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Panipenem/betamipron(PAPM/BP)i3 7 /L /X~ %
b B4 & panipenem(PAPM) & B & M #16i # T
# % betamipron(BP)WE&EH 1 1 DEFTH %,
PAPM i1 B-lactamase I2EKE T, 7 7 LBHERE
(GPO)* & 7" 7 LR B (GNR) £ TIRIZ VW HIE A~
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1. #5NR, EHEEIUDRYE

198846 6 A4 519894 1 A % Tio, MSHBEMEMIRE
REPFER L B HERTMIR & & 2M X 1726061 % KR &
L1z, WREBIIUNKRZEERE, KBRERKYE, &
MAEEEN, BHERIKY¥S L UBEI3HEY TERM
L7, EBERRRET & LT, ARIRSETIC 8 S /-
BT 28/ REEFHIEEBE (MIC) % PAPM,
imipenem(IPM) & X UF ceftazidime(CAZ)ic>vwwTH
FMEFREERERENC L VHEL 72,

AR H®EHHEIE, 1M00.52/0.5¢ % v L0.75g/
0.75g » 1 H 2 B EHEERNES & L7z, BMEDH
Eld, MERICHT 28R EBIRICHT 20E % F01Z
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RRHR, EX, THOSEETHEST- 72,
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1. FEBIRERL

Table 1 I fEBIMER 2R L 72,

FRIZT0RL LA % £KDU0% % DTz, &
2, BEATIIBMEENT3.3% % b T\ 7z, EBERE
REERMRER, BSIRIEREL S AL, &5
AIRERIE () #45% % E Tz,

2. MIC %%

PAPM, IPM & & ¥ CAZ I2D W T, FFIHE5HTIC
FREE N ME O MIC % RIE L 72, 67HBRICDOWT
B 5E L 72 MIC 4 #5 |2, Table 2-1~3i2 5§ L 72,
PAPM, IPMic>w i, 77 LMBHEKE (GPC),
77 LR E (GNR) & ICHMIL 28 %R L 72,
L# L, CAZ iz>wTi3, PAPM iz e~ GPC T MIC
&<, KM, Citrobacter J&, Proteus & TIEWME %5k
L7,
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727%, UTI SE&haHilli 2 #4251 135161 T, %5 HIME
#1042 /mIkiHs 2 B &, IS RIEBERHA 3B L, K%
5RilgIR 4 2/HPF LT 1 Bl %kt & L, BIERIC
LBt 2B EBEE L2, BEEREIRIZ, E3H2064)
(39.2%), Hxh25%1(49.0%), #zh6 BT, RAEBM
B88.2% TH » 72 (Table 3), HKEFEEEFIZERKS)
RERETT 5 &, BIMBRYI92.3%, BWEERED
5 O0%DEMETH > 72, BHERETIEAT TV
BEOTHLLBIEMULTH D, BISLARMTEBRAE,
LEBIR M REGE B & T SRR B & LD TH W
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BEEREN R 192.3% & BV & » 15 L /e (Table
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GNRZxt L T, Klebsiella pneumoniae 7 1 ¥k &
U Pseudomonas aeruginosa O 2 %HHRAFL, 94.0%
DHEEKRETH > 72, %FL1-MEICHT 52 PAPM
7 MIC i3 K. pneumoniae »* 0.39ug/ml, P. aer-
uginosa #°3.13 £ 1.56ug/ml T -~ 72 (Table 5), K.
pneumonia @ 1 ki3 PAPM (2 X $ 2 MIC "R T
HBICbhrhrbbY, EXBREFLE, ZOEHIIOW
TIITEHTH 5%, AIEBNII628 D BHEEEIEHE B T,
BRAOYT ) BHEETRETREFICKH LTRSS I N,
EEERBE L TCOBREA» AR 2 &ML x40 HEE

Table 1. Backgrounds of patients

Item Patients
~29 5
30~ 39 4
40 ~ 49 5
Age 50 ~ 59 13
(yrs) 60 ~ 69 9
70~179 20
80 ~ 4
Sex Male 44
Female 16
Urolithiasis 9
Tumor 8
. Neurogenic bladder 13
Urcl;_ierlymg Prostatic hyperplasia/postoperative 12
isease . .
Other single disease 5
2 disease or more 12
(=) 1
(=) (0~4 cells/HPF) 1
(£) (5~9 cells/HPF) 3
Pretreat t
" ovaria | (+) (10~29 cells/HPF) 13
(#) (30=less than half field) 16
(+#) (over half field) 27
Total 60
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Table 2-1. Susceptibility of clinical isolates to panipenem

MIC (ug/ml) Inoculum size 105 CFU/ml o
Isolates —— Total
<0.025|0.0510.10(0.20{0.39|0.78 | 1.56|3.13|6.25|12.5( 25 [ 50 | 100 |>100

Staphylococcus aureus 1 ‘ 1
Staphylococcus epidermidis 2 2 4
Staphylococcus haemolyticus 1 1
Enterococcus faecalis 5 4 1 10
Enterococcus faecium 1 1
Enterococcus spp. 1 1 2
Escherichia coli 2 8 2 12
Klebsiella pneumoniae 2 1 2 5
Citrobacter freundii 3 1 4
Citrobacter diversus 1 1
Proteus mirabilis 2 3 5
Proteus vulgaris 1 1
Providencia stuartii 1 1
Morganella morganii 1 1
Serratia marcescens 1 1
Enterobacter cloacae 3 3
Pseudomonas aeruginosa 1 1 4 1 7
Pseudomonas cepacia 1 1 2.
Acinetobacter calcoaceticus 1 1 1 3
Alcaligenes faecalis 1 1
Unnamed [Vc-2* 1 1

Total 2 2 6 15 11 5 11 9 2 1 1 2 67

* CDC group IVc-2 : One of the glucose-nonfermenting Gram-negative rods®

Table 2-2. Susceptibility of clinical isolates to imipenem

MIC (ug/ml) Inoculum size 10° CFU/ml
Isolates Total
<0.02510.05(0.10(0.20(0.39|0.78{1.56(3.13(6.25|12.5| 25 50 | 100 [>100

Staphylococcus aureus 1
Staphylococcus epidermidis 2 1 1
Staphylococcus haemolyticus 1
Enterococcus faecalis 4 4 2
Enterococcus faecium 1
Enterococcus spp. 1 1
Escherichia coli 1 8
Klebsiella pneumoniae
Citrobacter freundii 1
Citrobacter diversus
Proteus mirabilis 1 3 1
Proteus vulgaris 1
Providencia stuartii 1
Morganella morganii 1
Serratia marcescens 1
Enterobacter cloacae 2 1
Pseudomonas aeruginosa 1 4 1 1
Pseudomonas cepacia 2
Acinetobacter calcoaceticus 1 1 1
Alcaligenes faecalis 1
Unnamed IVc-2 1
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Total 3 1 4 11 11 8 11 10 6 2,
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Table 2-3. Susceptibility of clinical isolates to ceftazidime
MIC (ug/ml) Inoculum size 105 CFU/ml
Isolates Total
<0.025/0.05]0.10|0.20 | 0.39(0.78|1.56|3.13|6.25|12.5| 25 50 | 100 [>100

Staphylococcus aureus 1 1
Staphylococcus epidermidis 1 1 2 4
Staphylococcus haemolyticus 1 1
Enterococcus faecalis 10 10
Enterococcus faecium 1 1
Enterococcus spp. 2 2
Escherichia coli 3 4 3 1 12
Klebsiella pneumoniae 1 3 5
Citrobacter freundii 1 1 1 1 4
Citrobacter diversus 1 1
Proteus mirabilis 4 1 5
Proteus vulgaris 1 1
Providencia stuartii 1 1
Morganella morganii 1 1
Serratia marcescens 1 1
Enterobacter cloacae 1 1 1 3
Pseudomonas aeruginosa 1 3 2 1 7
Pseudomonas cepacia 1 2
Acinetobacter calcoaceticus 1 2 3
Alcaligenes faecalis 1 1
Unnamed IVc-2 1 1

Total 10 11 3 5 4 5 5 4 2 2 13 67

Table 3. Overall clinical efficacy of panipenem/betamipron in complicated UTI

Bacteriemia Pyuria Cleared Decreased Unchanged Efficacy on bacteriuria
Eliminated 20 9 13 42 (82.4%)
Decreased
Replaced 3 3 6 (11.8%)
Unchanged 1 2 3(5.9%)
Efficacy on Pyuria 24 (47.1%) 9 (17.6%) 18 (35.3%) Total 51

@ Excellent

20 (39.2%)

(] Moderate

25 (49.0%)

[ Poor (or Failure)

6

Overall effectiveness rate
45/51 (88.2%)

0.5g/0.5g x 2/day, 5 days’ treatment
0.75g/0.75g x 2/day, 5 days’ treatment

EHERIL 72, 5B, Xanthomonas malto-

Bacteriological response

Total No. of strains

Eradicated

Persisted*

6

8

65 (95.6%)

3

* regardless of bacterial count

bhilia ¥ HEH* 2 ¥, E. faecalis, Enterococcus spp., P.

aeruginosa, Achromobacter xylosoxidans, glucose-
nonfermenting Gram-negative rods (NFGNR) o %

EiaEHE

NENH 1T, &FF9I#TH -7 (Table 6),
4.
FHEEIC L PHBBNOHE T, BHEEMEBEET L

218z, EHSB, BRIBI, RFHIF, EW
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Table 4. Overall clinical efficacy of panipenem/betamipron classified by type of infection
Groups No. 0{ ;:?tlents Excellent | Moderate Poor Overall tzf;oi;:acy Tate
1st group (Catheter indwelt) 9 (17.6) 5 4 9/9
. . 2nd group (Post prostatectomy) 6 (11.8) 5 1 5/6
Monomicrobial | 3:4 oroup (Upper UTI) 12 (23.5) 6 5 1 11/12 (91.7)
infection 4th group (Lower UTI) 12 (23.5) 6 5 1 11/12 (81.7)
Sub-total 39 (76.5) 17 19 3 36/39 (92.3)
. . 5th group (Catheter indwelt) 4(7.8) 1 2 1 3/4
Polymicrobial .
infection 6th group (No catheter indwelt) 8 (15.7) 2 4 2 6/8
Sub-total 12 (23.5) 3 6 3 9/12 (75.0) )
Total 51 (100.0) 20 25 6 45/51 (88.2) ..
Indwelling catheter No. Of( o/x:z;tlents Excellent | Moderate Poor Overall e(f;i():acy rate
Yes 13 6 6 1 92.3
No 38 14 19 5 86.8
Total 51 20 25 6 88.2

Table 5. Bacteriological response to panipenem/betamipron in complicated UTI

Isolates No. of strains | Eradicated (%) Persisted*
Staphylococcus aureus 1 1
Staphylococcus epidermidis 4 4
Gram- Staphylococcus haemolyticus 1 1
positive Enterococcus faecalis 9 9
cocci Enterococcus faecium 1 1
Enterococcus spp. 2 2
Sub-total 18 18(100)

Escherichia coli 13 13
Citrobacter freundii 3 3
Citrobacter diversus 1 1

Klebsiella pneumoniae 5 4 1
Enterobacter cloacae 3 3
Enterobacter aerogenes 1 1
Proteus mirabilis 5 5
Gram- Proteus vulgaris 1 1
negative Providencia stuartii 1 1
rods Morganella morganii 1 1
Serratia marcescens 2 2

Pseudomonas aeruginosa 7 5 2
Pseudomonas cepacia 2 2
Acinetobacter calcoaceticus 3 3
Alcaligenes faecalis 1 1
Unnamed IVc-2 1 1

Sub-total 50 47(94.0) 3

Total 68 65(95.6) 3

* . regardless of bacterial count
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offl, B2 BT, BIEZ.T%TH, BHEBMM
BBt 4 380 T, EMI3B, FHR16HI, DRER 46,
w4 5 BT, BRET6.3% TH - 72, BMRINARED
1P FEENE TEMEHEL /2 (Table 7).

5. kett

BERIRY 3 v 7B L VIER - It 2 BIAEESH &
nize 39 70 1HIISTROBHETER T L LX—
|18 - 72 %, PAPM/BP & {#EB#5105r ¢ 5\ L T
E#74/60mmHg, MRIA162, FIRE28E %Y, ME%
BFT /) —¥HH 0, FOERIAH NS MEREA

Table 6. Strains® appearing after panipenem/betamipron
treatment in complicated UTI

Isolates No. of strains

Enterococcus faecalis 1
Enterococcus spp.
Pseudomonas aeruginosa
Xanthomonas maltophilia
Achromobacter xylosoxidans

Glucose-nonfermenting Gram-
negative rods
Yeast-like organism

O N = N e e

Total

* : regardless of bacterial count

No. of patients in whom strains

appeared 8/59 (13.6%)

Total No. of patients

be& e o 72728, 7277512 dopamine THIFEL, &R
MCEEL 72, BR - \BHORESIZ 1 BB ORSRIC
Ao, BETH-2H, BEOFLAICL) UKD
Eizpilk &2 BIEHOREEREKIZ3.3% (2/60) TH -
72,

FERBRAEEREY 3B 6 A 572, GOT, GPT
DERBEFENEFN 24, LDH O L&A1 4, BHIMmEE
DRI 1 HFICBOH LNz, EHITLIZATASE,
GOT, GPT, LDH E&» 18 Tiz GOT »19—-64(1U/
DE%, H&E514%7 BEIIC21AU/) & % » 72, 72, GPT
1219-61IU/) & %, #n123(1U0/1), LDH (3198—
23700/ x % Y, D 1%188(IU/NTH » 72, — A,
GOT, GPT E&n 1#ITix, GOT »33—98(1U/1) &
N, 2n%120U/) & % - 72, —FH O A MERF DD
N 1#i34,800/mm3Ah* 52,100/ mmdz A L 1255, 2
o follow up I34TZ A dr o 72, WTNOEFILEET
RS T 1%, ERLHICEEL 72(Table 8),

. # =

PAPM/BP iz =# R ettic kD Rvwlig iz 7
NWRRE LAREWE D PAPM &, FOBEEHRR
L TH B RAF LR DA 4 > @EAER 0 BP D&
BTh,

PAPM i3 # W xR L REBEHORFH TH 5 GPC
%5 GNR F TOMREWTE A7 + 7 L LEBWHIHE
HEEFEL TS, FrOREFTTL, PAPMIZIZEA Y

Table 7. Clinical efficacy of panipenem/betamipron by attending doctors

. . No. of Clinical efficacy Efficacy
Diagnosis ; 9
cases |Excellent| Good | Fair | Poor |Unknown| rate (%)
Chronic complicated pyelonephritis 21 5 9 3 2 2 73.7
Chronic complicated cystitis 38 13 16 4 5 76.3
Prostatitis 1 1 100.0
Total 60 18 26 7 7 2 75.9
Table 8. Changes in laboratory results
tem Total No. of Aggravated (relation to the drug)
patients evaluated | Definite | Probable | Possible | Total (%)
WBC 58 1 1(1.7)
GOT 58 2 2(3.4)
GPT 58 2 2(3.4)
LDH 57 1 1(1.8)
No. of patients with abnormal 3
laboratory findings
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DW T, IPM A% T, CAZ X NNz MIC 27RL
7z L L%eh s, P. aeruginosa \=3+3 % MIC i3
455 Tz,

HEHENE R B e 1o 3§ B AR DEERRIRIZ, UTI
HET8.2% L BH THWAREEL AL, RERHHT
BRI BWTHT5.0% L BWBREERL 2,
F12, AT—TNVEEBEFISITL TH92.3% LD T
Ehrotz, ZNZ X, Bk PAPM O WHE &
BLEVIHEARZ P 7L2RBLTWRLDEEZL
iz,

HME¥mMICIE, GPCH10% D HEkELZRL,
GNR T194.0% t BHO CEVWEHEEEZRLL, Z
DEVEEEERIFFDL OHENZ L CIBLD
neEZbNLZ, LHPL LML, GNRTIZK
pneumoniae k& P. aeruginosa \ZBRFEKI A LN, &
BEET LDEEZ LD, ZNLDEFEIZ MIC
$%0.39~3.13ug/ml & WEHYE N L DEH ) TH Y,
EKxlicRBET 2 L0 Tidvwhr bamniwy,

F7, AEOBEIZLD, 1HDT 3 v 7ERHIH
BL, AKb -7 7 7 2ARDEKDBEHEIERD 1
DThbyay 7EKEZLDLNDEEZLN, BEEZE

ZY¥5,
UERET 5 &, ARIIBHERBEEEICNL T
BROERENHAFTE 2R THLEZEZ LN,

1)

2)

3)

4)

5)

X (13
Neu H C, Chin N, Saha G, and Labthavikul P :
In vitro activity against aerobic and anaerobic
gram-positive and gram-negative becteria and g
-lactamase stability of RS-533, a novel car-
bapenem. Antimicrob Agents Chemother 30(6) :
828~834, 1986 ‘
FH—X EM B 53800 A{tEREELSEA
AXHBS, TE ORI T LQ), CS976, s,
1990
BALEREYS B/ REHLERE (MIC) #E
HH®ET I 2 v» T, Chemotherapy 29 : 76~79,
1981
UTI e (RE KBIEK) | UT] EhaRmEs
(% 3 M), Chemothrapy 34 : 408~441, 1986
Rubinn S J et al : Glucose-nonfermenting gram-
negative bacteria (Lennete E H ed.) p. 330~349,
American Soceity for Microbiology, Washington,
D. C. 1985
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FUNDAMENTAL AND CLINICAL STUDIES OF
PANIPENEM/BETAMIPRON IN THE UROLOGICAL FIELD
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Panipenem/betamipron(PAPM/BP) was administered to 59 patients with complicated urinary
tract infection and 1 with acute prostatitis, and the following results were obtained.

1) When MICs of panipenem(PAPM), imipenem(IPM) and ceftazidime(CAZ) against bacteria
isolated before treatment were measured, PAPM was found to have equal and superior antibacterial
activities against various bacteria to those of IPM and CAZ.

2) Fifty-one patients with complicated urinary tract infection satisfied the criteria of the Japanese
UTI committee, and 20, 25 and 6 of them were respectively determined to have excellent, good and
poor responeses. The overall clinical efficacy rate was 88.2%.

3) Bacteriologically, the eradication rate of Gram-positive organisms was found to be 100%, and
that of Gram-negative organisms was 94.0%.

4) Side effects were observed in 2 of the 60 patients treated with PAPM/BP ; they are, shock
and vomiting nausea occurring in 1 each. Six incidences of abnormal laboratory finding were
observed in 3 patients, and were mainly related to liver function disorders.



