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FHRES R A VA LRFEYE meropenem (MEPM) D18t SEBRAE I T 2 B2
#, BB I UERAMERIT 27:», imipenem/cilastatin sodium (IPM/CS) % %83
ELUHHR_EEREBAREERL .o MEPMiZ1H1.0g (f2ffH) (MEPM2) %,
IPM/CSiZ1H1.0g (Hffi)/1.0g (IPM/CSE) %, #1H2@BKSFITHRAELTI14H
M5 L, NERRHECLY, UTOBEESB .
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SEXL 5B, BEEHESITEXLRE I L, FOMOBUIABERPIETH2BRE2HES
ISE S & UMREES b T 17T R Ehl,

2) EBEZHE:BAHEIZ, MEPMB86.4% (51/59), IPM/CS #89.3% (50/56) T, Wi
HEcEBRZRED N Mo T2,

3) HBE¥NS R ERFONEAXEIZ, MEPM B 63.4% (26/41), IPM/CS 8 73.2%
(30/41) CHREMICEBEEZRZHONZ LT, BHERIMEE BV TH o L b N XN
7z Pseudomonas aeruginosa O ¥ % ¥ 1x MEPM ££38.1% (8/21), IPM/CS # 30.8% (4/
13) ¢, MEMcAERZERIFED SN o7,

4) TLMEBEMERORB®IZ, MEPM B 3.0% (2/67), IPM/CS#11.1% (7/63) T
DERECEEZRED sk o, EBRERRRS WL -T, BEREBREORE
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YHE R Fig. 1icRU7c48, 140 f-methyl 5 ¥ A L
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Staphylococcus aureus, Streptococcus pneumoniae, Kleb-
siella pneumoniae, P. aeruginosa, Branhamella catarr-
halis, Haemophilus influenzae % MIC,, 28 %, %33
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T, WRBERLE N T 2 HR®EIL86.1% (458/532) T
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Fig.1. Chemical structure of meropenem.
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Table 1. Items and schedule of laboratory tests

Items

Before Day 3 Day 7 Day 14°

Chest roentgenography

[
(@)
®

Erythrocytes
Hemoglobin
. Haematocrit
Blood analysis
Leukocytes

Differential WBC count

Platelets

S-GOT
S-GPT
ALP
Bilirubin

Liver function test

BUN

. Serum-creatinine
Renal function test . .
B2-microglobulin

NAG

i . Protein - Sugar
Urinalysis X .
Sedimentation

CRP

ESR (1 h value)

Direct Cooms’ test

Mycoplasma antibody (CF or IHA)
Others Chlamydia antibody

Cold hemagglutination
Sputum culture

Blood culture

Arterial blood gas

Serum electrolytes

(N NEON NECONON I NN N N N BN N N N N N

| oNoNoNoN N REON NEONON N NN N N N BN N N N N N ]

| N oNON NoRoNoNON N NEON RECHON N NN N N N BN N N N N N J
O
(@)
O

@: indispensable
* last day in case of suspension

NAG: N-acetyl-g-D-glucosaminidase
CF: complement fixation

KOWTHEETY, XSICHEITERELTOHER%
HEL 1

@ Mt
REHEMATOBKER, 2% L L TOMLVRTER
BLUERRERE» >, BHJERLELZHsh
LEFOBK L EHEE L 12,

@ =HEE

BSEEAT ORI, MV SR B X URRRE
MR LT &, HE, PEE BED 3B
HEL 72,

QO: should be performed as often as possible

THA: indirect hemagglutination

@ fER, MROKEE

BRIRIER, RERMS L ULV RATR ORER I
2V Tid, REFOMEICHEL THEL HEFAOSE
ERERLLTHODbLI,

@ BERHE

Er L THEKRERS & VBEBRREREOHBIC KD
&, &%, BE), OB, B 4ERFER L UHIE
TEEICHIE L 720

® HWEFIZIR
BREZHE LR, BEREOHAOHE, Fiy



1432

CHEMOTHERAPY

DEC.1982

BOHBEOEE, HEOR - HRO¥B B &L UREN
HEEAOBBL VicE TR, HE, B BIMK),
T, BWRRARD 4 BRES X CHIETHBICHIEL 72,
® ZTeM

EWER 8 & UBRMEMOREEMIZ, THELE
BL-AAE L EICL, 85I ARLEMEZERIE
FEZERRY cET2WEL L, MEKREMERE
3, HBRDEMIZ Lo TRIRLI. TRbB,
GOT, GPT, ALP, ) r v, BUN 8L UK
KoWLWTiR,ERE-REEOBRE, EW LRHED
120% > REZEME L, BRE-BRHEOBE, AlE
D200%L LE—ENXEME L TRAREHLE L £
NUAOHEB IO W T REME-REHEOESE, HIE
D2W0%ULEREEHE L, REE>REEOHS,
2EUER—EOXR L L TREEHE LI, &5,
9 M EK #id 3,000/mm® K i, FEERR#IE 10% LA £
(%A & L T500/mm?® LA k), /MK #id 10 75/
mm* KEERELL, FOMOEHICOVWTIREH
REFHrERE L L TREEH 2RO, BIFAD 2
WIIERREERBESHBE L ERIC DLW TELHED
FHE AT, MEORBCEIVT, KSMFLTHE
THOORERGCNT 2ABR2Tbb ot BEE%:
“PRMEHD”, BEHEEESTBEHIVIIRE
28k LSRR 3 BUNOME 21T- - BE& % “M
EHHD", ERCHhrbLLIEELEEH SV IIERES
LB b D ER, TR, REEOHREBFLSE
vonkwBet “EREHD” LT,

@ HBHRA%

BEERSHE L B2 WKL, Table 2 DERIZL T
$-T, EbHTHEA, R, ©°EH, FAkLL
D 4 EBREB X CHIETREICHE L 1o

2) FHEICXB¥HE

FHREDHKIZ LD, BREOCEER * BE, TF
fE, BEOD 3R, ERUIRZEY, B PTHE
%h, |ENO 4 BB X CHIETRECHIE, B2

REME, MY (WBAMEK), TE, ERAD 480K
BEUHERBICYEL T, T, BEHRENIER
BLUBMKREMEBEHRLT, SOHTHA, &
B, PeHA, BRtERLO 4B L HETIEIC
HEL T,

7. MRB LUT—F OM

INEREIC L 5 EROYE 1T - Ik, BEMER
NDHRB/EB LIV PO—F—DILEVLDH LT, /N
ZRSHERBEOMBE{T - L&REFZEEL, £0
#ay bo—F—HBAML 1, MEHTIZ, T—5 OBR
HRE WG LC T, Mann-Whitney @ U 8%, Fisher
DHBEREHNE, IR VRBECTIT >/ AE
AW IZFER 5% & L Tz, %8B, P-value 530.05 L1 £
0.1kMDH LIXDPVTEFL LTEOEERDICH
LBl EEMESLUBRAKCOVTRNYT 4
FrvZ7HR (A=0.1) X3RBHOREETT-
f:ll)o

II. B % & &

1. EROAR

B, T2, BEREOHENR L ko IER
2, BUESEXL, BREH REXERE X5V
S LI BRMSAE TH o Nz, Table 3iTRLIzES
n, BR5ERIZ MEPM 2 69 61, IPM/CS & 67
DH 16 P TH o1z DS B/NIEBRASHAECBVT
Eirhr oA sh-21 fl 2B =, MEPM 259 4,
IPM/CS £t 56 Sl D2t 115 # % BRER 201 O AT REE
Bl L, A D2 \vizki%k0Eh% Table4 Rl
720 BWERIIZ, A7 04 FHIHE 20, ERKBER
36, KE¥EE 1F %K< MEPM 267 #, IPM/CS
B 63 BT 130 I AT RIEM & L 7z BIKRE
ERE 2, BFEAMTNRERD SEBRREBO—
BIAEETH - 72 11 Fl 2Bz, MEPM # 64 &1,
IPM/CS B 61 Bl D5t 125 6] % WA Xt REER & L 72
HRAM O, EKHDRFMERNC 26 (B, &
BREORHERASBENA TIRE 2L L 1 - DERFR

Table 2. Criteria for evaluation of usefulness

Clinical efficacy
Side effects and Excellent Good Fair Poor Undecided
abnormal laboratory findings
None + + + - ?
Mild + + + — ?
Yes Moderate + + - -
Severe - - — — —

4 very useful, +: useful, +: slightly useful, —: useless, ?: undecided
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Table 3, Case distribution
Number of Number of Statistical
patients excluded patients evaluated analysis***
. . MEPM* 10 MEPM 59
Clinical efficacy IPM/CS** 11 || IPM/CS 56 NS
Total 21 Total 115
Total number of . MEPM 2 MEPM 67
patients Side effects IPM/CS 4 || IPM/CS 63 NS
MEPM 69 Total 6 Total 130
IPM/CS 67 ||
Total 136 A.‘bn.ormal laboratory MEPM 5 MEPM 64
findings IPM/CS 6 | | IPM/CS 61 NS
Total 11 Total 125
MEPM 10 MEPM 59
Usefulness IPM/CS 9 [ | IPM/CS 58 NS
Total 19 Total 117

NS: not significant

* MEPM: meropenem

** IPM/CS: imipenem/cilastatin sodium
*** Fisher's exact probability test

Table 4. Reasons for exclusion from evaluation of clinical efficacy

Reasons

MEPM"* IPM/CS**

Disease not included in protocol
Severe underlying disease

Violation of administration schedule
Concomitant use of prohibited drugs
Discontinuation due to side effects

N -
—_ - o

Total

10 11

* MEPM: meropenem

DM@ I Th R o 7258, BIfEA2&D TERMEOHF
H%To7: 16, MNRAKBTH - 12 DEEKRSHED
Tt o 128, SEROBWEABENI/:DHE
REOFME2iT- 72160 %inxz, MEPM 2 59 3,
IPM/CS % 58 Bzt 117 Bl %= fEAT N RB & L 72,

2. BEWRKNT

BIRZR BT RE 115 PO BEFREFIcOWT
MR TR L /- (Tables 5~7),

** [PM/CS: imipenem/cilastatin sodium

1) %, E, 4H, EEE, ERKR - S6ED
B, R5EMONBLEREDEE

HEBI D W T it MEPM B2 % ¢ IPM/CS
BeBttes <, mEMcERESE» >t (P=
0.041), “fp, thE, HEE, EBKEE . SHHFEOR
%, RSHEAONBLEREDERICOWVLTIY, W
MicEBEZRZD o R -T2,

2) #%5HM
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Table 5-1, Background data of patients

Items MEPM IPM/CS Statistical analysis
34 Fisher's exact
Sex Male u probability test;
Female 35 22 P=0.041
20~29 3
30~39 4
40~49 2 6
Age (year) 50~59 5 6 NS*
60~69 16 17
70~79 24 21
80s 5 6
39 13 8
- = | s
Body weight (kg) 60~69 6 0 (Wilcoxon’s rank tut;)
P=0.0949
70s
Unknown 4
. Chronic bronchitis 23 32
Diagnosis JUdge'_j by) Bronchiectasis with infection 27 16 NS***
ommittee
Others 9 8
. Mild 15 19
Severity Judgec.:l by) Moderate 44 36 NS*
ommittee
Severe 1
Underlying disease No 16 17 NS**
and/or complication Yes 43 39
Pretreatment with No 44 44 Ns**
antibiotics Yes 15 12
No 25 28
Col itant d b
ncomitant drug Yes 3 28 NS
3~ 6
Duration of test drug 1
administration (day) =13 18 18 N§®
y 14 4 37
<37 11 17
37s~<38 30 23
B T .
ody temp (C) 385 ~<39 12 1 NS
39s 6 2
- 2
+ 31 28
Cough .
¢ + 27 % NS
Unknown 1 2

NS: not significant ~ MEPM: meropenem  IPM/CS: imipenem/cilastatin sodium
*  U-test

** Fisher’s exact probability test

LR 1) x'_tat
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Table 5-2, Background data of patients

Items MEPM IPM/CS Statistical analysis
- 2
+ 12 11
Wil ! k test;
Volume of sputum + 25 33 ! co:o_nos Or:;s
H# 21 8 :
Unknown 1 2
- 2
M 3 2
Property of sputum PM 18 22 NS*
P 36 27
Unknown 2 3
- 21 29
+ 26 22 NS*
Dyspnea Wilcoxon's rank test;
* u 5 P=0.0562
Unknown 1 -
- 54 50
Chest pain + 4 6 NS*
Unknown
- 6 5 NS*
Rales + 34 43 (Wilcoxon’s rank test;)
+ 19 8 P=0.0893
- 52 53
Cyanosis + 7 2 NS*
Unknown 1
- 53 48
Dehydration + 6 7 NS* "
Unknown 1
< 8,000 15 12
8,000= ~ <12,000 30 27
WBC (/mm?) NS*
. 12,000= ~ <20,000 13 17
Unknown 1
<20 7 9
20= ~ <40 15 13
ESR (mm/h) 40 ~ <60 12 7 NS*
60= 16 18
Unknown 9 9
- 3 2
1+~3+ 23 31
CRP 4+~5+ 23 16 NS*
6+~ 9 7
Unknown 1

NS: not significant MEPM: meropenem IPM/CS: imipenem/cilastatin sodium
¢ U-test
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FRED 14 BM O/ S 1 1Th it ER0s 115 i+ 78
# (MEPM g 41 81, IPM/CS R 378)), 7~13 8T
thik & h 7o fEB) 25 36 5 (MEPM ¢ 18 41, IPM/CS
B 184), 3~6 HTHik & hi-fEH 2 IPM/CS #ic
1Bbo7, TORFCOVLTHRBEMICHEZIIREY
shinof,

3) M4

WS E X % 55 % (MEPM 2 23 #l, IPM/CS B
28, BREHS AE XL BRE 436 (MEPM 8
276, IPM/CSE165)) B & U'% DM SMHR
RAELTH (MEPM B98I, IPM/CSESH) T b
D, EHSMC OV THEMCERZRBED Shikh
272,

4) B5HIOER - TR, BEKREM

AFBRBMATOKR, WK, ERORB L UHR,
TR, KE, WSS E, F7 -+, BRAER,
BHiEk#K, FKikfl, CRPOBEBIz >V Tk, BER
ICDOWTMEPM BN IPM/CSE IV ERICE 25

feot (P=0.0475), ® Dt HEB CREHMIEE
BB oo,

5) EANB L UEFERYE

Table 6 ICRL Iz B, REMDEE» SRS
NIEEBELETHS LIBRETHE SN IEMIZ
2FTHD, £ b HHMEELSES I MEPM B
G (77 LBEEBRERIG, /7 LAEER
QufER) 29 B), IPM/CS B 358 (7 7 LEREEBL
EFRIF, 77 LBUEEBRRIES 266 T, AXE
BRSEH 1 MEPM 22361, IPM/CSE6HITH -
feo ZEORMOVLTHBEMCERZIBY Shiah
ol BREREKR S LBREETH), HEFICR
L HMEBBRETIX P. aeruginosa 334 AT b - &
b® <, RWTS. pneumoniae H3 13 M, B. catarr-
halis 8 & U H. influenzae 5% 78, S. aureus % 4
Bl ThHot:, BLEED MEPM 8 X FIPM i xf
THEFRBUESAFIC OV TRAEMCEEZ DY
sz oz (Table 7),

Table 6. Distribution of causative organisms

Statistical
Causative organisms MEPM IPM/CS .
analysis®
Monomicrobial infection 38 35 NS
Polymicrobial infection 3 6
. S. aureus 1 3
Gram-positive .
. S. pneumoniae 7 [3 =
cocci .
E. faecalis 1
K. pneumoniae 1 1
Mono- K. oxytoca 1
microbial G " S. marcescens 1
. . ram-negative
infection . £ P. aeruginosa 21 13
bacteria . -
P. putida 1 1
B. catarrhalis 3 4
H. influenzae 2 5
Haemophilus sp. 1
S. aureus + K. pneumoniae 1
S. pneumoniae + S. aureus 1
Pol S. pneumoniae + P. aeruginosa 1
oly-
. y . S. pneumoniae + H. influenzae 2
microbial . —
R . K. pne + P. aerug + S. aureus 1
infection .
P. aeruginosa + A. xylosoxydans 1
H. influenzae + S. aureus 1
H. infl + S p 1

NS: not significant MEPM: meropenem
* Fisher's exact probability test

IPM/CS: imipenem/cilastatin sodium
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3. ERZR

1) IBASYHE

@® KBIEEKRIER

MEBREHEC X BEBADOBKRR % Table 8 i
Rk, B EYE 2D ENER, BHAE
¥ # T & MEPM ££91.3% (21/23), IPM/CS &
90.6% (29/32), B+ 2 > A B XL BE T
MEPM #£ 77.8% (21/27), IPM/CS 8¢ 87.5% (14/
16), % OO TEEREE 2 ] U LEH OBRE
it, MEPM B£86.4% (51/59), IPM/CS #89.3%
(50/56) THD, VTFhOBS LHHMcERE IR
vonhole, £, FAEMOREEZIT-oEZ
5, MRS EIED SN T,

@ EEERIRKR

SEFIC D W TEIEERIC A 7-EKYERE % Table 9
KRL %, BEHOFZEIZ, MEPM #73.3%
(11/15), IPM/CS#£94.7% (18/19), T EEHOH

%) % & MEPM 2% 90.9% (40/44), IPM/CS 1% 86.1
% (31/36) T, WFhOWS LHHMCHEE IR
Honihol, KEFIZIPM/CSEC1HIRS N,
EWTH- I,

@ XEWER - APHEDHRIERKR

LEHNC DOV TERER - SFHEDOH K L KR
EDBAM % Table 10 2R L 7z, XWKEB-AHED
WIEH T D H % X2, MEPM B 87.5% (14/16),
IPM/CS B 100% (17/17) T, E@&ER-SHHEEZHE
TIEFNTOEYXRIZ, MEPM B£86.0% (37/43),
IPM/CS ££84.6% (33/39) ThhH, WIFhOB/Eb
FAEMICERZRIBD St o e,

@ BEBREFIBKHR

NERASHEIR L DELELSHEE S hERICOW
T, BABIIOHKELIR % Table 11 o/ L 7z, Bilg
BRRES I B 2 FR¥E X MEPM B£81.6% (31/
38), IPM/CS££82.9% (29/35) T&H Y, #dD > b

Table 7. Susceptibility distribution of causative organisms (inoculum size: 10* CFU/ml)

MIC (ug/ml) Statistical
Drugs Treatment Total .
$0.025 0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 analysis
MEPM 5 3 1 1 1 1 1 2 15
MEPM NS
‘ IPM/CS 4 5 3 2 3 1 1 1 20
MEPM 3 1 2 1 3 2 2 1 15
IPM/CS NS
IPM/CS 5 1 4 2 6 1 1 20
NS: not significant MEPM: meropenem IPM/CS: imipenem/cilastatin sodium
* U-test
Table 8. Clinical efficacy classified by diagnosis as evaluated by committee
Efficacy
. . . Statistical
Diagnosis Treatment| Total Excellent Good Fair Poor rate® A
analysis**®
(%)
MEPM 23 2 19 2 91.3
Chronic bronchitis NS
IPM/CS 32 2 27 2 1 90.6
Bronchiectasis with | MEPM 27 5 16 4 2 77.8 NS
infection IPM/CS 16 1 13 2 87.5
MEPM 9 1 8
Others NS
IPM/CS 8 1 6 1
MEPM 59 8 43 4 4 86.4
Total NS
IPM/CS 56 4 46 5 1 89.3

NS: not significant MEPM: meropenem
* (excellent+good) /total

** U-test, Fisher’s exact probability test

IPM/CS: imipenem/cilastatin sodium
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Table 9, Clinical efficacy classified by initial severity as evaluated by committee
Efficacy
Severity | Treatment | Total |Excellent| Good Fair Poor rate Statistical analysis®
(%)
NS
Mild MEPM 15 1 2 2 73.3 Wilcoxon's rank test;
IPM/CS 19 18 1 94.7 P=0.0807
' MEPM 44 8 32 2 2 90.9
Moderat NS
ocerate 1 pm/cs | 36 3 28 " 1 86.1
MEPM
Severe —
IPM/CS 1 1

NS: not significant MEPM: meropenem
* U-test, Fisher's exact probability test

IPM/CS: imipenem/cilastatin sodium

Table 10. Clinical efficacy classified by underlying disease and complication as evaluated by committee

. . Efficacy L
Underlying disease . Statistical
L Treatment| Total | Excellent Good Fair Poor rate X
complication analysis®
(%)
MEPM 16 3 11 2 87.5
Absent NS
IPM/CS 17 1 16 100
MEPM 43 5 32 2 4 86.0
Present NS
IPM/CS 39 3 30 5 1 84.6

NS: not significant MEPM: meropenem
* U-test, Fisher's exact probability test

77 LG E R BEH T i3 MEPM B 9 81l b 2 ),
IPM/CS B9 Bl 8, 7 7 AU ERBES T X
MEPM #£ 75.9% (22/29), IPM/CS E£80.8% (21/
26), ok bBEMHBEH 5 I P aeruginosa i & 3
BB B T 13 MEPM B 71.4% (15/21), IPM/CS
B£69.2% (9/13) THH, WTFhOBE L WM
BFEEERD oo o o, EEBEREER VT
Ho1:48, MEPM # 3 8Ich 24, IPM/CS # 6 #t
2fICHEEHcEEEZERIED S o 12,

2) EWHREHE

FHRESHELZBERIIRDS &, INEEESTHR
ANTFEHIZ DT Table 12 127/ L 72, BMEIZ8
HREX LTI MEPM #87.0% (20/23), IPM/CS
B£93.8% (30/32), BE %> [EXHLRETIE
MEPM #£85.2% (23/27), IPM/CS B£87.5% (14/
16), TDHOBUIEREES*SOL2ENTIX
MEPM #£88.1% (52/59), IPM/CS #91.1% (51/
56) THD, WTFNOBE L HHMEICEEEZIFD S
nWihrotz, £7:, AFEHOREEfToHEZ A, |

IPM/CS: imipenem/cilastatin sodium

HEcRZH R s izd - Iz,

4. BRRER, REREOREE

i, %K, BROBRLS L R, TREE, K
&, MEoE, 7 /—¥, BUkiER, QMR &
fiE, CRP OBEOREB >V THEHI» S DK
ERPREME3, 5, 7, 14 BECRIL, &K%
Fig. 2 iR, BB BT 2HEEE, FikEx
Br MBI 50% 55 100%icd D, LTFhOEBICD
WTHRHBCAEREEZERED SR T,

5. MEFHEHE

NERBSCIVRBABLHAESI L LI KOHE
%, BRI E L » T Table 131Xk LT, MELE
RRL2bbELEABONEARR, HBMBEBRLED
T & MEPM #63.2% (24/38), IPM/CS # 71.4%
(25/35) THY, 205577 LBHE I MEPM #
9 Bich2f, IPM/CSEEIFIF 8B, 7 F ARRMER
MEPM %£51.7% (15/29), IPM/CS 8% 65.4% (17/
26) Tholeo bo b b L @ NIP aer
uginosa \Z DWW IX, HMERIIMEREICH~RTEL,
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Table 11. Clinical efficacy classified by causative organisms as evaluated by committee
Causative organisms Treatment| Total | Excellent [ Good Fair Poor Efficacy Stausu'c f]
rate (%) | analysis
S. aureus MEPM ! :
) IPM/CS 3 3
. MEPM 7 2 5
Gra.n‘l S. pneumoniae IPM/CS 6 1 4 1
positive MEPM N N
cocci ;
E. faecalis IPM/CS
MEPM 9 2 7
Subtotal Iipyvycs| 9 1 7 1
. MEPM 1 1
K. pneumoniae IPM/CS 1 1
MEPM
K. oxytoca IPM/CS| 1 1
S. marcescens MEPM
Mono- ' IPM/CS| 1 1
mictobial MEPM | 21 1 4 N 2 71.4
infecti ' .
iiection . P aerdginosa 1 1ppycs| 13 1 8 3 1 9.2 | NS
ram-
. . MEPM 1 1
negatlye P. putida IPM/CS 1 1
bacteria
. MEPM 3 3
B. catarrhalis IPM/CS 4 1 2 1
. MEPM 2 2
H. influenzae | 1pr/cs| s 1 4
. MEPM 1 1
Haemophilus sp. IPM/CS
MEPM 29 2 20 4 3 75.9
Subtotal - |1pr/cs| 26 3 18 4 1 80.8 NS
MEPM 38 4 27 4 3 81.6
Total IPM/CS| 35 4 2 5 1 82.9 NS
. MEPM
S. aureus + K. pneumoniae IPM/CS 1 1
. MEPM
S. pneumoniae + S. aureus IPM/CS 1 1
S. pneumoniae + MEPM
P. aeruginosa IPM/CS 1 1
S. pneumoniae + MEPM
H. influenzae IPM/CS 2 2
:i)g;bial K. pneumoniae + MEPM 1 1
infection P. aeruginosa + S. aureus IPM/CS
P. aeruginosa + MEPM
A. xylosoxydans IPM/CS 1 1
. MEPM 1 1
H. influenzae + S. aureus IPM/CS
H. influenzae + MEPM 1 1
S. pneumoniae IPM/CS
MEPM 3 2 1
Total IPM/CS| 6 6
MEPM 41 4 29 4 4 80.5
Total IPM/CS| 41 4 31 5 1 85.4 NS

NS: not significant

MEPM: meropenem

* U-test, Fisher’s exact probability test

IPM/CS: imipenem/cilastatin sodium
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Table 12, Clinical efficacy classified by diagnosis as evaluated by doctors
Efficac Statistical
Diagnosis Treatment| Total Excellent Good Fair Poor y i
rate (%) | analysis®
Chronic bronchiti MEPM 23 3 17 2 1 87.0 NS
romc broncilts 1 1pmscs | 32 6 2 2 93.8
Bronchiectasis with MEPM 27 3 20 1 3 85.2 NS
infection IPM/CS 16 4 10 2 87.5
MEPM 9 3 6
Others IPM/CS 8 1 6 1 NS
MEPM 59 9 43 3 4 88.1
Total NS
IPM/CS 56 11 40 5 91.1

NS: not significant MEPM: meropenem
* U-test, Fisher's exact probability test

MEPM 8 38.1% (8/21), IPM/CS #30.8% (4/
13) THY, wIFhoOBE b MEMICERZ DS
nWihot, ZOMOHEBETIZS. aureus B X U P,
putida ZH 1 BEBBREL LU I L THEL 7o, B
BRYEN VBT H > 1208, P. aeruginosa 2 ¥k, S.
aureus 1 BROSERIE L 7o ik L 7=,

6. &TeH

1) &eR

PNEESTHETMRE Sz 130 Blic 813 2 EIfER
HBEKE £ OFER % Table 14 12/ L 7o REEIZ
MEPM #3.0% (2/67), IPM/CS#11.1% (7/63)
T, MEMCERZRIED Sk, FEROAR
i3, MEPM ETREEOEZ 16|, BEDO LBEEF
REZ14l, IPM/CSEHTRBEEOKZ2H, v %
DOFEL - RETFRLIG, EFEOKOBENERE 2 F,
FEEOKNZ-ERE LG, EEOHRY 1§THY,
WTFNLREHIED B VIR T RICERIZEEL 72,

2) EERREMERE

INERSTHRITRRE Sz 1250 81 2 BEER
BEEREEORBE L ZODHEH % Table 15 R L 72,
3B E X MEPM #29.7% (19/64), IPM/CS #
27.9% (17/61) T, MHEMCEREZRZAD S h
o, REVEDOSNIEB R, FEERHKOWS,
GOT, GPT, ALP 0—BM% 0 L8 L * BUN 0k
ATHY, BEILEASEETHH- 7,

7. BR#%

1) /INEASHE

RN R1ITFICONEELHEC L 2E6H
% Table 16 \IC/RL 7z, SLODTHERHEERLED
bEHFARIR, BHESEXLTIEMEPM #91.3

IPM/CS: imipenem/cilastatin sodium

% (21/23), IPM/CS E£87.9% (29/33), B R %
> K X%k fE T 1t MEPM B8 77.8% (21/27),
IPM/CS # 87.5% (14/16), % Dfh DMt K EER
fif # & tr £fE# T 11X, MEPM 2 86.4% (51/59),
IPM/CS B£86.2% (50/58) THD, »WIFhDBEsb
mEMcERZERED SN RO 1z, 2 -AZEOKR
ExRfToMlc s, MBMCcRSKESED SN
(P=0.0431),

2) EHEHE

NERAESTERIREN N7 R DL TEIRENHEE
L7:BHME L Table 17w, b THRALEA
Riedrbel-EHER, BEIEXXTIZI MEPM
B 87.0% (20/23), IPM/CS B£ 84.8% (28/33), &
x5 [EXHLRIE T2 MEPM #81.5% (22/
27), IPM/CS B 87.5% (14/16), #Dfthot@ttsid
REFE2*FULENTIZ, MEPM B86.4% (51/
59), IPM/CS #£84.2% (48/57) THH, wFhD
BEVMEMCEEERID oo, A%
HOREERTocE 2 %, MEMcESHESZDON
7z (P=0.0233),

. * =

SEEX X, MEPM 0@ SERECnT 28
Rt 2 ZBRECFME T 2 BT, IPM/CS % 5B
ELTZEEREEAREERL 12, T Cioi~riz L
i, MEMMAENRE L-ARRARARY B
5HEME IR, XA1H0.5g (J1{f) £E5EHTH5.7
%, 1H1.0g (Hfff) 5B T79.3% LHiENEE
EE2b-oTEN, —H, Bt mBcEESR
< 1H1.0g (Hffl) #ETH+HTH2 DR
2RIH, —MEEKRARY TOBRYEIL, MEEHL
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No. of patients Improve ) S
Symptoms Day provement rate (%) Statllst!cal
nalysis
MEPM [IPM/CS| o 50 40 g0 80 100 "
3 49 39 Q
5 48 39 b
Body temp 7 49 42 NS
14 41 36
Last 48 41 o
3 58 53
5 58 53 <
Cough 7 58 53 Q NS
14 50 46 e
Last 58 53 o d
3 58 52 oWy
5 58 51 N
Volume of sputum 7 58 51 NS
14 49 44
Last 58 52 e}
3 57 51 \
5 57 50 .'°\~
Property of sputum 7 57 50 \'Q NS
14 48 43 Ye)
Last 57 51 o
3 37 28 Q NS (P=0.080)
5 37 28 Q NS
Dyspnea 7 38 28 NS
14 32 26 NS
Last 37 28 NS
3 4 6 ~qO-
5 4 6 Faey
Chest pain 7 4 6 /0 NS
14 3 6 7
Last 5 6 8
3 52 51
5 53 51
Rales 7 53 51 NS
14 47 4 ohe
Last 53 51 ole
3 7 2 0«
5 7 2 Q
Cyanosis 7 7 2 & 4o NS
14 7 2 *-—-i
Last 8 2 "
3 6 7 a_¢
5 6 7 A J
Dehydration 7 6 7 ] NS
14 4 6 ¢
Last 6 7
3 29 34 ~
5 7 3 G&>
WBC 7 42 43 Q NS
14 37 38 é
Last 45 44 ol o
3 22 13 Ot P=0.032
5 6 2 ™ [oo3===0| " ns
ESR 7 39 37 E;" NS
14 35 32 ael NS
Last 43 38 o © NS
3 35 33 e
5 8 3 - S
CRP 7 51 51 h NS
14 43 47 b
Last 55 55 op
NS : not significant. @ meropenem

* Fisher’s exact probability test.

MEPM, meropenem; IPM/CS, imipenem/cilastatin sodium. &~~~ imipenem/cilastatin sodium

Fig. 2. Improvement of initial clinical symptoms.
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Table 14. Side effects
Side effects MEPM IPM/CS Statistical analysis
NS
Fisher's exact
Number of cases with side effects 2/67 (3.0%) 7/63 (11.1%) <prcl>:>a%ility telt;)
P=0.089
Eruption 1 2
Nasopalative dryness 2
Nausea * Anorexia 1
Fatigue - Headache 1
Upper abdominal discomfort 1
Susurrus aurium 1
NS: not significant MEPM: meropenem IPM/CS: imipenem/cilastatin sodium
Table 15. Abnormalities of laboratory findings
Items MEPM IPM/CS Statistical analysis®
ALP1? 1 1
BUNt 3 2
Eosinophil T 4 9
Eosinophil 1, GOT 1, GPT t 1
GOT 1 5 2
GOT1t,GPTt 4
GPT1? 2 2
Number of cases with abnormal laboratory findings 19/64 (29.7%) | 17/61 (27.9%) NS
NS: not significant MEPM: meropenem IPM/CS: imipenem/cilastatin sodium
* Fisher’s exact probability test
Table 16. Usefulness as evaluated by committee
Slightl ful tistical
Diagnosis Treatment | Total |Very useful| Useful 1ently Useless Usefulness Statistica
useful rate® (%) analysis®*
Chronic MEPM 23 1 20 2 91.3 NS
bronchitis IPM/CS 33 29 2 2 87.9
Bronchiectasis MEPM 27 4 17 4 2 77.8
with infection | IPM/CS 16 14 2 87.5 NS
MEPM 9
Others 9
IPM/CS 9 7 1 1
MEPM 59 5 46 4 4 86.4
Total NS
IPM/CS 58 50 5 3 86.2

NS: not significant MEPM: meropenem
* (very useful +useful) /total
** U-test, Fisher’s exact probability test

IPM/CS: imipenem/cilastatin sodium
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Table 17. Usefulness as evaluated by doctors in charge
Ver Slightl Useful Statistical
Diagnosis Treatment | Total y Useful ‘ghtly Useless |Undecided sefulness atie .|c
useful useful rate* (%) | analysis®®
Chronic MEPM 23 2 18 2 1 87.0 NS
bronchitis IPM/CS 33 7 21 5 84.8
Bronchiectasis | MEPM 27 4 18 2 3 81.5 NS
with infection | IPM/CS 16 3 11 2 87.5
oth MEPM 9 3 6
ers IPM/CS | 9 1 5 2 1
MEPM 59 9 42 4 4 86.4
Total NS
IPM/CS 58 11 37 9 1 84.2

NS: not significant MEPM: meropenem
* (very useful +useful)/(total —undecided)
** U-test, Fisher’s exact probability test

LT 88.5%, BMERERRIEICHL T82.8%L
BEOHBBVETH -2k, BLU—BICBH
SEBRRERREETHI BBV DA ER

L, x5Bic13 3 MEPMOERIZ1H1.0g (B
fli) L (MEPM2), IPM/CS 1H1.0g (F7ff)/
1.0g 858 (IPM/CS ) » HEEMEL 7,

FEBROBREEFRIT 136 FlTh - 128, HRH
KB, EELERKBRRE T X Y OEB T 21 filn
B s h 115 Bl BRI R OB RP| L Liz, Th
5IIBUREIR, BEE2HE [LEHRE DX,
ERRBCIRECMARME 255 L TV 2ERTH
of, BEDOEREATF T, iz DOVvT MEPM #
iy, IPM/CSEECESEBER IS { (P=
0.041) 826 ZDHECHEEL THELSHF I
MEPM B4s IPM/CS B L D BWMERC H > 7z (P=
0.0949), % 7z, FER, MR D> b, BE & T
MEPM B SIPM/CSEE LIV EEICH < (P=
0.0475), PR HBEB I UKL IFICO>WVWTH
MEPM # S IPM/CSEE L D EEOHEMIC H - 72
(P=0.0562, P=0.0893), £ DfDEE L Tt
AFEcEEERED shkdho 1z,

INEREI X 2EREIR, £EFICHE T MEPM
7 86.4%, IPM/CS#£89.3%, @M K EXL TR
MEPM ££91.3%, IPM/CSE£90.6%, EX % >
£ % X ¥ 38 £ T 13 MEPM £ 77.8%, IPM/CS &
87.5%THD, WIFNOBE LHEEMCEREEZ LAY
Shig o iz, AHIDO—MREEKRAR TN KBRS
EenT 265K I282.8%THDO, SED86.4%
RIhEEFR—BLTWS, £7-IPM/CSDBEH

IPM/CS: imipenem/cilastatin sodium

BIBoBHMEL THIEMELI.R? LDPLHL
27 bDD, NMEEE L TIZIZEREND 2 KL%
rohnl, BEEROMY LT, MEPMBE iz
IPM/CSEELVBRERBERICS S, WREE, K
W EVNEEDMHEECH -1 L2 ERT 5 LERD
ZORKIZIPM/CS LAIZED DL bEZX ST,
BRI EEER I R BESOBEMRIL, BEEFT
ix MEPM 8 73.3%, IPM/CS #94.7% T MEPM
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B 2B DESBE, BEDEM 2B T 2 P. aer
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Jzo TS DEERIX, FEENITRD ST bih D RBRRE
RBFETHD, BEERVBETH LI bhbrbb
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BRELHRETH-LbDEHEZ SN, PEEFTIR
MEPM $£90.9%, IPM/CS#86.1% C# - 7=, ¥
7o, BEER - AIHEORENCHELIBES, Th
5D WIEFITIE MEPM ££87.5%, IPM/CS £ 100
%T, o ®2EFT 5 T2 MEPM £ 86.0%,
IPM/CS#84.6% TH > 2o BTN DBEE b HEEM
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358 13 B3 P. aeruginosa i & 3 6 DT H - 12,
BAEOM%K R 12 MEPM £63.4%, IPM/CS #
B THEBMCERZEIZD sk b5 I
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MEPM 8 T3, P. aeruginosa 22 #9114 ¥k, S. aur-
eus 3 1 Bk, P putida O 1 BROSIEEL 1ofhiz T~
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11.1% 7T, IPM/CSEDABEWHEAICH -7z (P=
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NREFFELF, BB 178D, BERIE
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BEZRBoohhrot, 72, MEPM B RER
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ThHhol:e REBZBO S5h Dk, GOT, GPT,
ALP o—tk D 8, BUN O L85 L CIFERD
WETHD, 2RVBMRELTH- 1, BLHEOH
TORKRD -7 78 LR EH~BICEIE L 2 2 A1k
oz,

BARIIR LR 2MEL UNEELSTHELLS
A ®Ei1x, MEPM #86.4%, IPM/CS#86.2% Ci&
B ERZRED S b oTe, 1, FEMOR
ExTol e %, MEMCFASHESED Sht,

UEDOR#E» S, MEPM 21 B81.0g (F71f) #&

HicknIPM/CSD1H1.0g (Hff) /1.0g¥5L
BEYETIIFAISMEIIBD S hishr o feds, REHDE
THIM L 2 B4R, FRRMED &5 W TR DOH A
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To evaluate the efficacy, safety and usefulness of meropenem (MEPM), a new carbapenem
antibiotic for injection, in chronic respiratory tract infections, amulticenter double-blind controlled
study was conducted using imipenem/cilastatin sodium (IPM/CS) as the reference drug. Patients
were given 1.0 g of MEPM (the MEPM group) or 1.0g/1.0g of IPM/CS (the IPM/CS group)
daily (b. i. d.) for 14 days as a rule. The results of evaluation by the committee were as follows:

1. Analyzed cases: Among a total of 136 cases, 115 cases were evaluated for clinical efficacy.
These cases included 55 cases of chronic bronchitis, 43 cases of bronchiectasis with infection are 17
cases of pulmonary emphysema or fibroid lung with infection.

2. Clinical efficacy: The efficacy rate was 86.4% (51/59) in the MEPM group vs. 89.3% (50/56)
in the IPM/CS group. There was no significant difference between the two groups.

3. Bacteriological response: The eradication rate was 63.4% (26/41) in the MEPM group vs.
73.2% (30/41) in the IPM/CS group. In cases of infection with Pseudomonas aeruginosa, the eradica-
tion rate was 38.1% (8/21) in the MEPM group vs. 30.8% (4/13) in the IPM/CS group. There was
no significant difference between the two groups.
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4. Safety: The incidence of side effects was 3.0% (2/67) in the MEPM group vs, 11.1% (7/63)
in the IPM/CS group. There was no significant difference between the two groups. No severe side
effects were noted. The incidence of abnormal laboratory findings was 29.7% (19/64) in the MEPM
group vs. 27.9% (17/61) in the IPM/CS group. There was no significant difference between the two
groups. Abnormalities were an increase in eosinophils, transient elevations of GOT, GPT and ALP,
and elevation of BUN.

5. Usefulness: The usefulness rate was 86.4% (51/59) in the MEPM group vs. 86.2% (50/58)
in the IPM/CS group. There was no significant difference between the two groups.

From the above results we concluded that 1.0 g/day of MEPM was as useful as 1.0 g/1.0 g/day of
IPM/CS in chronic respiratory tract infections.



