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Table 1. Schedule of laboratory tests

Item Before Day 3 Day 7 Day 14
Chest roentgenography o) O O (0]
Sputum culture (e} o o}
Serum electrolyte O (0] 0
Coombs test (direct) (e} (@] 0
ESR (1 h value) (0] (0] o)
CRP o o 0] o}
Mycoplasmal antibody (CF or IHA) (o] 0] (0]
Chlamydial antibody e} 0] (0]
Cold hemagglutination (o] 0] o}
RBC @) 0] o}
Hb @) e} o}
Ht @) o} o)
Blood analysis WBC (e} O (o) (0]
Differential WBC count (e} (o] (®) o}
Platelets (o] @) o}
Prothrombin time test o) o) )
S-GOT (@) (0] o}
S-GPT (@) 0] e}
Al-P O o} 0
Liver function test Bilirubin (e} 0] (o}
LDH (@) o) o)
v-GTP @) (0] 0
LAP @] (o) o}
BUN (@) 0] o}
Renal function test S-Creatinine (0] (0] o}
Creatinine clearance e} 0] 0]
Urinalysis Protein + Sugar 0 (o) o}
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FRENCE

Table 2. Criteria for evaluation of usefulness

. Clinical efficacy
Side effects and abnormal laboratory findings -
Excellent Good Fair Poor Unknown
None + + b — ?
Mild -+ + + - ?
Severe + + - - —
+: very useful +: useful *: slightly useful —: useless ?: unknown
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IMBE L ) BEIZ(P=0.0051, URTE)EETH - 7275,
ZOMDEE TII3HMICAEERROON LD 72,

7) BRHE

RS OBEL S WS N EPRAETH S &/
ZEESTHE SNIEFIII2B1D A TH 712, B
WG ILEESH, HBEL126), IMBESH, HEBHESI
LEE2B), HEELBI, IMBELBITHY, ZOHMmIZoN
TIHMICHEEIRD N h oo, BMERED
o T i3 Streptococcus pneumoniae HS11BI TR S £ {, K

V> T Staphylococcus aureus DS7H TdH - 72 FDfp.
aeruginosa S4BT, Haemophilus influenzae & Klebsiella
pmeumoniae DL 3B THRES N,

3. ERRRIR

1) MEBERHE

OKBRIBRKE

MNERRHEIZ X HREF DKL) R % Table 71
N7, BEXMERRE RO ERFIE, MLTHL
#95.7%(22/23), HE79.3%(23/29), IMEE84.0%
(21/25)DNET, LEISHBEL DV AEICEATH,
(P=0.0243, URRE). M{LIRE, ~1 277 X<
%, BERUEBMMRLED-EERNDOEHERIL, LE

Table 3. Case distribution

Number of patients Number of patients Statistical
excluded evaluated analysis
L 7 L 28
Clinical efficacy H 5 H 31
M 8 [ WM™ 29 NS
Total 20 Total 88
L 4 L 31
. Side effects H 1 H 35
Total number of patients M 5 — M 32 NS
L 35 Total 10 Total 98
H 36
M 37 ]
Total 108 Abnormal laboratory L 7 L 28
findings H 2 H 4
M 9 [ M 28 NS
Total 18 Total 90
L 7 L 28
Usefulness H 5 | H 31
M 7 M 30 NS
Total 19 Total 89
NS: not significant
Table 4. Reasons for exclusion from evaluation of clinical efficacy
Reason L H IM
Disease not included in protocol 4 4 2
Symptoms of infection unclear 1
Violation of administration schedule 3
Concomitant treatment with forbidden drug 1 2
Severe underlying disease 2 1
Total 7 5 8
Statistical analysis NS

NS: not significant
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QEEEFIFRRAR

ERERENIC A7 BEREN R % Table 81278 L7z, BRHE
BINERHRIZLEEL100% (13/13), HEF93.3%(14/15),
IMEE76.9% (10/13)DIETH 1), LESIMEL W AE
12(P=0.0278)ENR T\ 7z, PEEF DOHFMFIILE
80.0%(12/15), IME80.0%(12/15)LRILETH Y,
HEAZN L NIK{688%(11/16)TdH » 7245, 38
MIcEEERZOON 2D 510 EEFNIIIMEEIZ1H

BONEMTH o720 MEPME RS L7228 T, B

fE L) REREDOHDBKRIRAEA 5 7275%, IMBED
ERMREEERE L OMIIZHABLMHERRE Sk

f)")f:o

QORI E - BHEDHERIFERTFE

EREE - AHEORELBERNIRLEOMEL
Table Q127K L7z, N6 DENEF TOHEREG,
H#£90.0%(9/10) Tz b & <, K\ CLE81.3%(13/
16), IMB76.5%(13/17)DIETd - 775, BRI
BEEIEDON o120 —FH, TNOEETAIE
BITOREFRIL, LEIRDLE100%(12/12), X
WTIM#83.3%(10/12), HE76.2%(16/21)DIET
ot HMIIAEEIRDON LD 572,

ORKE BRI E

NERSHZEICL D ERRE SR LTSN
TSREBIT O, REHEBOBRIKEHHE % Table 101278 L7z,
BB REESNC BT A ERFIILEFL100%(8/8), H

Table 5-1. Background data of patients
Item L H M Statistical analysis
Male 18 20 21
Sex Female 0 | 11| s NS
=19 1
20~29 5 3
30~39 3 6 5
40~49 3 2 2
Age (year) 50 ~ 59 3 3 4 NS
60~ 69 9 11 6
70~179 5 6 6
80= 3 2
=39 3 3 2
40~49 6 11 6
Body weight (kg) 50~ 59 13 7 14 NS
60 ~69 5 7 5
70= 1 3 2
Mild 13 15 13 Hetest:
Severity (Committee) Moderate 15 16 15 :
NS
Severe 1
Underlying disease No 16 10 17 x%-test, H-test:
and/or complication Yes 12 21 12 P = 0.0709
No 21 26 24
Pretreatment with antibiotics Yes 5 5 4 NS
Unknown 2 1
. No 15 20 17
Concomitant drug Yes 13 1 12 NS
: - . 3~6 1 2 4
Dl;:tx;)n of test drug administration 7-13 10 1 3 NS
Y 14 17 | 18 | 22
Bacterial pneumonia 23 29 25
. . . Pulmonary suppuration 1
D . NS
lagnosis (Committee) Mycoplasmal pneumonia 4 1 2
Primary atypical pneumonia 1 2

NS: not significant
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Table 5-2. Background data of patients (primary symptoms and laboratory findings)

Item L H M Statistical analysis
<37 3 3 5
37=~<38 10 10 10
Body temp (°C) 38=~<39 9 15 7 NS
39= 5 3 7
Unknown 1
— 2 1 3
+ 9 19 14
Cough # 16 11 12 NS
Unknown 1
— 2 4 3
+ 11 12 17
Volume of sputum + 10 14 5 NS
+ 4 1 4
Unknown 1
M 2 3
PM 17 11 15
Property of sputum P 6 14 8 NS
— 2 4 3
Unknown 1
_ 20 15 2% Kruskal Wallis H-test:
P = 0.0135
-+ 6 15 5
Dyspnea U-test:
+ 1 1
Unknown 1 P = 0.0051
H>IM
— 14 21 21
Chest pain -+ 12 10 8 NS
Unknown 2
— 7 7 5
+ 16 19 22
Rales “ 4 5 2 NS
Unknown 1
— 26 29 29
Cyanosis -+ 1 2 NS
Unknown 1
- 26 28 26
Dehydration + 1 3 3 NS
Unknown 1
‘ < 8000 9 9 9
8000 = ~ <12000 12 13 14
3
WEBC (/mm) 12000 = ~ < 20000 7 8 5 NS
20000 = 1 1
<20 1 1 1
20= ~ <40 8 7 5
ESR (mm/h) 40= ~ <60 ‘4 7 4 NS
60= 10 16 12
Unknown 5 7
1+~3+ 12 11 8
CRP 44 ~54 10 8 15 NS
6+~ 6 12 6

NS: not significant
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s#3 T, FEEVIHELLCBRBRD D B, /A
FRLS TR ENIHEFIIDOWT T & Table 11IT7R
L1t NEBSHTEEIZERY, AREIIHEES3 %
(26/31), IMB79.3%(23/29), L#78.6%(22/28)
DNETH - 724, 3HMICHEEERRDOON LM o7,

4. MEFHEHHE

NEREIZE WRABELHE SN2 OMEF
BRI R Z BRI E LD TTable 1207k L7z, EFIFIO
Fetifb®iz, HEEAT100%(13/13) TR OE L, RKw»
TIME75%(6/8), LEET0%(7/10)DIETDH - 7275,
SEMITHEETEZRDRDON o7 BREILTXT
IR RIS BT AREM L ERB L ShAEET
Hy, BMABEHEDS aurens TIX, LEE2BRP 24K
(100% ), HEE4RRTPARR(100% )D5THE L7-2%, IMBE
DIKRIZTERE L 720 S. preumoniae TIZ R EE L b &4k
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Table 6. Distribution of causative organisms

Causative organism L H M Statistical
analysis
Monomicrobial infection 8 12 8 NS
Polymicrobial infection 2 1 1
S. aureus 2 4 1
S. pneumoniae 2 4 5
Monomicrobial infection H. influenzae 1 2
K. pneumoniae 1 2
P. aeruginosa 2 2
S. aureus + K. pneumoniae 1
. - . S. pneumoniae + B. catarrhalis 1
Polymicrobial infection S. pneu ac + H. influenzae 1
K. pneumoniae + P. aeruginosa 1

NS: not significant

Table 7. Clinical efficacy as evaluated by committee (classified by diagnosis)

Diagnosis Treatment | Total | Excellent | Good | Fair | Poor | Unknown Efficacy rate Statlstl;a]
(%) analysis
L 23 3 19 | 1 95.7 Stz: NS
Bacterial pneumonia H 29 23 | 3| 2 1 79.3 P=0.0243
M 25 3 18 | 3|1 8.0 L>H
L 0
Pulmonary suppuration H 1 1 100
IM 0
L 4 3 1 75.0
Mycoplasmal pneumonia H 1 1 100
IM 2 1 1 50.0
L 1 1 0
Primary atypical pneumonia H 0
IM 2 1 1 50.0
L 28 3 22 1 2 89.3
Total H 31 25 3 2 1 80.6 NS
IM 29 3 20 3 3 79.3

* (Excellent + Good)/Total
NS: not significant
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Table 8. Clinical efficacy as evaluated by committee (classified by severity)

Severity | Treatment | Total | Excellent | Good | Fair | Poor | Unknown gzc?;:’) Statistical analysis
L 13 2 11 100 gr_USk;; 1\?g'alhs H-test:
Mild H 15 14 1 93.3 =0.0:
M 13 10 2 1 76.9 U-test: P=0.0278
) “>1m
L 15 1 m |1 2 80.0
Moderate H 16 11 3 2 68.8 NS
M 15 2 10 | 1 2 80.0
L
Severe H
M 1 1 100

NS: not significant

Table 9. Clinical efficacy as evaluated by committee (classified by underlying disease and complication)

Underlying di§ease *| Treatment | Total | Excellent | Good | Fair | Poor | Unknown Efficacy rate Stansm_:al
complication (%) analysis
L 16 3 10 1 2 81.3
Absent H 10 9 1 90.0 NS
IM 17 3 10 1 3 76.5
L 12 12 100
Present H 21 16 3 1 1 76.2 NS
IM 12 10 2 83.3

NS: not significant
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Table 10. Clinical efficacy as evaluated by committee (classified by causative organisms)
. : . Efficacy rate | Statistical
Causative organism Treatment | Total | Excellent | Good | Fair | Poor | Unknown (%) analysis
L 2 2 100
S. aureus H 4 3 1 75.0
IM 1 1 100
L 2 2 100
S. pneumoniae H 4 3 1 75.0
IM 5 1 3 1 80.0
L L 1 1 100
qu c;rm:robnal H. influenzae H 2 2 100
infection ™M 0
L 1 1 100
K. pneumoniae H 2 2 100
IM 0
L 2 2 100
P. aeruginosa H 0
IM 2 100
L 8 8 100
Sub total H 12 10 83.3 NS
IM 8 1 5 1 1 75.0
S. aureus L 0
+ H 1 1 0
K. pneumoniae IM 0
S. pneumoniae L 0
+ H 0
Polymicrobial | B. catarrhalis M 1 1 100
infection S. pneumoniae L 1 1 100
+ H 0
H. influenzae IM 0
K. pneumoniae L 1 1 100
+ H 0
P. aeruginosa IM 0
L 2 2 100
Sub total H 1 1 0
IM 1 1 100
L 10 10 100
Total H 13 10 76.9 NS
IM 9 1 6 1 1 77.8
NS: not significant
Table 11. Clinical efficacy evaluated by doctors
Treatment Total Excellent Good Fair Poor Unknown Efficacy rate Stanstx.cal
(%) analysis
L 28 6 16 0 0 6 78.6
H 31 5 21 1 2 2 83.9 NS
IM 29 5 18 1 2 79.3

NS: not significant
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Table 12. Bacteriological efficacy classified by causative organisms

. . Eradi- | Partially De- Un- { -Un- | Eradication* | Statistical
Causatxvg organism Treatment | Total cated | eradicated | creased Replaced changed | known | rate (%) analysis
L 2 2 100
S. aureus H 4 3 1 100
M 1 1 0
L 2 2 100
S. pneumoniae H 4 4 100
M 5 4 1 100
o L 1 1 100
Moirr);::tci;zblal H. influenzae H 2 2 100
IM 0
L 1 1 100
K. pneumoniae H 2 2 100
M 0
L 2 2 0
P. aeruginosa H 0
IM 2 1 1 50
S. aureus L 0
+ H 1 1 100
K. pneumoniae IM 0
S. pneumoniae L 0
+ H 0
Polymicrobial | B- catarrhalis M 1 1 100
infection S. preumoniae L 1 1 100
+ H 0
H. influenzae M 0
K. pneumoniae L 1 1** 100
+ H 0
P. aeruginosa M 0
L 10 7 1 2 70
Total H 13 12 1 100 NS
M 9 6 2 1 75
* (Eradicated + Replaced)/(Total — Unknown) **K. pmeumontae eradicated and P. aeruginosa unchanged
NS: not significant
Table 13. Side effects
Item L H IM Statistical analysis
Nausea * Vomiting 0 1 1
Number of patients with side effects 0 1 (2.9%) 1 (3.1%) NS
Number of patients analyzed or side effects 31 35 32

NS: not significant
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Table 14. Abnormal laboratory findings
Item L H ™M Statlstl.cal
analysis
WBC | 1 1
WBC !, Prothrombin time {, GOT t, GPT 1 1
Eosinophil 1 2 2 1
Eosinophil T, GOT 1, GPT 1 2
Eosinophil 1, GOT 1, ALP 1
Eosinophil 1, GPT 1 1
Eosinophil 1, GPT 1, v-GTP 1
Eosinophil 1, ALP 1, LAP 1 1
Eosinophil 1, ALP 1, BUN 1 1
Prothrombin time !, GPT 1, Bilirubin (total) t 1
GOT 1 1
GOT t, GPT 1t 2 2 3
GOT t, GPT 1, ALP 1 1 1
GOT t, GPT 1, ALP 1, LDH 1, v-GTP t, BUN 1 1
GOT 1, B,-microglobulin 1
GPT t, ALP 1, LAP 1 1
ALP 1, K 1 1
v-GTP 1 1
BUN 1, Kt 1
K1 1
Number of patients with abnormal laboratory findings 9 11 13
(32.1%) (32.4%) (46.4%) NS
Number of patients analyzed for abnormal laboratory findings 28 34 28
NS: not significant
Table 15. Usefulness as evaluated by committee
Treatment | Total | Very useful | Useful | Slightly useful | Useless | Unknown Usefulness StaUStu':al
rate (%) analysis
L 28 L2 23 1 2 89.3
H 31 24 2 2 77.4 NS
IM 30 1 21 4 4 73.3
* (Very useful + Useful)/Total
NS: not significant
Table 16. Usefulness as evaluated by doctors
. .
Treatment | Total Very useful Useful Slightly useful Useless Unknown Usefulness Stanstl.cal
rate (%) analysis
L 28 7 15 0 0 6 78.6
H 31 7 18 2 2 2 80.6 NS
M 30 7 17 2 2 2 80.0

* (Very useful + Useful)/Total
NS: not significant
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DOSE-FINDING STUDY ON MEROPENEM IN BACTERIAL PNEUMONIA
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To determine the optimal clinical dose of meropenem (MEPM), a new carbapenem antibiotic for
injection, in bacterial pneumonia, a dose-finding study was conducted by the blind method using
imipenem/cilastatin (IPM/CS) as the control drug.

Patients were given 0.5 g of MEPM a day (L-group) or 1.0 g of MEPM a day (H-group),or 1.0g/1.0 g
of IPM/CS a day (IM-group) for 14 days as a rule. Almost all patients had bacterial pneumonia, but some
had pulmonary suppuration, or mycoplasmal pneumonia or primary atypical pneumonia.

The results as evaluated by the committee were as follows;

1. In the case of bacterial pneumonia, the clinical efficacy rate was 95.7% (22/23) in the L-group,
79.3% (23/29) in the H-group and 84.0% (21/25) in the IM-group. There was a significant difference
between the L-group and the H-group. In the total population, the clinical efficacy rate was 89.3%
(25/28) in the L-group, 80.6% (25/31) in the H-group and 79.3% (23/29) in the IM-group. There were
no significant differences among the 3 groups.

2. Bacteriologically, the eradication rate was 70% (7/10) in the L-group, 100% (13/13) in the
H-group and 75% (6/8) in the IM-group. There were no significant differences among the 3 groups.

3. Side effects were observed in 1 of 35 patients in the H-group and 1 of 32 patients in the
IM-group. None were severe, however.

4. The incidence of abnormal changes in laboratory findings was 32.1% (9/28) in the L-group,
32.4% (11/34) in the H-group and 46.4% (13/28) in the IM-group. There were no significant
differences among the 3 groups. All the changes were mild in degree.

5. The usefulness rate was 89.3% (25/28) in the L-group, 77.4% (24/31) in the H-group and 73.3%
(22/30) in the IM-group. There were no significant differences among the 3 groups.

From the above results we concluded that a daily dose of 0.5 g was the optimal clinical dose for MEPM
in bacterial pneumonia.



