348 CHEMOTHERAPY

MAR. 1802

HE B MRS 48 120 3 3 panipenem/betamipron @ RMSE L BER

KO# ¥ m B %R RE
RIFFRPEZHEB AR 8 & UBIRMER
WM EREER - L~
IR EME TR LIS & UBRER
RE HK"- BN 8— W8 kX
SAMTA SR E =Pt i & UBIMAER
BN Bt-AE —M-T A ¥
BFERKEE=AE & UBIRER
B 4 ¥-F B R &
LElme2an. L e iet s
# #
Vb E TR BRI IRRPRER
(R . MEEAMETE S (T RFEBREAE)
£ = B
BILRIIPRFBEAE
BB BUR R OEE
RAEARZEMEHRAMBRRENE S & UBIERER
WELEE - % F " EEH EM
AE OREH R
HRREREHAFE_NE
VH BV )7 v ERREREDERE
"B KR e SRR K ERRRB AR
N oHOE TR A
BERAFEZBE—NH
NEOKM-H K A &
RN R ERMBFR IR € > 5 — PR IR
A
R R EEEEFIERA BRI
WA @E-#k BS-BY B-RE W
HH BT LB R AIR
RE EE A BUF- =% H—
RRRIEMAEE_AH
= K x @
EQE T AR

* RIBTRAHT 7-1



VOL. 40 NO. 3 AT Bt 48 1o 6 3~ 5 PAPM/BP 0 F REUIRS AR 349

BB ME"- A - = g
) 1 B A 252 B B8 PO s
AR HAR - R4 f8F] - KiFF ¥R
LB RFEFME AR & BB AR
wnoE R OE"-" O ® LS
RIGAF MR FHRATAIB S L UM RS
®» A By -tk BB — BF
RAERKERE AR
mE BY-EF 5H- FREAXR

BAR ¥ ®E IR
WA FEFEHBE IR B & UBIEMS

t B X 0
ERERAEEFMERLHE

OB O Z-/NE 8B TF
X RFRKREFHEN
HOREE
2 INERASER
B arvpo—7—

M MR AIE AR

(FEX3F 11 B 26 HRfT - ¥R 3F 12 A 10 HZE)

B NN~ 3 A FRITEYE panipenem/betamipron (PAPM/BP) OMi@MMA T2 E
BB KT % BT, imipenem/cilastatin sodium (IPM/CS) % xtHE3K & L THEHAER
B2ERL, UFoRkE*E87-, PAPM/BP i3 1 HE&1.0g/1.0g (LUTL#) F/hixl.5g/
1.5g LATHE) %, IPM/CSi31.0g/1.0g (LATIPME) 22hEfh 2EICHI, 148
MRS R2FEAE LT,

1) EERZ$E INEBESHBC L IEMBLIUEMERIZNEN, LEE6.7% (2/30), 80.0
% (24/30), HE 0 % (0/24), 87.5% (21/24) B £ FIPM#0% (0/19), 94.7% (18/
19) ¢, IHBMCERERR D ohEhoT,

2) MBS E EMNERIZLEFLI0% (14/14), HE77.8% (7/9) 8 & VIPM B
100% (8/8) TH -7z,

3) BEER: FERILEIRREF L (0/36), HEE6.1% (2/33) BL U IPME$6.7%
(2/30) T, EELEWERIZED ohdh o7,

4) EFRREEEE REZIILEE28.6% (10/35), HE36.7% (11/30) 8 X UIPM ¥
21.4% (6/28) THY, WThLEELZ LD TIdk» o723, H BOXBHEBE N 30% %282
720

5) A% INEESUTBCL>ERARIILET6.7% (23/30), HEE80.0% (20/25) B &
U IPM #£85.0% (17/20) T, 3HMEREZRXZD SN L» o7,

DRy S, MEEMA s 2 PAPM/BP OBKAR L, BRREBEREORRE
bEEZIZVWNT, 1E0.5g/0.5g1H2E (1H1.0g/1.08) ‘S ELEEZ SN,

Key words: panipenem/betamipron, Bacterial pneumonia, Dose-finding study



350 CHEMOTHERAPY

MAR, 1882

Panipenem/betamipron (PAPM/BP) 1%, SHHAR
HTHREINI DAL NRA LR 4E YK panipenem
(PAPM) & betamipron (N-R>» VA )N, B-7 7=,
BP) L#1:1 (K&t CEALLENANEIRTD
39, PAPM i3 8-lactamase iC BRE T, * DA M¥E M
b3 <, methicillin - resistant  Staphylococcus aureus
(MRSA), Enterococcus faecalis % & tr 7 5 LW,
Pseudomonas  aeruginosa ¥ &t 7 5 LM, Bacter-
oides fragilis, Clostridium difficile % & to 401 & 1238
HiiEEE SR, £, SMRAECL S~y AR
ERHEBCBLTOHLENRBBEH SN TBY, s
BRADEMAL &b THHv, PAPM O v 4+ ¥R BYER
B& T i3 cephaloridine (CER) mW B & D {Ev> T & 0385
Honsed, BLUEILIHH S eHIc, REERIRS
U~DB-7 78 LAMNAAMEERE2ET 2681 4
CMRMEH BP L ORER MR E N, SHWE, A
B, KBE~OBITLRIFTHS,

X2, VB _HRABICBVT, Staphylococcus aur-
eus, Streptococcus pneumoniae s ¥ D7 5 LB,
Moraxella (Branhamella) catarrhalis, Haemophilus
influenzae, P . aeruginosa it ¥ D7 5 LRMEIC X 5 WKk
BRBECHL THOERNE - ZEUBBDL SN, &
El, XA OMEMM RN T 2 E# 5’2 FRN RN
TA2EMT, XH1.0g8/1.0g % -1x1.58/1.5g %
imipenem/cilastatin sodium (IPM/CS) %x{fH¥E L 33
IMT, HEREREEML 12,

I. ®RESLUBRKEE

1. NREBB L USRER

1988 F 12 A» 5 1989 F 11 A CiweEH21 X
BLUZOMERZEZZLILBET, RAREKCH
O EMORESBGONIBEENRE LI, MRE
BaMEMER L T, ®#, CRP B, Mm%,
ISR v BT R s ERRRFER DS ABRBE L L 7,
FRIE LTERIZI6EAEE L, HRIRBbR» -
fo 12720, FTROLThLORGCHYT 5BE L
SR» SR L 12,

1) PAPM/BP 8 XU IPM/CSOmAl £ -1z
& —1 DEFNN L ENRICHHBED BE,

2) B-F7F5LF (ALK, £7 L%
Fli3R=v Y R E) HEYVRCT VX —-BE
DbH5BHE,

3) EEFLRETHOEREKR - AHELXE T
eIz, BERORELETE IR OZLY 2 M H
g BE,

4) EHEZL - BREREODH 2 BHE,

5 TAPABEEDZ L IHR#MEREELXHT

5 ¥,

6) 7AF=F (WA bOU®), JOLIF (5
vy 7 A®) REOFRRELEET 5BHK,

7) R BAPE L RERL TV EAEEDD S
B,

8) SEHORBK (x¥Y—F) cxL PAPM/BP
bL<CIFIPM/CS 25 LTI 8K,

9) PAPM/BP & % >3 IPM/CS it 2 5 A%
&%) (Xanthomonas maltophilia, 74 VA, Myco-
plasma, K7z ¥) o &L 2BRET, KR DORHEH
HARE L D EER,

10) ZEHBMBATOEFRSICL D T TICERY
HELOOHLBEL S FICERATHZBE,

11) ®oft, THEXTHLLED /8%,

2. NEEOREB L UARKEDORNM

AR L L Tid, {LPMECEBERBELL TY
T, MEHEHL S CTFRBEBRAEOHMICL EA
xh, FOEA%CXT 5 HELE Y IPM/CS K
b#YITHLLERXT:, IPM/CSOBRERIZDOWVT
i3, TEGIRREPE It B piperacillin (PIPC) o
EWHEBAROKIK B UKER»S51H1.0g/
1.0g @12k LTHREL

% 7:, PAPM/BP i2—MEKAR TOMAHEI £
X SRR, BETRAE S L UESEERBE N
THHEFANRELS, 1HEIZ1.0g/1.0g 27212
1.5g/1.5g £ L7,

3. HBRERA, &5H&B L UCRS5HE

ABRFEA 1T
LE#:PAPM/BP1H1.0g/1.0g# 58
H#:PAPM/BP 1H1.5g/1.5g &58%
IPME:IPM/CS1H1.0g/1.0g&5%
D3IBEL, 184 7otz L#ETi2 PAPM/BP
0.5g/0.5g %, H® T i3 PAPM/BP 0.75g/0.75g
%, IPM#TIZ1PM/CS 0.5g/0.5g 23875 b
DL, BHE L2417V %21 B LTERER
4 HAELFWM1 4 7VEREL, 1 ERATOHERLE
BANTHELFCMD SN, T¥ bo—F— ik Y
Sz, EXZIZIBE b2 [CS-976 DF (k)] Lt
L, E04HEicEk=L ., &8, PAPM/BP &
IPM/CS o #l i3, HB, BKtt, RuZ D&Y
DOBEFCHBAMAETHY, —HERIROERIZ
RuJgerEZ oz, 12720, ROl L, LEL
HEOMOBAITREM IR T 2L L

SEREHIL, SEHLL 1A T7AVRESREEAE
WI0ml CTCHEBL-bO® 1EZELT, B2
B30 3 L2 7 THERERP O ICARBETSIL



VOL. 40 NO. 3

MBS IR # 1 4 3~ 3 PAPM/BP 0 i I ELBCRARR

351

L7,
BEMMRFERIE LT 14 BME L, ERED
¥k ogheREEFELTEIWI EELT,
4. FEFIOWE T3

RBEF T IEFASE LMEEL, 2V e —F—T
SOLE, HESIUIPMBEXELIENLZS &
S, EEACHIYfFISREAN, ¥F— 2—-FiZ
HBKRTIETaY bo—5—0FEEL, A2FEORE

DT,

nB, KEW DR RBRMAEINCD Y bo—7F
—DSEIER I L o RRER I oL TS RERR 1
REMKEMEDERE (KILEREKS R BEX
¥EPHMEVERE) TITO, WThOBRBEHR &
LHEBICHESLLDOTHD Z LB ENT,

5. %A
HREFKSD, hoyikH, BIWERAToA N

Table 1, Items and schedule of laboratory tests

Item

before day 3 day 7 day 14

Chest roentgenography

©)
O

O O

erythrocytes
hemoglobin
hematocrit
Blood analysis leukocytes

differential WBC count
platelets

prothrombin time

S-GOT
S-GPT
¥GTP

LAP

Al-P

total bilirubin

Liver
function test

BUN

serum creatinine
Renal

. creatinine clearance
function test

NAG
B.-microglobulin

protein
Urinalysis sugar

sedimentation

serum electrolyte

CRP

ESR

direct coombs’ test

mycoplasma antibody (CF or IHA)
Others i .
chlamydia antibody
cold hemagglutination
sputum culture

blood culture

arterial blood gas

O0O0O0|000| @0 0000000 O|OO0OOOO0OO

OO0 000000 |000| @O 0O0O0|0OO0OOOO|OOOOOOO
O0@e@00000|000| @000 OOO0OOOO|OOOOOOO

O: indispensable
@: should be performed as possible
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Table 2, Criteria for evaluation 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
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total No. of patients

106

L: 37
H: 37
IPM: 32

L: PAPM/BP 0.5g/0.5g
H: PAPM/BP 0.75 g/0.75 g
IPM: IPM/CS 0.5 g/0.5 g

Table 3.

— utility

— clinical efficacy

—— side effects

abnormal
—— laboratory
findings

Case distribution

No. of patients evaluated

L:30
73 H: 24
IPM: 19

No. of patients excluded

e

L. 7
33 H: 13
IPM: 13

No. of patients evaluated

L: 36
99 H: 33
IPM: 30

No. of patients excluded

L

L1
7 H: 4
IPM: 2

No. of patients evaluated

L:35
93 H: 30
IPM: 28

No. of patients excluded

1

L2
13 H: 7
IPM: 4

No. of patients evaluated

L:30
75 H: 25
IPM: 20

No. of patients excluded

1

L7
31 H: 12
IPM: 12

PAPM/BP, panipenem/batamipron, IPM/CS, imipenem/cilastatin sodium, IPM, imipenem.



354 CHEMOTHERAPY

MAR, 1892

M YT AR LI, ERORE, BWi4, KiE
B, MEENR, HRMR, AR O L TERE
L EIROHIEERPE THIE 2IT> 120 RBERAMOYE
tx Table 2 DIMIZHE - Io,

8. F— -+ a—FOMH, 77— O

Avra—=5—=In0b L, PNERE L DES
DO BOORE, NERSHUENITONI, BHER
ORBRHEMEIHYEMIC/NBREYEEHICOVWTRM
DI LB E Nk, SEMDT -5 ETE S
h, a3vro—7—-BF— - FEMEFL L,

REFERT - OUEHPRECIEUT, 2 RE,
Kruskal-Wallis ® H 85 % Fiv> T 3 ¥EFIBEM D —#t
HERML, X5610&2KNEEM OB % Tukey
OHEHE (ELICERBE) & & U Fisher 0 #
FEXRETH & T < Bonferroni 3% TRH L 72,

II. B B R &

1. EFIDONR

Table 3wRLc &k 5w, RESERIZ 106 8 (L
BE3TH), HEE3TH, IPME32H) TZDS 5B
BB 13 H 2 BEERB OB R L L 7z,
s B % Table 4 iR L 72,

BIfER DR REI1Z 99 B, BEEKMEERYE DIF
ot RGNz 93 B, BREMOTFMIZ 75 5 % BRI R B
L7,

2. HRET

BRI RBNR 3 FIOERET ¥ 3 BHE THE
L, Table 5wl 72,

1) R, i, KE

R, EB L UEEIIBLT,
DREDHSNL T,

2) EEE, ERKR - SOHE - HAX

INEESHE X 2EEE, BRKE - GHEB &

SEMCAELRIR

UHHAROERICOVTIR, LYY IEMCEE:
W0 IEBED Sz o 1o b8, ERDILEREDHRKIC
DLWTRLEEL IPMBELOMIC, FELRY HHS
b (A

3) KSHIOER, R, WEKREMN

MK, R, O, TROREEN, KM, M
5%, MKER, #7./—+, Pa0,, PaCO,, M
BR#, FEBELUFCRPIC2WLT, »Fhb 3HEM
BREZED IED Y, HFCHMHL T/ (Table
6) I LHEAMOGKBIC OV TIRLESHECK
~, HRIZEL 1,

4) BB L UEFIBZYE
EAELMESNIERNTRZFATH> /2. HEE
Bz LEt 1260, HEsHl, IPM B 7 HITHNER
pzLEE26, HEE26, IPMEBIHI T H D, S.
pneumoniae & H. influenzae 5% { M S h 1z
(Table 7), EEABEME AN 38 kd, 16¥kicD
WTIRMICHIENITONI-H, IEMICEELRDY
BEH SN o7 (Table 8),

3. HRZR

1) NEASHE

a) ERRZR
BAXRIBFBONBASHEC L 2BEKMDES
Table 9WRL7:, ENES L UEWEIIZNATH,
L#6.7% (2/30), 80.0% (24/30), H& 0% (0/
24), 87.5% (21/24) 8 £ VIPM B 0% (0/19),
94.7% (18/19) THDH, E%D 2/ iz ~XTLED
EFRITH- 7, IHMCERZRED Sk, o7,

b) HEEEFIEKLE

K5 EAERF D EREE B BRI L - KSR %R % Table
WAL, BEFOBEREIZLE84.2% (16/
19), H#100% (10/10) ¥ X ©fIPM & 100% (9/

Table 4. Reasons for exclusion from evaluation of clinical efficacy

Reason L H IPM
Severe underlying disease 1 2 2
Secondary administration of duplicated treatment 0 1 0
Symptoms of infection unclear 0 0 1
Unclear shadow in chest X-ray film 0 1 0
Ineligible disease 6 7 6
Loss of chest X-ray film 0 0 3
Dosage insufficient 0 1 1
Concomitant treatment with forbidden drug 0 1 0

Total 7 13 13

IPM, imipenem
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Table 5. Background data of patients

Statistical
Item L H IPM .
analysis
Se male 19 13 11 NS*
X
female 11 11 8 (P=0.789)
19 0 1 0
20—-29 0 3 3
30—-39 5 3 1
NS»
Age (year) 40—49 3 1 2 (P=0.451)
50—59 3 4 2 ‘
60—69 4 2 5
70- 15 10 6
39 2 5 2
40—49 13 10 7
50—59 11 3 6 NSbe
Body weight (kg)
60—69 4 4 2 (P=0.482)
70— 0 1 2
unknown 0 1 0
. mild 19 10 9
Severity NS»
i moderate 10 12
(committee) (P=0.244)
severe 1 2
Underlying disease no 8 5 9 NS»
and/or complication yes 22 19 10 (P=0.147)
. no 20 18 13
Pretreatment with * 0
e . yes 10 3
antibiotics (P=0.039)
unknown 0 0 3
X no 13 13 9 NS®
Concomitant drug
yes 17 11 10 (P=0.730)
<3 0 0 0
Duration of 3—6 2 2 1 NS®
treatment (days) 7-13 7 9 4 (P=0.364)
14— 21 13 14
*x* ¥H “except for “unknown”
NS: not significant
9) T, IRMcARERED sShixdh o, FELE, 2) FHREHE

FETHREKIC, WThoHEHIKLEEZEIZDS5N
ol
c) BEREBKRIR
INBELSHEI & D ERBEOEE L 7-ER TOREK
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(10/14), H#90.0% (9/10) B & FIPM#100%
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FHREHEIC L 5BEERMR 2 2% & T Table 12
WRL7z. EREBLIUEER, LE17.2% B/
29), 79.3% (23/29), H#£37.5% (9/24), 83.3%
(20/24) B & *IPM B 22.2% (4/18), 100% (18/
18) T, IHMIAREZRFED Sk h o7,
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Table 6-1, Background data of patients
Statistical
Item L H IPM
analysis
<37 9 3 3
Body temperature 378 —<38 13 9 4 L 2
() 38s —<39 8 5 10 (P=0.017)
9s 0 7 2
- 1 0 1 NSV
h 1
Cougl + 13 12 1 (P=0.482)
++ 16 12 7
- 2 2 3
+ 13 14 10 NSY
Vol f ++ 7 5
olume of sputum 15 (P=0.239)
+++ 0 1 0
unknown 0 0 1
- 2 2 3
Property of ¢ mucous 4 1 4 NS*
erty of sputum
perty P mucos purulent 11 8 6 (P=0.184)
purulent 13 13 6
- 20 15 14
NS®
Dyspnea + 7 7 4
(P=0.738)
++ 3 2 1
- 18 14 10 NS
Chest pain S
+ 12 10 9 (P=0.875)
- 10 7 8 NS
Rales + 11 12 8
(P=0.581)
++ 9 5 3
- 2 a)
Dehydration 9 1 16 NS
+ 1 5 3 (P=0.131)
. - 25 22 18 NS»
Cyanosis
+ 5 2 1 (P=0.406)
<40 0 0 0
PaO, 40—59.9 4 3 2 NS
(mmHg) 60—79.9 6 10 6 (P=0.836)
80< 4 4 4
—-<30 2 3
PaCoO, 3 NS
(mmHg) 30— <49 12 1 S (P=0.781)
£ 49— 0 0 0 I

=x* ®Hexcept for “unknoun”

NS: not significant
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Table 6-2, Background data of patients

Statistical
Item L H IPM .
analysis
—<8,000 7 4 6
WBC 8,000— <12,000 16 11 6 NS
(/mm®) 12,000 <20,000 6 8 4 (P=0.613)
20,000— 1 3
-19 2 1 1
20—-39 7 6 2
ESR NS®
40—59 5 3 4
(mm/h) (P=0.541)
60— 4 9 11
unknown 2 5 1
- 1 0 1
+~+ 3 1 1 NS
CRP
2+~3+ 7 4 5 (P=0.352)
4+~ 19 19 12
vy ®H “except for “unknown”
NS: not significant
Table 7. Distribution of causative organisms
L H IPM Statistical analysis
Causative organism
14 10 8 P
Monomicrobial infection 12 8 7
Polymicrobial infection 2 2 1
S. aureus 1 1
S. pneumoniae 3 4 3
B. catarrhalis 1
Monomicrobial NS (P=0.444)
A ) E. cloacae 1
infection A
K. pneumoniae 1
P. aeruginosa 2 1
H. influenzae 6 2 1
E. aerogenes +
K. pneumoniae + 1
X. maltophilia
Polymicrobial
FOVMICTORIAL | 5 pmeumoniae + 1 1 1 NS (P=0504)
infection )
H. influenzae
S. aureus + 1
P. aeruginosa

NS: not significant
IPM, imipenem
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Table 8, Susceptibility distribution of causative organisms evaluated by committee
(inoculum size: 10%cells/ml)

Statistical
MIC (ug/ml) lysi
Drug Treatment Total analysis
0.1/ 0.2 {0.39/0.78|1.56|3.13|6.25]|12.5| 25 | 50 (100s H
5
o L 2 2 1 : NS
anipenem H 3 1 1 (P=0.843)
IPM 3 2 1
5
- :; 2 1 1 2 : NS
mipenem 3 ! (P=0.377)
IPM 3 1 1 1

NS: not significant
IPM, imipenem

Table 9. Clinical efficacy evaluated by committee

Efficacy® Statistical analysis
Treatment Total Excellent Good Fair Poor
rate (%) xz- H
L 30 2 22 3 3 80.0
NS NS
H 24 0 21 2 1 87.5
(P=0.336) | (P=0.697)
IPM 19 0 18 1 0 94.7

*excellent + good/total
NS: not significant
IPM, imipenem

Table 10. Clinical efficacy classified by initial severity judged by committee

Efficacy® | Statistical
Severity | Treatment Total Excellent Good Fair Poor rate analysis
(%) H
. NS
Mild H 10 0 10 0 0 100 o
IPM 9 0 9 0 0 100 e
L 10 1 6 1 2 70.0 NS
Moderate H 12 0 10 2 0 833 1 (p=0.480)
IPM 9 0 9 0 0 100 =0.
L 1 0 1 0 0 0
NS
Severe H 2 0 1 0 1 50.0 (P=0.632)

*excellent + good/total
NS: not significant
IPM, imipenem
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Table 11. Clinical efficacy classified by causative organisms evaluated by committee
c i Efficacy® | Statistical
ausa'xve Treatment| Total | Excellent Good Fair Poor rate analysis
organism
(%) H
L 1 1
S. aureus H 0 -
IPM 1 1
L 3 2 1 66.7
) NS
S. pneumoniae H 4 4 100 (P=0.311)
IPM 3 3 100
L 1 1
B. catarrhalis H 0 -
IPM 0
8
B=i L 1 1
é E. cloacae H 0 -
= IPM 0
S L 0
g
g K. pneumoniae H 0 -
§ IPM 1 1
=
L 0
P. aeruginosa H 2 1 1 -
IPM 1 1
L 6 5 1 83.3
) NS
H. influenzae H 2 2 (P=0.779)
IPM 1 1
L 12 8 2 2 66.7
NS
sub-total H 8 7 1 87.5 (P=0.168)
IPM 7 7 100
E. aerogenes + L 1 1
K. pneumoniae + H 0 —
X. maltophilia IPM 0
=
,% S p L 1 1
% + H 1 1 -
= | H. influenzae IPM 1 1
«
g L 0
& S. aureus + _
E P. aeruginosa H ! !
35 IPM 0
o
L 2 2
sub-total H 2 2 —
IPM 1 1
L 14 10 2 2 71.4
NS
Total H 10 9 1 0.0 | (p=0.272)
1IPM 8 8 100

*excellent + good/total
NS: not significant
IPM, imipenem
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Table 12, Clinical efficacy evaluated by doctors in charge
Efficacy® Statistical analysis
Treatment| Total Excellent Good Fair Poor Undecided
rate (%) t" H
L 30 5 18 4 2 1 79.3
0 83.3 NS NS
H u S u ! 3 3 l(p=0.120|(P=0.289)
IPM 19 4 14 0 0 1 100.0
*excellent + good/total - undecided
NS: not significant
IPM, imipenem
Table 13, Bacteriological efficacy evaluated by committee
- Statistical
. Partially Eradication® .
Treatment| Total |Eradicated . Decreased |Unchanged| Replaced | Unknown analysis
eradicated rate (%) e
L 30 12 0 0 0 2 16 100
H 24 6 2 0 0 1 15 77.8 NS
(P=0.073)
IPM 19 6 0 0 0 2 11 100

*eradicated + replaced/total-unknown
NS: not significant
IPM, imipenem

1312, BRAENOMEBEZENZE % Table 14 ic7R L
fro B K E I, LE100% (14/14), HE77.8%
(7/9) B IPM E100% (8/8) T, AEERED
sz o T,

HEREREREOCRRNVNERET LI N 3S.
prneumonize TIREFEL bEBRMHEAL Tz, H.
influenzae T X LBETER P THR (100%), HEE 3%
2k (66.7%) B & XIPM Ef2 8k 2 Bk (100%)
DHEEETH > 12,

5. &2H

1) ElfeR

EERBITRR I FIC BT 2RBEEB L UVEZON
7% Table 15w LT, BIfERIZLBET36FIHR
BEH L, HET33HF 26 (6.1%) B8 &L UFIPM
BE30EH 26 (6.7%) CEH SIS, IEMCE
BERFIDSNLh o, BIFFAORFIT HEETI,
5 IBH, FEUE21H, IPMBETIRES - @H,
REZER1BITH> 1z,

2) HERRAEMERE

BERREEBT R BB 2REERELE
%% Table 16 WRL 7z, REEEHIZLETIFIH

105 (28.6%), HEET 30 116 (36.7%) B &
CIPMBET28 6 B (21.4%) B o5h, 38
BueaEzuIv oz, RESBHSNIE
B3, fFEeEk% ¥ oMk, GOT, GPT & X OF#
BEBIUIVZF=U 2V T7 7 AR EDRBEECH
THEBILAE ThoT, WFhLEEBZLOT
B, TOREHRLEBIBLALDEMTERES
e EHIEKCEL T,

6. BHRAK

1) /NINEBRSHUE

RN R IS PTONEBASHER X 5EH
#% Table17 wRL7:, HEE (BHTHA+AR)
WX LB76.7% (23/30), HB£80.0% (20/25) B X
UIPMB85.0% (17/20) T, 3BMMcAERZRR
Hoenikhrote,

2) FHREHE
FHREHEIC L 25/ % Table 18 iR L7z /D
EZESHEBCIZERAEDS b, EH1HATOERE
DTBHE LTcle, FHREHE LT RAIBHRT
STwih, BAXIRLETI.3% (23/29), HE
83.3% (20/24) B & 'IPM B£94.7% (18/19) T,
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Table 15, Side effects
Statistical analysis
Item L H IPM
x
6.1%) 2 (6.7%) NS
Frequency 0 2 (6.1 , (P=0.302)
Severity mild mod. mild mod. mild mod.
Nausea, vomiting 1
fever, vomiting 1
eruption 1 1
Number of
patients analyzed 36 33 30
for side effects
NS: not significant
Table 16, Abnormal laboratory findings
Statistical analysis
Item L H IPM
x
Frequenc: 10 (28.6%) 11 (36.7%) 6 (21.4%) NS
auency e ' o (P=0.441)
Eosino 1 2 2 1
Eosinot, GOTt, GPT*? 1
GOT 1t 2 2
GPT1* 1 1
GOTt,GPT? 2 3 1
GOT't,GPTt, Al-Pt, »GTP?,LDH t 1
GOTt,GPT?, T-Bil? 1
GOT 1, Cerl 1
GPT 1, Coombs’ test 1
y-GTP 1, urinary sediment (RBC) 1
LDH 1 1 1
Al-P1 1
T-Bil 1, Al-p T, urobilinogen 1 1
Number of patients analyzed for
- 35 30 28
abnormal laboratory findings

NS: not significant
IPM, imipenem

SHMcEREERRDOSNE» T,

. * z

BRI LRTEME X, MBEEO#ES, A
2 MVDLS 2 HbEFOBBNLERTIIH 323,
— 52 DILEHTEES, BEEZ LWL O»ORFR

+~xfME® bz T3, PAPM/BP i3 PAPM
DHNNRALE LTOEFR2ELLDD, BHRE
WEADIRY AH 2 EHA A X EERC L DE
Ha43 BP LEASDOELZ LiIcX )RR I-%HA
Th5b,
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Table 17, Usefulness evaluated by committee
Slightl fulness® Statistical analysis
Treatment | Total Very Useful anty Useless Usefu ness
useful useful rate (%) e H
L 30 1 22 4 3 76.7
NS NS
‘H 25 0 20 3 2 80.0
(P=0.771) | (P=0.876)
IPM 20 0 17 2 1 85.0

*very useful + useful/total
NS: not significant

IPM, imipenem
Table 18, Usefulness evaluated by doctors
Vv Slightl Usefulness® |  Statistical analysis
Treatment| Total ey Useful 1ently Useless |Undecided seluiness
useful useful rate (%) pen H
L 30 6 17 4 2 1 79.3
NS NS
H 25 7 13 1 3 1 83.3
(P=0.339) | (P=0.793)
IPM 20 2 16 0 1 1 94.7

*very useful + useful/total - undecided
NS: not significant
IPM, imipenem

4SERZ X, PAPM/BP OiEMM &t 2 E
BAR %M T 5 HH T, imipenem/cilastatin
sodium #XH3E & U CHEAR® ERL -, MRS
RPEDD b, BREASEH R T, MLV EH
R, CRP, %, AONRHFEOEBH2EE LAV
TEA ORI % ERL > 2 HEEMAL EdREL
72 PAPM/BP 0581, XFOHBHE & UK
ROBEREIRL, 7, VIHIE R CHEMEM
REFUPRBEBELSAECHL, BOBERMESESL
TwaZrsh, 1IHEZ1.0g/1.0gF72131.5g/
15g L7, $7IPM/CSizEARTCHB1HE
1.0g/1.0g & L7

SEOKETH S WK R L, NERSHET
L#80.0%, HES7.5%8 X UIPMENM.7T% T H
D, FHEHEL I IZRERORBETH > 20

MBI TH % IPM/CS DifF ORIk E3 R HIE 12 nf
T 5 _EERERTCOMB IR OBZE X, 76.2%
ERESINTBY, BEOEREAFORLEH» S, E
BHE T2 1 3RERD 203, SEIOEHFENM.7%
X, bRVBVEETHIEEZ BN,

MBI TIt, BEHAESLETIZ100%, H
HT77.8%, IPMBEETIZ100%EWTIhdBENIK

BT, SHMcERERED Lo T2, B X
TEBRIZEN I8 BRT, FDEL b DI H influenzae
12 ¥k, S. pneumoniae 13 ¥k, P. aeruginosa 4 ¥k, S.
aureus IXRETH o 12,

BIfFARLBETCHRAFML, HET6.1%B L U
IPME6.7% T, SHECERZRED NS, &
Ko BHL EOWEEBRERSET, WFhbE5dE
BHEERL:, BRREBOREE® L, FHEKOW
%, GOT, GPTo LE®FHn b T, LET
28.6%, HET36.7%, IPMBET21.4%L, ZD3E
BoEL, BEEZERRP>LLbOOHBIIBWLWTR
PEHEZRBEHEECH- 1.

BERZIE, BIEAS L VERREBEOLEB 2 HIEL
TINERSTHEShI:EREIR, L#76.7%, H
B£80.0%, IPMB85.0%TH 0, JHMcEREE R
BHohkho iz,

PLE, MIEMML N3 5 PAPM/BP 0 EH#sS
BIZOOLTEFENCTFMEL 72, 2OBE, BRYHEL
STWCHAME, A& 1.5g/1.5gBR5HNER1.0
g/l0gREBLVEVRETH > 1205, HEFENZ
Rz o FCENRTIIEHF1.0g/1.0 g EHDORE
VEPoT, ZOLICHRTIHERTIEH - 1205
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F7, BEMOHECBWTIE, FH1.5/1.5g%
SEHTCHAREEIRMRAFFESIROBO/BRE R
D, WA ZERAREFMET 2ICRES RN, L
pLids, F¥1.0g/1.0gEHTORIERARR
BERZIBIRETH), AARTOR RN
1 2 (AN

g1, TTICRWLTME%#B T3 IPM/CS O
AN, Kot bi®<, BeEYEIc w T
RIESIC DLW THREINTWVLE LD LIELBLTOLH
LERTH o Fr, TS DR S, MMM X

1% PAPM/BP igRe 2 Akiz, 16E0.5g/0.5
gl H2EOEEELYLER LT,
X [
1) EW—N, BHA W BIBEHFRLCEMEYEHEL
EXMBRE, WE RS L (1), CS-976, &
], 1990
2) W FK i, L OF 0% 38 M8 % AE 12 0 ¥ 5 MK -0787/
MK-0791 & Piperacillin D B2 L KM, BRfE
PR 60: 345~377, 1986
3) HEeME2S R/RWHELLRE MIC) ME
&% B % AT 12 2 \» T, Chemotherapy 29: 76~79,
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#1: author

#2: members of the committee

¥3: controller

#4 institute in charge of centralized bacterial measurements

In order to find an optimal dose of panipenem/betamipron (PAPM/BP), a carbapenem antibiotic,
for the treatment of bacterial pneumoia, a comparative study was performed using imipenem/
cilastatin sodium (IPM/CS) as a control drug, and the following results were obtained:

PAPM/BP at 1.0 (groupL) or 1.5 (group H) g/day in 2-divided doses and IPM/CS at 1.0 g/day
(group IPM) in 2-divided doses were systemically administered for 14 days.

1) Clinical effects: Excellent efficacy and efficacy rates were respectively evaluated by the com-
mittee to be 6.79% (2/30) and 80% (24/30) ingroup L, 0% (0/24) and 87.5% (21/24) ingroup H,
and 0% (0/19) and 94.7% (18/19) in group IPM, showing no significant differences among the 3
groups.

2) Bacteriological effects: Bacterial eradication rates were determined to be 100% (14/14) in
group L, 77.8% (7/9) in group H, and 100% (8/8) in group IPM.

3) Side effects: Incidences were found to be 0% (0/36) ingroupL, 6.1% (2/33) ingroup H, and
6.79% (2/30) in group IPM. None of these side effects were serious.

4) Abnormal laboratory test findings: Incidences were calculated to be 28.6% (10/35) in group
L, 36.7% (11/30) in group H, and 21.4% (6/28) in group IPM. These abnormal findings were not
serious, but the incidence in group H exceeded 30% .

5) Usefulness: Usefulness rates evaluated by the committee were 76.7% (23/30) in group L,
80.0% (20/25) in group H, and 85.0% (17/20) in group IPM, showing no significant differences
among the 3 groups.

From these results, 0.5 gx 2/day was thought to be an optimal clinical dose of PAPM/BP for the
treatment of bacterial pneumonia.



