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Table 1, Items and schedule of laboratory test
Item Before Day 3 Day 7 Day 14

Chest X-ray

Bacteriological examination ) [ ]
Arterial blood gas 0] o
CRP [ ] o
Erythrocyte sedimentation rate o [

Cold hemagglutinin
Mycoplasma antibody
Chlamydia antibody

RBC

Hemoglobin
Hematocrit

WBC

Differential count
Platelet count
Prothrombin time

s-GOT

s-GPT

Alkaline phosphatase
Bilirubin (total, dire)
LDH

vGTP

LAP

BUN
Serum creatinine

Urinary protein
Urinary glucose
Urobilinogen
NAG
B.-microglobulin
Urinary sediment

Serum electrolyte
Coombs’ test

00|00 0000 00 0000000 CO0O0OCGOEOGSGS COOOO 0O

00 0600000 00 0000000 CO00000O0 OCO0CO® 000

(oXolIoNoNoNoNoNoXIoNel IoNoNONONONONOREONON X NoNoNe)
O0O(0O0O0O00C|eo0/000000O COGWOGOOO

@: Essential, O: Insofar as possible
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HEL T,
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B, BEREOFEIZ, BIffRcTR&E2FIEL- 265
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Table 2. Criteria for evaluation of usefulness

Side effects and/or Clinical efficacy
Abnormal laboratory findings | excellent good fair poor unevaluable
No + + + - ?
mild + + + - ?
Yes moderate t t - - -
severe - - - - —
4: very useful, +: useful, +: slightly useful, —: useless, 7: unevaluable

Table 3, Case distribution

Number of patients excluded Number of patients evaluated
L 0 L 28
Clinical efficacy H 4 H U
C 2 C 23
Total 6 Total 75
L 0 L 28
Side effects H 2 H 26
Total number of patients c 0 C 25
L 28 Total 2 Total )
H 28
C 25 [ ]
Total 81 L 0 L ]
Abnormal laboratory H 2 H 26
findings c 0 C 2%
Total 2 Total el
L 0 L 28
Usefulness H 3 H 25
C 1 C 24
L: BIPM 0.3 g/day
H: BIPM 0.6 g/day Total 4 Total 7

C: IPM/CS 1.0 g/day
BIPM: biapenem, IPM/CS: imipenem/cilastatin sodium

Table 4, Reason for exclusion from evaluation of clinical efficacy

Reason L H C
Ineligible disease 1 1
Severe underlying disease 2
Discontinuation due to side effect 1 1

Total 0 4 2
Statistical analysis (x2-test) NS (p=0.472)

NS: not significant
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Table 5-1, Background data of patients
I H c Statistical
tem L analysis
Sex male 17 19 13 N§»
female 1 5 10 (p=0.214)
20~29 1 1
30~39 1 1 1
40~49 2 3 3 Ne¥
Age (Year) 50~59 3 2 —
(p=0.173)
60~69 5 6 7
70~179 14 7 7
80~ 5 ¢ 2
~39 6 3 6
40~49 11 6 6
50~59 8 6 8 NS®
Body weight (kg) 60~69 2 5 3 _
(p=0.419)
70~79
80~ 1
unknown 1 3
‘ mild 5 2 5 NsY
Severity moderate 23 22 18 (p=0.435)
severe
Underlying disease no 5 3 7 NS»
and/or complication yes 23 21 16 (p=0.288)
Pretreatment with neos 22 1; 1: NS»
antibiotics Y (p=0.637)
unknown 1
Concomitant druy, no 10 4 S NS®
€ yes 18 17 14 (p=0.765)
<3
Duration of treatment 3~ 6 1 1 1 NS»
(days) 7~13 12 6 9 (p=0.462)
14~ 15 17 13
<37 6 12 7
Body temperature 37~<38 14 4 10 NS»
(c) 38~<39 7 6 5 (p=0.584)
39 1 2 1
N 16 3 12 **
Cough + 1 _
+ 12 1 . (p=0.024)
- 1 1
+ 3 9
Vel ] + 14 14 8 NS®
olume of sputum mn 5 3 3 (p=0.679)
W 2 2 2
unknown 1

o x?-test, ® H-test
NS: not significant
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Table 6-2. Background data of patients
Statistical
Item L H ¢ analysis
- 1 1 1
p f sout. mucous 1 1 2 Ns®
roperty of sputum mucous purulent 10 6 9 (p=0.89%)
purulent 16 16 11
- 13 10 10 NS®
Dyspnea + 8 9 8 =0
M ; ! 5 (p=0.996)
) - 24 21 22 Ns»
Chest pain + 4 3 1 (p=0.488)
- 6 6 3 Ns»
Rales + 13 12 16 (p=0.841)
+ 9 6 ‘ '
Dehydrati R “ " 2 o
ydration + i 6 1 (p=0.135)
c ] - 25 22 22 Ns*
yanosis + 3 2 1 (p=0.704)
< 8,000 8 4 6
8,000~ <12,000 14 11 10
: ' N
‘(’ZBC ) 12,000~ <20,000 6 6 5 ( =oS:m
mm 20,000 1 1 =
unknown 2 1
<19 3 4 5
ESR 20~ <39 5 1 4 NS®
(mm/h) 40~ <59 ! : : (p=0.850)
60s 10 8 6 ’
unknown 6 7 5
- 1
t~+ 3 5
CRP 2+~3+ 5 9 8 (:f;H
4+~ 18 13 8 p=t
unknown 1 2 2
=80 5 3 1
<80~ 60 4 10 7 NS®
Pa0, <60~ 40 7 3 7 (p=0.258)
<40 1 2 p=r
unknown 11 6 8
<49 13 16 12 -
PaCO, 49s 5 2 4 ( —Nosssz)
unknown 10 6 7 p=r

0 x?-test, YH-test
NS: not significant

1) 5, i, #E
HWHl, FB I CREICBVLT, 3BMEELE

DdEDShizho T,

2) EfERE, EEEKE - SOHE, P

HEE, BRKRE - SOHE, HRAEOREB L UHE

A OLEMEDERIZ OV T IRMIcEE R B3

oo,

3) BEAIOER - FiR, EHRREMR
T x B < R, BEEER, BEOMR, FRER
MasE, Wi &, BAZER, 77/ —+¥, POy,
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PaCO., BIMm¥MM, KB LV CRP izDWVT, Wi
nb IBMCERZIRY 3EDShikdo 1,

4) BEHEB I UENRSY

EBRELEESNLEMNIRS2ATH - 7. BMHE
BRI LBEE204, HEE156, CRRUMTH- I
ARERBRRILELIG, HE16, CRI1AITH-
Too BRBELHEE SN 29 BRI D v T MIC BIE 28
fToh7:s, 3IHMCERLZRY 3B s hkho s
(Table 6).

3. ERR%HR
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FEERZI R % Table7 IR L 7, E¥EREL L UEY
¥ierh®h, LEE10.7% (3/28), 82.1% (23/
28), H#25.0% (6/24), 83.3% (20/24) BX U C

B17.4% (4/23), 78.3% (18/23) TH Y, 3 MM
BEERZRBD SN, T,
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£ 5 0 06 B o0 K AE JE 9 4 T A U o B DR R R %
Table 8 i2R L7zo BERDERH X LB 4/5, H#¥
12 8L UFCH#3/5T, SEMIERERIBD SN
hot, HHETIRLEES2.6% (19/23), HE
86.4% (19/22) 8 & UFCB¥83.3% (15/18) T3 B¥
McEEZ IR Shihol,

3) A ETIERKIR

EABEORE L IER TOMKRR % Table9 i
TL7. BYUEIZLEET6.2% (16/21), HE#80.0%
(12/15) BX U CE73.3% (11/15) TH -1,

4) MEFHIHR

Table 6. Background susceptibility of causative organism

MIC (pg/ml) Statistical
Tested | Treatment Totall analysis
drug Group EEEe——
<0.05{0.10]0.20/0.39(0.78|1.56{3.13|6.25|12.5| 25 50 | 100 {>100 x*-test
L 4 1 2 4 1 12
BIPM H 2 1 1 2 3 9 ( =I;S381)
c 4 1 2 |1 8 [P
L 4 1 4 2 1 12 NS
IPM/CS H 2 1 1 1 2 2 9 (p=0.580)
c 3 1|1 2 1 8 [P

BIPM: biapenem, IPM/CS: imipenem cilastatin sodium

Table 7. Clinical efficacy

No. of Statistical analysis
Drug Excellent Good Fair Poor Efficacy rate (%)
cases x2-test H-test
L 28 3 20 4 1 23/28 (82.1)
H 24 6 14 4 20/24 (83.3) ( _135675) ( _I:SGIO)
c 23 4 14 5 18/23 (18.3) | ° p=0
Table 8. Clinical efficacy (classified by severity)
Efficacy rate| Statistical analysis
Severity |Drug|Total| Excellent | Good Fair Poor | Unevaluable (%)
x3-test H-test
. L 5 4 1 4/5 (80.0) NS NS
Mila | H | 2 ; V2 G000 687)|(p=0.709
c| s 3 2 3/5 (60.0) | P[P
L 23 3 16 3 1 19/23 (82.6) NS NS
Moderate| H | 22 6 13 3 19/22.86.4) | o 937y (p=0.574)
c |8 4 11 3 15/18 (83.3) etk R
L 0/0
Severe | H 0/0
[} 0/0
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Table 9. Clinical efficacy (classified by causative organism)

No. of Efficacy | Statistical
Causative organism Drug 0. 08 pxcellent| Good Fair Poor |Unknown| rate analysis
cases (%) | (x'test)
L
S. aureus H 1 1 100
C 1 1 100
L 6 1 5 100
S. pneumoniae H 2 2 100
C 1 1 100
L
Corynebacterium sp. H 1 1 100
C
L 1 1 100
B. catarrhalis H 2 1 1 50
C 1 1 100
M icrobial L
Of::)ftl:.m 1 M. lacunata H
friection c 1 1 0
L 4 3 1 75
H. influenzae H 6 1 4 1 83.3
C 3 3 100
L 8 4 3 1 50
P. aeruginosa H 2 1 1 50
C 4 3 1 75
L
A. calcoaceticus H
C 1 1 0
L 1 1 100
P. vulgaris H
C 1 1 100
L
P. putida H
C 1 1 0
L 20 1 14 4 1 75 NS
Sub total H 14 8 3 78.6 (p=0.909)
C 14 1 9 4 71.4 :
E. coli L
+ H
B. catarrhalis C 1 1 100
Polymicrobial | > prewmoniat :‘{ 1 1 100
infection H. influenzae C
S. aureus L
+ H 1 1 100
H. influenzae C
L 1 1 100
Sub total H 1 1 100
C 1 1 100
L 21 2 14 4 1 76.2 NS
Total H 15 4 8 3 80.0 (p=0.911)
cl| 15 2 9 4 133 | P

* (excellent+good) /total
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Table 10. Bacteriological efficacy (classified by causative organism)
Partially Eradicati Statistical
t
Causative organism Drug e Eradicated| eradicated | Replaced | Unchanged radica lo.n analysis
cases rate (%) .
or decreased (z*-test)
L
S. aureus H 1 1 100
C 1 1 100
L 6 5 1 100
S. pneumoniae H 2 2 100
[} 1 1 100
L
Corynebacterium sp. H 1 1 100
C
L 1 1 100
B. catarrhalis H 2 1 1 100
(o} 1 1 100
Monomicrobial L
infection M. lacunata H
C 1 1 100
L 4 3 1 75
H. influenzae H 6 4 1 1 66.7
C 3 3 100
L 8 4 1 3 50
P. aeruginosa H 3 2 1 66.7
C 4 3 1 75
L
A. calcoaceticus H
C 1 1 100
L 1 1 100
P. vulgaris H
C 1 1 100
L
P. putida H
C 1 1 100
L 20 14 2 1 3 75 NS
Sub total H 15 11 1 1 2 80 (p=0.833)
cl| 1 11 2 1 92.9 | P
E. coli L
+ H
B. catarrhalis C 1 1 100
Polymicrobial S. pneumoniae L 1 1 100
infection + H
! H. influenzae C
S. aureus L
+ H 1 1 100
H. influenzae C
L 1 1 100
Sub total H 1 1 100
C 1 1 100
L 21 15 2 1 3 76.2 NS
Total H 16 12 1 1 2 81.3 (6=0.830)
c| 15 12 2 1 93.3 | P

* (eradicated +replaced) /total
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Table 11, Side effects

Statistical
Item L H ¢ analysis (g*-test)
Eruption, itch 1 1
Fever 1 1
Number of patients with side effects 1(3.6%) | 1(3.8%) | 2 (8.0%) NS
Number of patients analyzed for side effects 28 26 25 (p=0.720)
Table 12, Abnormal laboratory findings
Statistical
Item
L H ¢ analysis (x*-test)
Eosinophil 1 2 1
Eosinophil 1, GPT 1
Eosinophil t, GOT 1, GPT 1 2
Eosinophil 1, GOT 1, Coombs' test 1
Eosinophil 1, LDH 1, ~GTP 1
GOT1t, 1 1
GOT1t, GPT1 1 1 1
GPT?, Alpt 1
Number of patients with abnormal laboratory findings 5 5 7
y finding 17.9) | (19.2) | 28.0) NS
- (p=0.630)
Number of patients analyzed for abnormal laboratory findings 28 26 25
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Table 13, Usefulness
No. of ] Statistical
0. 0 Very Useful Slightly Useless Usefulness analysis
€ | cases useful useful rate® (%)
x*-test H-test
L 28 3 20 4 1 23/28 (82.1)
NS NS
H 25 5 15 4 1 20/25 (80.0)
=0, 0.783)
c | s 13 6 1 /4 (g | @080 | =

* (very useful +useful) /total
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Dose-finding comparative study on biapenem in the treatment
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In order to find the optimal dose of biapenem (BIPM), a carbapenem antibiotic, for the
treatment of chronic respiratory tract infections, a comparative study was performed using
imipenem/cilastatin sodium (IPM/CS) as a control drug, and the following results were ob-
tained. BIPM at 0.3 (group L) or 0.6 (group H) g/day in two-divided doses and IPM/CS
at 1.0g/1.0g/day (group C) in two-divided doses were systemically administered for 14 days.

1) Clinical effects: The rates for excellent efficacy and efficacy rates were 10.7% (3/28)
and 82.1% (23/28), respectively, in group L, 25.0% (6/24) and 83.3% (20/24) in group H,
and 17.4% (4/23) and 78.3% (18/23) in group C. There were no significant differences
among the 3 groups.

2) Bacteriological effects: The bacterial eradication rates were 76.2% (16/21) in group L,
81.3% (13/16) in Group H and 93.3% (14/15) in C group. There were no significant



1284 CHEMOTHERAPY NOV. 1994

differences among the 3 groups.
3) Side effects were observed at a rate of 3.6% (1/28) in group L, 3.8% (1/26) in group

H and 8.0% (2/28) in C group. None of these side effects were serious.

4) Abnormal laboratory findings were observed at a rate of 17.9% (5/28) in group L,
19.2% {5/26) in group H and 28.0% (7/25) in group C. These abnormal findings were not
serious.

5) Usefulness: Very useful and useful rates were 10.7% (3/28) and 82.1% (23/28), respe-
ctively, in group L, 20.0% (5/25) and 80.0% (20/25) in group H, and 16.7% (4/24) and
70.8% (17/14) in group C. There were no significant differences among the 3 groups.

Based on these results, we concluded that 0.6 g a day was the optimal dosage of BIPM in
the treatment of chronic respiratory tract infections from the point of view of efficacy and
safety.



