCP 0.5/05 | Negative Un- _
5 190 | M P K + %2 D.LV.| 5 — m Candida T known
CCP m + i .
6 |51|F | Left Ureter | — WOSp | 6 | 2| | e | o
stone X - # Negative nown
cCp 05/05 + | # Negative
+ L LV, I I A 17 2 . g T AT -
T|mm B.T. xa DIV S S T dida tropicalis | 107 Poor
CCP -
8 |37| F | Tefatrophic | — |G-3 ("% |p1v| ¢ | 1| 2 | Lcherichiacoli | 10 JExce- | o
kidney X2 - - Negative llent
o |is|r | T | _ | g [0505]p 1y| 5 | # | | _Bcherichiacoli | 107 | Excer|Exce:| _
kilgneya ropme e - - Negative llent |llent
Escherichia coli 107
+ | # :
10 (59| M gC}S - | G6 02(/%5 D.LV.| 7 | — | — | Peudomonas aeruginosa | 107 M?de Good| —
- B * Negative rate
ccc —
— H + -
11 63| F | Right Renal | — | G-4 °~§(/g5 pLv| 6 | M| £ | Bherichiacoli | 107 |Exce- | gl _
pelvic cancer - - Negative llent
cce Staphylococcus spp. 10:
_ _. |05/05 M | 4t | Enterobacter cloacse | 10* |Exce- |Exce-| _
121641 M Brain tumer G675y |DLV] 8 - — | Acnetobacter colcoaceticus| 10* |llent |llent
Negative
___Cccc 0.25/0.25 1 Enterococcus faecalis | 10° | Mode-
13 |91 | M| BPH, Urethro. | — | G-4 | "_.°|D.LV.| 5 — = — Good| —
stenosis X2 - #+ Negative rate
___¢ccCc___ w | Poeudomonas aeruginosa | 107
14 | 81| M| BPH, Bladder | + |G-5 |*Y%|p1v| 5 | I | S | Enterococoufueclis | 107 Moder| pair | -
stone - * Negative rate
CCC H# i
15 |77|M | BPH, Bladder | + | G-1 |"/%|prv| 5 | = | | Negative Fair | —
stone X2 + + Negative
CCC 0.5/0.5 - # | Enterococcus faecalis | 10* | Exce- R
1 _ | | Lnberococas jeecais | 1V _
6 |82 | M BPH + | G-1 X9 D.LV.| 5 — — Negative llent Fair
m ichia coli 6 Shock
17 |69 | M cee _ | G4| Intradermal | # | | Eccherichiacoli | 10° % [BP<T0
BPH injection mmilg

CCP:Chronic complicated pyelonephritis
CCC:Chronic complicated cystitis
Z.K.:Zervix karzinom
P.K.:Prostate krebs

PUJ : Uretropelvic junction

B. T.:Bladder Tumor

BPH :Benign prostatic hypertrophy

Before treatment

After treatment

Dr:Dr’s evaluation

% UTTI:Criteria proposed by the UTI Committee
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II. EEERRYARET

PAPM/BP nEER#E, L&, FREICOVWTH
e %, RER¥EHIERRE, RBAFRRRE, R
KEXBRIE B & KT L EAKBERBED KW R
BHC B W THBME34E12H £ ) FRITE 6 A £ THORIM,
PREE - MEEFRRGUAEIC TARE L 72 BE2561IC X L A A
0.25g/0.25g~0.5g/0.5g¢ # 1 H 261 2 ~ 8 HH.&F
BEAITORETL TAZ,

25BN MR, BHEMRMEREELTR (BHE116) -
6 - ERMOMITRE~IE), FUHBHHETEE
%26 (TTrtciE-46%B1H), [URBAK 66 (£
W20m% ~85m) TdH -7z (Table 3).

B RBRYEIH O EREHEIE IF, F

M5B, AR AP, W2, FH2HATH- 7,

2201680 5 b UTI EshaFfliE¥2ic 20 & H

EURTH>72NBIBITHY, TOEESEIR
Table 4ic/~§80< FExh 6 B, H 3B, EH 155
hE90% Th - 7z, UTI BEFIZNR I3 Table 512731
(, SHCEEAMEIET 22872, MEHIRT,
BAETH - 72,

BHHEMAMEIRE R 28I oW TI3, UTI E3050E
HEEICEDCHETEAIZ L, EREYNENLZFTFN
201 LRRERTH - 72,

SHEIZAK 6 Blicx L EEEHEERT-12 L2 5,
Z 28, BRh3IF), LRE 1B TH->72 (Table
6).

EHEME PR BERRHLAE IC BT 5 B FHI%IFEIL, Table
TITRTINC 9 HRE19% % RO 18BN R 2 2, Wk
B194.7% & BHEREIC B\ TEM L Ri& % D125,
Enterococcus faecium 1 ¥kDAHDBEL 72,

Table 4. Overall clinical efficacy of panipenem/betamipron in complicated UTI
(0.5g/0.5g X 2/day, 5 days treatment)

Pyuria Efficacy on
Bacteriuria Cleard Decreased Unchanged bacteriuria
Eliminated 6 | 1 9(90%)
Decreased 0( %)
Replaced 0( %)
Unchanged 1 1(10%)
Efficacy on pyuria 7(70%) 2(20%) 1(10%) Patient total
@ Excellent 6 (60%)

Overall effectiveness rate

[ ] Moderate 3(30%) 9/10 (90%)
E Poor (including failure) 1(10%)

Table 5. Clinical efficacy of panipenem/betamipron by infection type

No. of patient Overall
Group 0.0 opa 1€ntS | Excellent | Moderate Poor effectiveness
(%) rate
1st group (Catheter indwelt) 1 (10) 1 100%
2nd group (Post prostatectomy)
Monomicrobial -
infection 3rd group (Upper UTI) 2 (20) 2 100%
4th group (Lower UTI) 2 (20) 1 1 100%
Sub total 5 (50) 4 1 100%
5th group (Cather indwelt) 2 (20 1 1 50%
.Polyn.ncrobla] 6th group (Catheter not indwelt) 3 (30) 2 1 100%
infection
Sub total 5 (50) 2 2 1 80%
Total 0 (100) 6 3 1 90%
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Table 6. Clinical summary of acute simple pyelonephritis cases treated with panipenem/betamipron
. t t* . luria® Evaluation®|
patient el sen Diagnosis gi . UTI . Trea merI; | Symp’ Pyuria‘ Bacteriuria valuation Side | Re-
; it ose uration| .
No. Underlying condition (route) group o day Route (day) toms Species Count| UTI| Dr |effects|marks
AUP _ 05/05 |y = | # Negative . o
18 |77| F B %2 D.LV.| 2 — T Negative Fair
Klebsiella pneumoniae | 10°
19 46| M AUP = | B %S| s | | 2| Boheichiacoli | 10° Fair | —
+ - Negative
Left - . 7 GOT 1
20 |66 | M | Acute epididymitis | — 0505\ 1y | ¢ | | | Bscherichiacoli | 107 Fair | — [GPT !
—_— x2 + — Negative
AL-P1
Left _ Staphylococcus s
21 | 49 | M | Acute epididymitis | — 05/05(p 1y 5 | — | epidermidis 100 Exce-| _
_— X2 — - | llent
Negative
Left L . RBC |
2 69| M | Acute epididymitis | — 0505 p 1y | 6 | = | = | —Degative | Good| — [Hb. |
—_— X2 - - Negative Ht |
Right _ _ Streptococcus 6
23 | 22| M | Acute epididymitis | — 0505\ h1v| 5 | = | = | asalactice 10° Exce:| _
—_— X2 — — . llent
Negative
Left ) ,
24 | 85| M | Acute epididymitis | — 05051 1y | 5 | = | L | Enlerococcus faecium | 10° Good| —
E—— X2 - + Negative
Right .
25 |20 | M | Acute epididymitis | — W0 p1v| ¢ | X | & | Tegatie | Good| — |Lym?
AUP: Acute uncomplicated pyelonephritis Before treatment UTI:Criteria proposed by the UTI Committee
After treatment Dr:Dr’s evaluation
ZHHRIZHBIT 5 MIC i3 Table 7icR$i8) TH - BB E L >TETWS,

129, 72, EBERBIBHLNLh - 12,

B - e BItERIE, 25605 18] (FE6) No. 17) i
BWTKEMNT X b Tshock K& 7% 5 7255, XF o4
F8E5 B & U lactec Sific TR L 72, = OFERILHE]
MBREEXIEIC TRIR % SBICES, REBpL 2L
o BAEZ TICEH - T L LX—13BH L NL»
272, ficiy, BIfEROHBRIZES TEERDOHBEK
24%TH -7z,

U8, FEHBRER - ROBKRREBENLENL, 2
Blic FFRE DB REREE, 1 81ic ) > BROBEMA A &

Nz, FA% L OBIRIZA LD Tld by, 1HIC
B, 160 i MREOAET % &7z,

m. * =
BE D RB RGN AEIE, E. coli, P aer

uginosa s ¥ 0 75 LR E &S aureus, E.
Jaecalis %t ¥ 0 75 ABHERE S EICREBE N T 72
Y, B3I 7 = ARIOEALUL, BFICHHHEEO L

PAPM/BP i3855 M % & ICREAM D 7 7 LB,
FEMEIC BB AR L2 BT 2N ME
HTHY, ZBrOBEEMNE PRESERILNSL
WERKITH BV, FFRHRBRERYE IS L THEMH
HHIIFEI N TE N, early phase 11iC 31T 2 EEKB & T
LIUNERELZRL T b,

4 B2 IS ERRE & L TEBRICHET 5105k b,
KREBOTHEAS L UBKKED 2 B BT 288
h, @K 0.45 h T, MEICBWTEREDH LN H
272,

—%, BRERBIRETICB W3, EREBLAETLHE
MEME PR B R AE 1681 ) - B UTI Eahalli e ic £
SHETETH> 2L D18 TH Y, ESh6H, A
%h 3B, R 161 L BRHERIOUDOBEETH - 72, EX
FEFNTSBICEL, BRIZEELZLDD, BAEH
LTE. coli 10", E. faecalis 10°, E. faecium 107H¢
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Table 7. Bacteriological response and relation between MIC and bacteriological response to panipenem/betamipron
treatment in complicated urinary tract infection

MIC (12g/ml) Inocolum size 10° bacteria/ml Not Eradi-
Or Total .| Persisted
<0.006] 0.006 | 0.012 [0.025| 0.05 | 0.1 | 0.2 | 0.39 [ 0.78 | 1.56 | 3.13 [ 6.25 | 125 | 25 | 50 | 100 [>100|done cated
Staphylococcus spp. 1 1 1
Enterococcues faecalis 1 3 1 5 5
Enterococcus faecium 1 1 0 1
Escherichia coli 4 1 1 6 6
Proteus mirabilis 1 1 1
Enterobacter cloacae 1 1 1
Enterobacter spp. 1 1 1
Pseudomonas aeruginosa 1 1 2 2
Acinetobacter calcoacelicus 1 1 1
Total 4 1 1 2 5 1 1 1 3 19 18 1
wHE &N, %5 E. faecium 10°0°F# L 12 fEHITH PRARIAMER T 1L 2 PlC I RE DR EREE, 14l

5%,

FEHEVE PR B RESAE 12 33§ 2 M B0 SR 13 9 BiFEL9
B% 2o, 18EHKI R L2, ERLZ 1KRIZEED
E. faecium 1 ¥RDBTH ), AHIDEANHIE S % KB
L THERERIFN.T% LB HEFHIRERL 72,
MIC i3, #E# L7z E. faecium H*>100ug/mlLl L0 E
WMIC #/RL 7%, 72, B5HEBREIIZH LN L H
=72,

B E MR RRYSE 2 113, UTLICE D CHET
REIERNIS e C EWBEHEIZ E LICRRABHMTH - 72,

BHREZRRICBIT IR TR EBREHNEICBNT,
ER 26, A3IB, REMLIBITH- 72,

B-MENBIERRSESR IGICEAT AT
shock KB & 7% > 7245, AT v 4 F XU lactec Sif
TR L7z, fUCBIEROBBZA L b » 72,

) S SERDOBEMA A b Iz, E1z, FEEOBMRIIH
LTl v, 1HICEMm, 18I m/MRENET
AT,

Lt XD, PAPM/BP i3 Wt R 28FHEIR 0 e iz &y
L, BRLZERTH L LBbNT,

X [

1) £H—%, BH B #£380 B A LFREFLHEE
EXEBE, TS > HP 7 A1), CS-976, ke,
1990

2) UTI#%es (&K @ KBIER) | UTI E3paHEE%E
(% 3 Mt) . Chemotherapy 34 : 409~441, 1986

3) AR bERE¥S B/ REMILRE (MIC) 0@l
EHEBKET I D v T, Chemotherapy 29
76~179, 1981
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FUNDAMENTAL AND CLINICAL STUDIES ON
PANIPENEM/BETAMIPRON IN UROLOGY

Hiroaki Inatsuchi®, Aiichiro Masuda®, Kazuo Arihara®, Toshiya
Ishida®, Motoaki Tanaka”, Yoji Katsuoka', Hidechika Kinoshita?,
Nobuo Kuwamura?, Eiji Miyakita?, Keishi Okada?, Katsumi
Tanigawa®, Kazuo Matsushita®, Masaaki Ohkoshi®, Tohru Hihara?,
and Yasuhide Murakami®
YDepartment of Urology, School of Medicine, Tokai University
Boseidai, Isehara, Kanagawa 259-11, Japan

2Tokai University Oiso Hospital
¥Tokai University Tokyo Hospital
“Shimizu Municipal Hospital

Panipenem/betamipron (PAPM/BP) is a new carbapenem antibiotic having a broad antibacterial
spectrum against aerobic and anaerobic Gram-positive and Gram-negative organisms. Prior to the
clinical application of this drug, its plasma concentrations were examined in 2 groups of rabbits in
either dehydrated or hyperhydrated state. As a result, there were no differences between the 2
groups.

Subsequently, PAPM/BP was administered to 25 patients with genito urinary tract infections,
including 17 with complicated urinary tract infections, 2 with acute uncomplicated pyelonephritis,
and 6 with acute epididymitis. The clinical efficacy of PAPM/BP was evaluated according to the
Japanese UTI criteria for evaluation of efficacy. Ten patients fulfilling the UTI criteria all with
complicated urinary tract infection, and clinical efficacy was excellent in 6, good in 3 and poor in
1.

No adverse reactions except for 1 shock-reaction by subcutaneous test of the drug, which was
recovered with steroid therapy, were observed. Abnormal laboratory findings were found in 2 cases
of slight liver dysfunction and 1 of elevation of lymphocyte. Moreover, 1 each of anaemia and
decrease of erythrocyte, being not clear with the relation to the drug, was noted.



