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HTHRENRT A VIR A L TP &Y E panipenem
(PAPM) & betamipron (N -benzoyl- g -alanine, BP)
t 11 (BERE) cEAELALEHAREYVETDH 5,
PAPM i3 f-lactamase K EZE T, T DOMHEEH LA,
AF) UHEEE T FYERE (MRSA), Enterococcus
faecallis # &t 7 5 LB E, Pseudomonas aeruginosa
»&te 75 LR, Bacteroides fragillis, Clostridium
difficile * SURSHBEZ RN L HEEE 2R T, &7,
BEFRFECL 3TV ABRRERERCS VLT L ENS
EBEHonTBY, TEHEERNDOIFALEZLOLTH
v, PAPM @ v 4 ¥ B & # 3 % T 1& cephaloridine
(CER) 0BEMHINEVZ EBD NI, Bet%®
EHEDEIHI, BEMRABA~D L7 75 LH
WD AAMEER 2B T 2581 4~ |EHlH#F BP t 0
EAFILHER SN, KRB 08 - FRENOBITLR
HThs'™Y,

AH DR - BRORET I T TREBE{TbhTEY,
EFhSORMIIE B AR EEREFLAHEFITRLE
(1990 &, EB) DFES VRISV ACBLIRRE AT
B3, BRIBRIE RFZHEERL Y%

PAPM/BP, IPM/CS, Chronic respiratory tract

g7, ECEEL BEMMK N 2 PAPM/BP ©
AREELKRARY (PAPM/BP1H1.02/1.0g(52) &
S5 & 1H1.58/1.5g(% 2)%5 8 X Uf imipenem/cilasta-
tin sodium (IPM/CS) 1H1.0g/1.0g ($2) &5)
R, AFloMEMMR T 2E®HARIE, 181.0g/
1.0g (22) BEVHELTHIEEZ SN,

UEopicinz, —MEEKARIC 61T 380 SEBR
Er T 2R ER % x T, PAPM/BP 0@ &l &R
ERT 2804, et VRS2 EBRNCTME T
38T, IPM/CS 2RI L 3 2 L&A EERL 72,

I. HRELURKREZE

1. NREBB L UNRIES

19901 A» 5 191 FE48 s TCRLELHES
U2 ORERREZZ L BB T, BERBERICH
DEMOEEBBONTEFENRE Lz, NRER
BRI E U THEEOBEIERTYE (BHEREXL
DRAMHE, BEE2Ff-> LR[EXLEE - [E X
B - RHE - REEER T, UBHRAMKEILD
SHHE, BEEH-o LLELBRIBEMEEER )
L, F#, W, BEZRO®H, CRPEMXL, B
MERGS, KRLTTER &b S HBEREEE L bt



616 CHEMOTHERAPY

MAY 19902

ABBREE L, Iz 16 MU LSO MAMEL, &
MIMbihrote, 102L, FTROWLTILDRMEIC
FUT 2 RF IR SERAL 12,
(1) PAPM/BP 8 & U'IPM/CS Offi#| % 7212 &
B & h—H ORI L ERNRIEH DR E,
(2) B-529LF (ANVNRRALR, €7z h
FRELRBR=VY UREE) HEYRCTVLVEF—D

B H 5 MK,

(3) EMEI-RETEOERES - SOHELHT
Sz, WMORLUBITE I IHRORYLHE
VIR BE (2B, BRREET 58K IEI#G
%)

(4) RWBEICHRL MDD MLY%
EWEBELTHLTLIBKE,

Table 1. Items and schedule of laboratory tests

Item

Before Day 3

g

Day 14

Chest roentgenography

O

O

erythrocytes
hemoglobin

hematocrit

differential WBC count

leukogram

Blood analysis

platelets
prothrombin time

S-GOT
S-GPT

Al-P

Liver function test LDH

yGTP

LAP

total bilirubin

BUN

serum creatinine
creatinine clearance
NAG

B2-microglobulin

Renal function test

(ONoRNONONONONONONORNONORONONONONORN )

sugar
X i protein
Urinalysis .
urobilinogen

sedimentation

0000

serum electrolytes
CRP

ESR (1h value)
direct Coombs’ test
Others
chlamydia antibody
cold hemagglutination
sputum culture

arterial blood gas

mycoplasma antibody (CF or IHA)

000000000000 | @000 0O0|0OO0OO0OOOOO|OOOOOOO0
(ON©]

[ NoN N N N NoNoNolNoNoNoNoRN N N NoNolNoNONONONONONONNONONONONONONG)

O: indispensable
@: should be performed where possible
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(5) HEWZL - fF - BRGERE (Vv 7F=22
Y75 ~A50ml/min ATF) 0P 2EE,

(6) TADADBREED 2 IIPRHZERWME %
5T 3R%E,

(7) 7A%=F, 70€ I FREOFRAELE
LT 5RE,

(8) W -BATBLIUEIRL TV S2R[REED D
38,

(9) SEORKE (Y —1F) icxt L PAPM/
BP L R IPM/CS &5 L T A&,

(100 PAPM/BP & % \>ix IPM/CS i itt4 72 i8R
&Y (Xanthomonas maltophilia, 7 4 W X, < A4
a77 X<, HERZY) KL 2RBBET, K ORR
AR LBV BE,

(11) FRABBIERTOFREAR 512 & D T TITEER DS
HELOOHZREL S VAT HLBE,
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PAPM/BP #: PAPM/BP1H1.0g/1.0g ¥ 58

IPM/CS#:IPM/CS1H1.0g/1.0g&58

Table 2. Criteria for judgement of usefulness

Side effects and Clinical efficacy
abnormal laboratory findings excellent good fair poor undecided
None ++ + + - ?
mild + + + - ?
Yes moderate + + - - -
severe - - - - -
+ +: very useful, +: useful, =: slightly useful, —: useless, ?: undecided
Table 3. Evaluation criteria of symptoms, signs and laboratory findings
Degree
Items
1 2 3 4
Body temperature (C) <37 37~<38 38~<39 239
Cough - + ++
Volume of sputum (ml) - <10ml/day (+) 10~ <50ml/day (++) | =50ml/day (+++)
Property of sputum - M PM P
Dyspnea - + ++
Chest pain - +
Rales - + ++
Cyanosis - +
Dehydration - +
WBC (/mm?®) <8,000 8,000~ <12,000 12,000~ < 20,000 220,000
ESR (mm/h) <20 20~ <40 40~ <60 260
CRP - +~3+ 4+~5+ 26+
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PAPM/BP # T i PAPM/BP 0.5g/0.58 %,
IPM/CS # T2 IPM/CS 0.5g/0.58 % 1 /¥4 7 Vi
FEML, T4 T7LEEEL 29,54 7 V% ER
& L1, PAPM/BP & IPM/CS Oj#|iz, B# D

Total No. of patients

173

PAPM/BP: 84
IPM/CS :89

PAPM/BP, panipenem/betamipron; IPM/CS, imipenem/cilastatin sodium.

Table 4, Case distribution

Clinical efficacy

Side effects

Abnormal
laboratory
findings

Usefulness

MR, EME, RO DB LRANERTSH
D, ZHWRBMRORMEH TR L ¥ S hicrfed,
—EFI45> 3 D DXH £ B — TR OEMI M T 5T L
&AM EORAITHEME £ ML 7o, WAL IRRELE

No. of patients evaluated

146

PAPM/BP: 75
IPM/CS :71

No. of patients excluded

27

PAPM/BP: 9
IPM/CS :18

No. of patients evaluated

159

PAPM/BP: 80
IPM/CS : 79

No. of patients excluded

14

PAPM/BP: 4
IPM/CS :10

No. of patients evaluated

156

PAPM/BP: 80
IPM/CS :76

No. of patients excluded

17

PAPM/BP: 4
IPM/CS :13

No. of patients evaluated

146

PAPM/BP: 75
IPM/CS : 71

No. of patients excluded

27

PAPM/BP: 9
IPM/CS :18
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Table 5. Reasons for exclusion from evaluation of clinical efficacy

Reason Panipenem/betamipron Imipenem/cilastatin sodium
Ineligible disease 5 4
Concomitant use of prohibited drugs 2 7
Secondary administration of duplicated treatment 1 1
Severe underlying disease 1 2
Accompanied by PIE syndrome 1
Symptoms of infection unclear 2
Discontinued due to side effect 1

Total 9 18

PIE: pulmonary infiltration with eosinophilia
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(1) KT (100X) BI2HMBMREB LT MFAR.

Table 6. Background data of patients (1)

Panipenem/ Imipenem/ Statistical
Item . . . . .
betamipron | cilastatin sodium | analysis
male 50 42 NS»
Sex
female 25 29 (P=0.393)
20—29 3
30-39 2
40— 49 6 Ns®
- 12 10
Age (year) 50—59 (P=0.293)
60—69 19 22
70—-179 28 28
80— 5 6
-39 11 17
40—49 31 26
Body weight (kg) 50—59 24 20 NS»
60—69 5 4 (P=0.389)
70-79 2 3
unknown 2
chronic bronchitis 25 23
bronchiectasis with infection 32 31
Diagnosis bronchial asthma with infection 4 5 NS©
(judged by committee) | pulmonary emphysema with infection 10 6 (P=0.904)
pulmonary fibrosis with infection 1 2
others 3 4
. mild 23 26
Severit )
G ‘:r;dyb X ) moderate 51 43 NS
judg y committee severe 1 2 (P=0.545)
Underlying disease no 22 12 NS*»
and/or complication yes 53 59 (P=0.082)
Pretreatment with no 61 56 NS*
antibiotics yes 14 15 (P=0.836)
. no 23 21 NS®
Concomitant drug
yes 52 50 (P=1.000)
3— 6 4 2
Duration of NS®
7-13 21 18
treatment (days) (P=0.459)
14— 50 51

®Fisher's exact test ®: U-test ©: y’-test
NS: not significant
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Table 7. Background data of patients (2)

X . . . . . Statistical
Item Panipenem/betamipron Imipenem/cilastatin sodium i
analysis
<37 11 15
— b)
Body temperature(°C) 37-<38 38 U NS
38—<39 24 18 (P=0.481)
39— 2 4
— 5 1
NS®
Cough + 32 25
(P=0.083)
++ 38 45
- 1
+ 15 10 NS»
Volume of sputum
++ 34 39 (P=0.718)
+++ 25 22
- 1
M 2 4
NS®
Property of sputum PM 20 24
(P=0.295)
P 51 43
unknown 1
- 28 24
NS®
spnea + 32 33
Dyspe (P=0.766)
++ 15 14
Chest pai - 63 61 NS®
est pain + 12 10 (P=0.819)
- 7 7
NS®
Ral + 41 35
ales (P=0.637)
++ 27 29
Dehydrati - 67 63 NS
ydration + 8 8 (P=1.000)
c i - 62 64 NS®
yanosis + 13 7 (P=0.232)

“Fisher’s exact test ®: U-test

NS: not significant
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Table 8. Background data of patients (3)

. . . . . . Statistical
Item Panipenem/betamipron Imipenem/cilastatin sodium .
analysis
>80 3 6
79.9—60 26 24
PaO, NS®
59.9—40 15 11
(mmHg) (P=0.309)
40 > 1 1
unknown 30 29
<49 39 35
PaCoO, NS®
(mmHg) 9 = 6 ! (P=0.665)
mm =0.
€ unknown 30 29
- < 8,000 22 23
8,000— <12,000 35 33
WBC NS®
(/mm®) 12,000 — <20,000 16 11 (P=0.575)
20,000 2 3 e
unknown 1
- <20 10 10
20—<40 14 12
ESR NS»
(mm/h) 40= <60 1 ’ (P=0.374)
m =0.
60— 24 31
unknown 10 9
- 1 2
+~3+ 35 30 "
CRP 4+~5+ 24 23 p NS 0
6+~ 15 15 (P=0.84
unknown 1
oU-test

NS: not significant
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Table 9, Distribution of causative organisms

Causative organism

Panipenem/betamipron

Imipenem/cilastatin sodium

Statistical
analysis

45

40

a)

Monomicrobial infection
Polymicrobial infection

32
13

35
5

Staphylococcus aureus
Streptococcus pneumoniae
Peptostreptococcus spp.
Haemophilus influenzae
Monomicrobial | Haemophilus spp.
infection Klebsiella pneumoniae
Pseudomonas aeruginosa
Pseudomonas spp.
Escherichia coli

Moraxella catarrhalis

2
8

O = 0 e

10

NS
(P=0.383)

Staphylococcus aureus +
Pseudomonas aeruginosa

Staphylococcus aureus +
Haemophilus influenzae

Staphylococcus aureus +
Klebsiella pneumoniae

Streptococcus pneumoniae +
Haemophilus influenzae

Streptococcus pneumoniae +
Pseudomonas aeruginosa

Haemophilus influenzae +
Polymicrobial Pseudomonas aeruginosa

infecti .
infection Haemophilus influenzae +

Moraxella catarrhalis

Pseudomonas aeruginosa +
Proteus mirabilis

Pseudomonas aeruginosa +
Movraxella catarrhalis

Streptococcus pneumoniae +
Pseudomonas aeruginosa +
Moraxella catarrhalis

Streptococcus milleri +
Klebsiella pneumoniae +
Enterobactor cloacae

NS
(P=0.284)

"y’~test NS: not significant
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Table 10. Susceptibility distribution of causative organisms judged by committee
(inoculum size: 10 cells/ml)

MIC (ug/ml) Statistical
Drug | Treatment Total| analysis
0025 0.05 | 0.1 | 0.2 |0.39|0.78|1.56 |3.13|6.25|12.5| 25 | 50 (U- test)

PAP 1 1 35 NS

PAPM M/BP | 10 4 3 4 2 2 3 5

IPM/CS 3 3 3 1 3 2 1 2 18 | (P=0.962)

IPM PAPM/BP | 12 4 3 3 4 6 1 1 1 35 NS
IPM/CS 4 3 4 2 3 1 1 18 | (P=0.939)

NS: not significant
PAPM, panipenem; IPM, imipenem; PAPM/BP, panipenem/betamipron; IPM/CS, imipenem/cilastatin sodium.

Table 11, Clinical efficacy judged by committee

N ¢ Efficacy
Treatment o0 Excellent| Good Fair Poor rate® Statistical analysis
cases
(%)
Panipenem/betamipron 75 10 51 7 7 81.3 NS» NS
Imipenem/cilastatin sodium 71 7 51 8 5 g1.7 | (P=0.787) | (P=1.000)

" (excellent+good) /total ®U-test © Fisher's exact test
NS: not significant

Table 12. Clinical effectiveness by diagnosis judged by committee

No. of Efficacy| Statistical analysis
Diagnosis (committee) Treatment|  |Excellent|Good| Fair | Poor |rate®
cases
(%) b) ac)
. . PAPM/PB| 25 4 17 2 2 84.0 NS NS
Chronic bronchitis
IPM/CS 23 3 17 2 1 87.0 [(P=0.990)|(P=1.000)
. L . PAPM/PB| 32 3 20 5 4 71.9 NS NS
Bronchiectasis with infection
IPM/CS 31 2 22 6 1 77.4 [(P=0.699) | (P=0.774)
. Lo . PAPM/PB| 4 1 3 100.0
Bronchial asthma with infection — —
IPM/CS 5 1 4 100.0
PAPM/PB| 10 2 8 100.0
Pulmonary emphysema with infection _— E—
IPM/CS 6 1 5 100.0
. . . |PAPM/PB| 1 1 100.0
Pulmonary fibrosis with infection —_— —
IPM/CS 2 2 0.0
PAPM/PB| 3 2 1 66.7
Others - -
IPM/CS 4 3 1 75.0

® (excellent+good) /total ®U-test <Fisher's exact test
NS: not significant
PAPM/BP, panipenem/betamipron; IPM/CS, imipenem/cilastatin sodium.
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(2) REE-RMMHE

AIED 2 fEU LOEMERM LT 2,

(3) ROREFEHIZOVLWTRTROMMERYE L
T3,

B MEREL: 3,000/mm® K

FREERE: 10% A, % 7013 ¥l & L T 500/mm®

MUk

/MR #C 10 /5/mm?® K58

7, BEEKIZ, BSHELTELBELEE, &
S bicE->BEEDEE, ABETREOTHRIC
KBTI 0BG rEELL

BFRAMIE Table2 DERIC LIt > T, BHTH
M, B, 6/, BAEZLOIBETHEL
72

fER - TR, BAREREOREBECOWTIRFER
EHERIGCER SO L - BERDER - ArR, KR
HRE % Table3 DEECHESTHTXSL, 53 H
%, THE, U BBROREBE LRI 12,

9. ¥— - I—FOBH, 7—5 O
MNEESWC LV EFROR D HZLOBRE, NERSH
ENfThbhi-, SHEZROABREBHUEM/INER
SHFEFEIODWLWTEEBN WL EBEFR SN,
DBREEFROT - BEIEEH, a2 bu—F—diF
— - a—F R L, 7T—9 O3, BITEE
DEEWCIG U T U-#R%E, Fisher D EZEERHEEH
BV REEEZBAL 2. REDEBAKE ZFH
5% & L7z,
II. & B8 & &

1. BREFIEB L U REIE
Table4icm L7c & 5, B&5 B 3173 B

(PAPM/BP B84 #il, IPM/CS#89%1) T, ZD>
B ERS: - K 27 B bRV 7o 146 B (PAPM/BP ## 75
Bl, IPM/CS 871 ) %RERRINROMITH RE & L
7eo BRS, - B3EHE R % Table5 2R L7z, BIfER DR
ot BN 159 B, ERKME R KA O RE11&
156 B, At OTMIZ 146 B % BTN KRB L L 120

2. KT (Tables 6~8)

ERPR RN RABHT X R 146 5D A 7 % THEM TLUK
L7

1) HAl, £, %E WL BERK BRE
BaHHE BEfMOLERE #HAX 5HHK
(Table 6)

YR, Fih, AE, LWa, BHEE, ERKR-&
BHE, EATOLEREOER, HEEOEES L UK
SHHZ>WTIR, WIFhbHHEECERZRD 13
Honkhrol,

2) BEHIOfER - TR, EKMREM (Tables7,
8)

iR, ZHK, HEE HEOHR, FEREE i
& Mo & BKAER #7 7/ -+, PaO,,
PaCO,, HIMmEkYK, KkBL VP CRPiZD2WT, v
NHABEMCEERZRD DT, HFCHIHL T
72

3) BEAEB L UEFIRRHY

NNBERECTELBELEE S N IEH X85 H)
(PAPM/BP # 45 %, IPM/CSE408) T» - 72,
B R 13 PAPM/BP £ 32 41, IPM/CS # 35 &
T, EyEZS I PAPM/BP B 13 %1, IPM/CS &5
BT -7 (Table9), BRE L HEE & iz 105 ¥
t, BR/FEEHILBE (MIC) 2HET 2 I LT

Table 13. Clinical efficacy classified by initial severity judged by committee

No. of Efficacy Statistical analysis
Severity | Treatment Excellent | Good Fair Poor
cases rate® (%)
b) a,c)
PAPM/BP 23 1 15 3 16/23 ( 69.6) NS NS
Mild ~
IPM/CS 26 1 16 3 17/26 ( 65.4) | (P=0.825) | (P=1.000)
Mod PAPM/BP 51 8 36 4 44/51 ( 86.3) NS NS
oderate
IPM/CS 43 6 33 2 39/43 ( 90.7) | (P=0.807) | (P=0.541)
PAPM/BP 1 1 1/ 1 (100.0)
Severe —_— —_—
IPM/CS 2 2 2/ 2 (100.0)

) (excellent+good) /total ®U-test <Fisher’s exact test
NS: not significant

PAPM/BP, panipenem/betamipron; IPM/CS, imipenem/cilastatin sodium.
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Table 14-1. Clinical efficacy classified by causative organisms judged by committee
No. of Efficac Statistical
Causative organism Treatment 9 | Excellent | Good | Fair | Poor y .
cases rate* (%) analysis®
Staphy! PAPM/BP 2 2 100.0 NS
ococcus aur
Y aures IPM/CS ‘ 3| 75.0 | (P=0.480)
Strept . PAPM/BP 8 1 7 100.0 NS
7
eplococcus pneumoniae IPM/CS 7 1 6 100.0 (P=0.922)
Peptostreptoc PAPM/BP
ostreptococcus ) i
g IPM/CS 1 1 100.0
PAPM/BP 5 1 4 100.0 NS
H hilus i
aemaphilus influenzae IPM/CS 9 1 8 100.0 | (P=0.661)
PAPM/BP 1 1 100.0
Haemophilus spp. / —_—
IPM/CS
R . PAPM/BP 1 1 100.0
Klebsiella pneumoniae -
IPM/CS
Preud . PAPM/BP| 11 5 3 3 45.5 NS
lomo
mas aendgnosa IPM/CS | 10 1 50 3 |1 60.0 | (P=0.306)
Peeud. PAPM/BP 1 1 100.0
udo: . —
cudomonas Spp IPM/CS
Lo . PAPM/BP 2 2 100.0
Escherichia coli —
IPM/CS
. PAPM/BP 1 1 100.0
Moraxella catarrhalis e
IPM/CS 4 4 100.0
. L . PAPM/BP| 32 4 22 3 3 | 81.3 (26/32) NS
Subtotal of monomicrobial infections
IPM/CS 35 3 27 4 1 85.7 (30/35) | (P=0.891)
Staphylococcus aureus + PAPM/BP 3 1 1 1 33.3
Pseudomonas aeruginosa IPM/CS 2 1 1 0.0
Staphylococcus aureus + PAPM/BP
Haemophilus influenzae IPM/CS 1 1 100.0
Staphylococcus aureus + PAPM/BP
Klebsiella pneumoniae IPM/CS 1 1 100.0
Streptococcus pneumoniae + PAPM/BP 4 3 1 100.0
Haemophilus influenzae IPM/CS
Streptococcus pneumoniae + PAPM/BP
Pseudomonas aeruginosa IPM/CS 1 1 100.0
Haemophilus influenzae + PAPM/BP 1 1 100.0
Pseudomonas aeruginosa IPM/CS

® (excellent +good)/total oU-test
NS: not significant

PAPM/BP, panipenem/betamipron; IPM/CS, imipenem/cilastatin sodium.
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Table 14-2, Clinical efficacy classified by causative organisms judged by committee
No. of . Efficacy Statistical
Causative organism Treatment Excellent | Good | Fair | Poor i
cases rate” (%) analysis®
Haemophilus influenzae + PAPM/BP 1 1 100.0 o
Moraxella catarrhalis IPM/CS
Pseud aerugi + PAPM/BP 1 1 100.0
Proteus mirabilis IPM/CS
Pseudomonas aeruginosa + PAPM/BP 1 1 0.0
Moraxella catarrhalis IPM/CS
Strept, jae +
éraplococcss pneumofnae PAPM/BP 1 1 0.0
Pseudomonas aeruginosa + —_
i IPM/CS
Movraxella catarrhalis
Streptococcus milleri +
Klebsiella ot PAPM/BP 1 1 100.0 -
ebsiella pneumoniae IPM/CS
Enterobactor cloacae
Subtotal of bolvmicrobial infecti PAPM/BP| 13 3 6 2 2 |69.2 (9/13) NS
micr n n
ubtotal of polymicrobial infections | ypmy/cs 5 1 2| 1 | 1 |60.0(3/ 5 |(P=0.755
Total PAPM/BP| 45 7 28 5 5 77.8 (35/45) NS
ota
IPM/CS 40 4 29 5 2 82.5 (33/40) |(P=0.962)

* (excellent+good) /total »U-test
NS: not significant

PAPM/BP, panipenem/betamipron; IPM/CS, imipenem/cilastatin sodium.

Table 15. Bacteriological efficacy judged by committee

No. of| . Partially . Eradication | Statistical

Treatment Eradicated X Decreased|Unchanged| Replaced | Undecided K
cases eradicated rate(%) | analysis*®

Panipenem/betamipron 75 33 2 2 6 32 76.7 NS
Imipenem/cilastatin sodium | 71 29 2 2 6 32 74.4 | (P=1.000

® (eradicated +replaced) / (total-undecided)
NS: not significant

& 7-53#% (PAPM/BP #f 35 #, IPM/CS B 18 #)
DOEER Izt T 5 MIC 45 % Table 10 iZ 7~ L 72,
WTFROBEHIBWT Y, MHEECEELZRD 3ZED
shizhoiz,

3. EEKTES L CHEZNUER

1) /MEESHE

(1) EBRZE

HERZN R AR R 146 BlO/INERESHIE W & 26K
$R% Tablell it RL 7, EVEB LI UBMERIXZ
¥, PAPM/BP #13.3% (10/75) & 81.3%
(61/75), IPM/CS #9.9% (7/71) & 81.7% (58/

®Fisher’s exact test

71) T, MEMCERZRZDoNLZ 1> T,

(2) ZWARIEGERKLE

INNEESCIVRESNLBEAICL LT 2HA
BIEEKZNR % Table 12 iC R L 72, WFNOLHNEIC
BLTHHAHBICARZERZDShd o T,

(3) EEERIEKRIE

BEHEROEER CERI L ZBEBKZE % Table
1BZRL 7o HEER OFEZXE I PAPM/BP #
86.3% (44/51), IPM/CS#90.7% (39/43) T,
HElcEBREREDohizho Tz, BiE, EETHRE
iz, MEECEEZIZD Loz,
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Table 16-1, Bacteriological efficacy classified by causative organisms judged by committee

No. of] Partiall Eradication | Statistical
Causative organism Treatment Eradicated ) Y Decreased {Unchanged Replaced |Undecided .
cases eradicated rate”(%) |analysis**
Staphyl PAPM/BP| 2 2 100.0
b( J —_—
iococeus aureus PMics | 4| 4 100.0
Strept . PAPM/BP| 8 8 100.0
reptococci 1 —_—
us pneumoniae IPM/CS 7 7 100.0
Peptostrept PAPM/BP .
ostreptococcus spp. IPM/CS ) . 100.0
. ohilus infl PAPM/BP| 5 5 100.0 NS
!
raemophis PM/CS | 9| 7 1 1 7.8 |(P=0.505)
H hil PAPM/BP| 1 1
ae: tlus spp. —
mophills SpP IPM/CS
. PAPM/BP| 1 1 100.0
Klebsiella pneumoniae -
IPM/CS
X PAPM/BP| 11 6 1 3 1 60.0 NS
Pseudomonas aeruginosa
IPM/CS 10 5 5 50.0 |(P=1.000)
PAPM/BP| 1 1 100.0
Pseudomonas spp. —_—
IPM/CS
L . PAPM/BP| 2 2 100.0
Escherichia coli -
IPM/CS
. PAPM/BP| 1 1 100.0
Morvaxella catarrhalis —_—
IPM/CS 4 4 100.0
. ... . |PAPM/BP| 32 26 1 3 2 .7 (26/30)] NS
Subtotal of monomicrobial infections
IPM/CS | 35 28 1 6 .0 (28/35){(P=0.526)
Staphylococcus aureus + PAPM/BP| 3 3 0.0
Pseud. aerugt IPM/CS 2 1 1 0.0
Staphylococcus aureus + PAPM/BP
Haemophilus influenzae IPM/CS 1 1 100.0
Staphylococcus aureus + PAPM/BP
Klebsiella pneumoniae IPM/CS 1 1
Streptococcus pneumoniae + |PAPM/BP| 4 4 100.0
Haemophilus influenzae IPM/CS
Streptococcus pneumoniae + |PAPM/BP
Pseudomonas aeruginosa IPM/CS 1 1 0.0
Haemophilus influenzae + PAPM/BP| 1 1 100.0
Pseudomonas aeruginosa IPM/CS

® (eradicated +replaced) / (total-undecided) ®Fisher's exact test
NS: not significant
PAPM/BP, panipenem/betamipron; IPM/CS, imipenem/cilastatin sodium.
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Table 16-2. Bacteriological efficacy classified by causative organisms judged by cimmittee
. . No.off Partially ., .| Eradication [ Statistical
Causative organism Treatment Eradicated . Decreased [Unchanged) Replaced |undecided .
cases eradicated rate” (%) (analysis*®
Haemophilus influenzae + PAPM/BP| 1 1 100.0 L
Moraxella catarrhalis IPM/CS
Pseudomonas aeruginosa + PAPM/BP| 1 1 0.0 -
Proteus mirabilis IPM/CS
Pseudomonas aeruginosa + PAPM/BP| 1 1 0.0
Moraxella catarrhalis IPM/CS
Strept jae +
Z";"m‘s preumoniae . |papwep| 1 1 0.0
UAOMO nosa —
nas aeriy IPM/CS
Movraxella catarrhalis
Strept. illert +
eplococcus millert ¥ PAPM/BP| 1| 1 100.0
Klebsiella pneumoniae + —
IPM/CS
Enterobactor cloacae
PAPM/BP| 13 7 1 3 53.8 ( 7/13)] NS
Subtotal of polymicrobial infecti
poymICTODIATITeCtonS ibmics | 5| 1 2 1 1 p5.0 (17 0)|(P=0.5%)
Total PAPM/BP| 45 33 2 2 6 2 6.7 (33/43)] NS
ota
IPM/CS 40 29 2 2 6 1 74.4 (29/39){(P=1.000)

* (eradicated +replaced) / (total-undecided)
NS: not significant

®Fisher's exact test

PAPM/BP, panipenem/betamipron; IPM/CS, imipenem/cilastatin sodium.

(4) BEREFIERIE

IEERC L VEBRBEVSRES NI FICDOWT
DEKERIEKZE % Table 14 (2R L7z, BHEEIL,
B RS 38> T PAPM/BP B 81.3% (26/32),
IPM/CS #£85.7% (30/35), MBERE I B W T
PAPM/BP #69.2% (9/13), IPM/CS#60.0%
(3/5) T, & % & ¥/ 8 6l £ 4 T i PAPM/BP 8
77.8% (35/45), IPM/CS B£82.5% (33/40) T &%
D, VFhOBE LEHEBCEEZIFED Shigdho
720

(5) MIEEHNZIE

NERZW X 2MEFHZE % Table 15 2R L 72,
B4k % 12 PAPM/BP B3 76.7% (33/43), IPM/
CSEE0874.4% (29/39), MiEMICAEZERBO O
otz

7z, BREFIOHEMEKE % Table16 IZR L 72,
AR I HMBERLFIZ 8> T PAPM/BP #86.7%
(26/30), IPM/CS #£80.0% (28/35), BB
i v T PAPM/BP #53.8% (7/13), IPM/CS £
25.0% (1/4) THY, WIFh HEHMCEEZ IR

Hohkdotc, HHBEREFICBITZ2ELEDOME
X Staphylococcus aureus, Streptococcus pmeumo-
nige TIX, MEE L b 100%T d > 72, Haemophilus
influenzae T 13, PAPM/BP 8 #3100.0% (5/5),
IPM/CS 8 4377.8% (7/9), P. aeruginosa T i3,
PAPM/BP & »360.0% (6/10), IPM/CS & »s
50.0% (5/10) THDH, WIFhOBELHHMICEE
ERFZOLONLZLoN, LEEHNOBHAR:
Table 17 iZ7x L 72,

2) FHREHE

INNEES THA S NIER 146 ) (PAPM/BP B
758, IPM/CSE 718 oW TOFEEHZEI &
ZEERZR %, Tablel8iZRL 2o EMEB L UEH
% ¥ ix, PAPM/BP £ T 21.3% (16/75) & 84.0%
(63/75), IPM/CS & ©15.5% (11/71) & 87.3%
(62/71) T, MBEMCEERZRZEDShizh o7,

4. R - R, REREOUEE

fER - TR, BRREBEOREE %, RS54 3
H#&, 7H%, 4 HBROIRKFATHERTLIER
% Fig. 1iwRL 7%, BHRBECBWT, WMEABRMIC
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Table 17, Bacteriological response classified by species

Persisted L )
Speci Treatment No. of Eradicated Unknown Eradication | Statistical
cies or now
pe reatmen strains racica rate* (%) test*®
decreased
Staphyl PAPM/BP 5 2 3 2/5
ococcus aureus
viocoe * |1pm/cs 8 6 1 1 6/ 7
Strept . PAPM/BP 13 13 13/13
reptococcus pn ia
prieumoniae | \bm/cs 8 8 8/ 8
L PAPM/BP 1 1 1/1
Streptococcus milleri
IPM/CS
Pebtostredt PAPM/BP
eplostr .
plostreplococcus sPP- | 1pm/cs 1 1 /1
o PAPM/BP 11 11 11/11
Haemophilus influenzae
IPM/CS 10 8 2 8/10
. PAPM/BP 1 1
Haemophilus spp.
IPM/CS
. . PAPM/BP 2 2 2/ 2
Klebsiella pneumoniae
IPM/CS 1 1 1/1
Preud, . PAPM/BP 18 7 10 1 717
cudomonas aen@most | rpmycs 13 5 8 5/13
PAPM/BP 1 1 1/ 1
Pseudomonas spp.
IPM/CS
Lo . PAPM/BP 2 2 2/ 2
Escherichia coli
IPM/CS
PAPM/BP 1 1 1/1
Enterobactor cloacae
IPM/CS
Lo PAPM/BP 1 1 0/ 1
Proteus mirabilis
IPM/CS
. PAPM/BP 4 4 4/ 4
Movraxella catarrhalis
IPM/CS 4 4 4/ 4
44
PAPM/BP 60 44 14 2 /58
(75.9) NS
Total
33/44 (P=1.000)
IPM/CS 45 33 11 1
(75.0)

BEERFEDON LT,

5.
1)

“eradicated/ (total-unknown)

®Fisher's exact test

NS: not significant

PAPM/BP, panipenem/betamipron; IPM/CS, imipenem/cilastatin sodium.

et
BIfER

B DREFTN R 159 Plic 817 2 RELL L U

DOMWiR % Table19 i2 7~ L 7z, PAPM/BP # T 280
B2 (2.5%) &, IPM/CS BT i3 79 6 & 4 B
(5.1%) WEIfEALED shich, MEMcAERER
T s5hiho e, BIfFADOANRIZ, PAPM/BP#



VOL. 40 NO. 5 W4 SN 1ot 2 PAPM/BP 0O X2LLBR 631

Table 18, Clinical efficacy judged by doctors in charge

No. of Effi
Treatment o0 Excellent | Good Fair Poor ieacy Statistical analysis
cases rate” (%)
Panipenem/betamipron 75 16 47 6 6 84.0 NS» NS*©

(P=0.765) | (P=0.641)

Imipenem/cilastatin sodium | 71 11 51 4 5 87.3

® (excellent +good) /total ®U-test “Fisher's exact test
NS: not significant

No. of patients |Improvement rate (%) |Statistical
Symptoms  |Daysgro oM CS| 20 40 60 80 | analysis®

3 64 56 Cr qe

Body temperature | 7 63 54 Coo %;k‘ NS
14 47 44 o O
3 70 70 . O, .

Cough 7| 69 68 : ‘\ﬁ NS
14| 50 54 L ed
3| 74 71 T eo.

Volume of sputum | 7 73 69 : N NS
14 53 55 ; . . .
3 73 71 . . . .

Property of sputum 7 72 69 . :&‘}\. NS
14 | 52 55 .. . d
3 47 47 ! ! y '

Dyspnea 7 46 45 N .\%{0 NS
14| 34 33 R
3] 12 | 10 T o e

Chest pain 7 12 10 oo T NS
14 8 7 ¢ . . )
3 68 64 . . .

Rales 1| &1 | e ; K.% NS
14 49 49 § . . .
3] 13 7 L ela,

Cyanosis 7 13 7 Lo :‘\:V NS
14 11 5 . - 80
3 8 8 L o

Dehydration 7 8 8 F : ; g NS
14 5 4 . . . .
3| s0 44 e

WBC 7 47 44 ! ' : % NS
14 33 36 : ' : :
3| 46 B | ol . .

ESR 7| 48 46 '\%‘ : NS
14 38 36 . . ) .
3 58 58 L o !

CRP 7| 60 56 . \%. NS
14 44 45 ' ' !

PAPM/BP: —e IPM/CS: 0--0

®Fisher's exact test NS: not significant

PAPM/BP, panipenem/betamipron; IPM/CS, imipenem/cilastatin
sodium.

Fig. 1. Improvement of initial clinical symptoms.

TRES, BRTFELELL1H], IPM/CSETIRE IRRMRE AR DR R 156 Bic 81 2 REMER
B, BR, ARTEK - EBX, ARTE - B -EHEd 2 HEXBH £, Table20 R L 2o REXH 3,
HHEZ1BITHS 2, PAPM/BP 2T 80 # 23 6 (28.8%), IPM/CS &

2) ERKREMERY TI6 B 224 (29.0%) wEHS>h, HEEMCER
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Table 19, Side effects judged by committee

Side effects Panipenem/betamipron | Imipenem/cilastatin sodium | Statistical analysis
No. of ith side effect 2/80 4/79 NS*
0.0 w e effects
cases with & (2.5%) (5.1%) (P=0.443)
mild moderate mild moderate

Eruption 1
Fever 1
Nausea 1
Decrease of appetite 1
Decrease of appetite, nausea 1
Decrease of appetite, vomiting, reddened face 1

Total 2 1 3

“Fisher's exact test NS: not significant

ElIvonkhol, TRREEMIL, WL
IFEERE%E, GOT, GPT OLRAZ ¥ THo T

6. HRM

1) /INEBASHE

AR HR 146 BITONEASHEC L 5HHA
#% Table21 i RL7. EAX (BHO»>TERA+ERH)
13 PAPM/BP 8 80.0% (60/75), IPM/CS &
78.9% (56/71) T, MM EREZIFEH oL,
272,

2) THEHE

INERETHAENIER 146 Flic DL TOEKE
HEWw L 2ERAM R Table22 iz R L1, ERAER
PAPM/BP #81.3% (61/75), IPM/CS B£84.5%
(60/71) T, MEMICEEZRBO O Z» T,

. = ”

HNNRFLRAEME L, TIEEEE A7 bV
FHEICBLTENLERTRIH B, —HZDLEN
TRESDPEEMR VBRI REMEELLFATY
2., PAPM/BP i3 PAPM DA LS RALELT®D
Efix4m» LoD, EURKRBAI~OIMYALE,
A A BENEERC L VR &€ % BP LAA
bE¥ILIEVBRLILERITH S,

SEH AL 3, BYSERSE ICNT 5 PAPM/BP
DEYE, Zets L UERNEEEENCTFET 28
BT IPM/CS 23t E L ¥ 2 AR # ML 7o,
MBEICOWTIR, EREECEBERMEML Ts
D, BHSGERLYE &S OIPR R RIYE OWEEIC L <
RS h, ZOERMECHT 2HESREISATLS
IPM/CS B b EYITH B £z 1., IPM/CSDH
% AR, —ME RS & U3 RREE T

Z2PIPCEDEYHEBERBH R L EELLTIH
1.0g/1.0g (22) L ®&EL . PAPM/BPO#S5
RiCOWVT i}, BEKEBRE ICH T 5 —REEKRAR
R, SEERE KT 2ERBRYE, BEPBT,
72 & IR M L 7oA & 1o X 9 5 R
RRTOBRSEYHELT, 1H1.0g/1.0g (22)
ERELI, kB, ARBRTIR, BOBHIC L) EH
OYBHITHER T2, HEO S EAVLBEICE,
BRYOOERETFRTELHELI S, ZhEHSIL
*EMELT, 56, ) —X#OFF%To70
SEOKRNTHB S NIEKRMR IR, NEERHET
PAPM/BP B 81.3%, IPM/CS#81.7%ThD, i
BHMcEEZRRon o, THERHETY
PAPM/BP 2 84.0%, IPM/CS#87.3%THD, i
EMcEEZRRshzro7,
BABIRELBEFARSATH), BREH
4% % |3 PAPM/BP ¥ 76.7%, IPM/CS 8 74.4% &
WL ENERET, AHMcEEEREDOIR
Do tz, BEABEISKRE S NI-ERDONRIZEHERR
2367 B, BEEBREHNI1SHFTHY, HEEL, HE
BRL B\ TPAPM/BP E86.7% (26/30),
IPM/CS B£80.0% (28/35), BB RRICB VT
PAPM/BP B 53.8% (7/13), IPM/CS #25.0%
(1/4) THY, wFhiEHEcEREZRBH SN
Dotr, BREDT R LD IEMERRETS. aur
eus 6 ¥ S. pneumoniae 15 ¥k, H. influenzae 14 1%,
P. aeruginosa 21%, HTHD, BRRELHESN
TERNIEE L bic o,
BEHHEER, FEllE LT, $5HBFOMER
BrBLEEsLT, BERTRHCEREHULOE
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Table 20, Abnormalities of laboratory findings judged by committee

Abnormal findings Panipenem/betamipron Imipenem/cilastatin sodium Statistical analysis
No. of cases with abnormal 23/80 22/76 NS§®
laboratory findings (28.8%) (29.0%) (P=1.000)

WBC | 2

Eosino 9 8

GOTt 2 2

GOT1t,GPT?t 2 3

GOT1t,GPTt, yGTP? 1

GOTt,GPT?t,LDHt 1

GOTt,LDHt, T-Bilt 1

GOT1,BUNt 1

GPT1t 2

AL-P1t 1

AL-P 1, urobilinogen t

AL-Pt, vGTP?t, LAP? 1

LDH 1 1

LDH 1, D-Coombs t

BUN Tt 1

Cerl 1

urinary NAG 1

T-Bilt, D-Bil t

Kt

“Fisher’s exact test NS: not significant

Table 21. Usefulness judged by committee

No. of| Very Slightly Usefulness rate® L. .
Treatment Useful Useless Statistical analysis
cases | useful useful (%)
Panipenem/betamipron 75 10 50 8 7 80.0 NS® NS
Imipenem/cilastatin sodium | 71 6 50 9 6 78.9 (P=0.561) | (P=1.000)

v (very useful +useful) /total  ®U-test  “Fisher’s exact test

NS: not significant

BDObLDEHAL 2o £ DEE PAPM/BP B i3 14
B, IPM/CSBEI 6 tRiEBH L 7z HERL 72208k S
t PAPM/BP D S. aureus, S. epidermidis, X.
maltophilia ZEBER HHE S h, BCEBEBICEEC

2Ry RRshRo T, SEORERTIE, HEL
LT RTOEE - BREEFGCHRCEH T L E2E
HTwisholzted, ZOBRLDEBICHKT 3
LR TELpoNY, SEHRSGEELRELLHERE
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Table 22. Usefulness judged by doctors in charge
No. of | Vi S Usefulness rate*
Treatment o0 hd Useful lightly Useless | Undecided selu t Statistical analysis

cases | useful useful (%)

Panipenem/betamipron | 75 15 46 9 5 0 81.3 NS» NS

Imipenem/cilastatin sodium | 71 | 10 50 5 6 0 84.5 (P=0.729) | (P=0.665)

* (very useful +useful) / (total-undecided) w-test  “Fisher's exact test

NS: not significant
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With the aim of objectively evaluating the efficacy, safety and usefulness of panipenem/betami-
pron (PAPM/BP) in the treatment of chronic respiratory tract infection, a comparative study using
imipenem/cilastatin sodium (IPM/CS) as the control drug was undertaken, and the following
results obtained. Either PAPM/BP or IPM/CS, in a dose of 1.0g/1.0 g daily (in 2 divided doses) ,
was administered for a duration of, in principle, 14 days.

1) Clinical efficacy: The efficacy rate in the judgement of the committee was 81.3% in the PAPM/
BP group and 81.7% in the IPM/CS group, with no significant difference between the two groups.
Judged by the physician in charge, the rate was 84.0% in the PAPM/BP group and 87.3% in the
IPM/CS group, with no significant difference between the two groups.

2) Bacteriological efficacy: The eradication rate was 76.7% in the PAPM/BP group and 74.4%
in the IPM/CS group, with no significant difference between the two groups.

3) Side effects and abnormal laboratory data: The incidence of side effects was 2.5% in the
PAPM/BP group and 5.1% in the IPM/CS group. Abnormal laboratory data were found in 28.8%
and 29.09% respectively, but none was serious and no significant difference was seen between the two
groups.

4) Usefulness: The rate of usefulness was evaluated by the committee to be 80.0% in the PAPM/
BP group and 78.9% in the IPM/CS group, with no significant difference between the two groups.
Judged by the physician in charge, the rate was 81.3% in the PAPM/BP group and 84.5% in the
IPM/CS group, with no significant difference between the two groups.

These results confirm that the administration of PAPM/BP, 1.0g/1.0 g daily in the treatment of
chronic respiratory tract infection is as clinically useful as the administration of IPM/CS, 1.0g/1.0
g daily.



