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BEFETRERYEEC ST 5 Imipenem/Cilastatin sodium (MK-0787/MK-0791) o fi£ /A £2B%

e

R

Vb E LA BIRIE S RBE R R R

&EfEo RTI 15 fflic imipenem/cilastatin sodium (MK-0787/MK-0791) ##5 L, 3% - &4
- FREER Lo 5B 12 SIATRERLHITH -

EERTIL 6 Bkh 4 #k (S. pneumoniae, Peptococcus, S.aureus, S.epidermidis) »\j&k L,
P. aeruginosa 3K, H.influenzae 34 Lic (BRER 66.7%),

BRIRENCIIER 11 4, A28, CLFR 16, BHD1OITH -7 (BEEK 86.7%),

BfERRR ORI » T, BRBREERERZEL LD 4 6B > GOT-GPT L& 24,
GOT ER 1%l GPT LR 1MIC, 5% 10k GOT 63, GPT 130 & 2@ fAToH - Feo

MK-0787/MK-0791 (Fig.1) ¥ imipenem/cilasta-
tin sodium ¢ E34h, thienamycin TH % MK-0787
&, RHETRELT 5 E 0 dehydropeptidase-I %[5
+% MK-0791 L DEAHTH 5B,

AHr 77 LBHE, BEE, BIJEEHCTELEWAN
7 b7 A% L, B-lactamase 122 <, methicillin
BWEELHMWEXh B, 1oL X. maltophilia w255
wekIh3,

MIC ¢ MBC ni@EiE—%%L<THxb,
Vo

MK-0787/MK-0791 1g/lg % 60 % CAEHIE L
BoREIM+REIBKRE 60 Hebbh, FhFh 51.3
vg/ml[52.9 ug/ml %R L, EFWIIL 60 5 L HELH
Thdo FitX REZ AL TTbh, 4BHETEE 70
% wiZ¥hd, &# 500mg/500mg i v. HoEHKS
B3 1~2pug/ml ¢, @EMmMPEED 8~10% BEL
3h, cephems X h ZBITEMNE V. MK-0787/MK-
0791 1:1 coZEHE LRI MK-0787 #% 4. 2%, MK-
0791 % 64.6% L ZEpip B0,

UEDHE - BR% 5% x THAQXIREELHM 12
Ef*Eat 15 flo RTI wAxMEFER/ L0 TRET
5o

BREHRL A

1. B B4

RIS 12 G2 S ERE RTI 5 15 Glio AR % fF

RU, Zofs- 244 - FRAKHRET 5,
II. st %

Mide 6 B, BHICHEAE 6 01, 19 SOEREHIE D 2 MY
10, AMSEXL10, Bl T, 205 b
12 0, hEEIGITHD, EWEEE A BHEY
ATB401 11 4IT, KEXINEE3 O, ©5 B[RS
EXIRE, BRI RIS REHOWRE EEo

BERERS LOBETLYEL, BRLAHFLTVB L0,
A%, WMEZKEARLERLSESZHELXE TS L
D, BESIOCSHBRIMBOS K2 FTHLD, <1
277 X=REOEHNRE1HTH S,
Fio, 15 Bl 12 I 1 HH S 3HOFTHREI X
N, WThLEDHTH > IEFTH D,
III. #EFX - B& L UHM
MEK-0787/MK-0791 500 mg/500mg % 1 H 2 @4 TE
RIEW 100 m] ML, 60 2 TAamgiiE Lz, FEAlk
LT 14 HiEOBEER1T - 72, EERL 6 AER X
U 11 HRETRT Lich 023 1 fI32H - 1o,
IV. BRDR¥TE%E
FRIKIER, MEFEAS X O Db ORERBE RS O3
BrEZEBLT, TioX#Ecd &S0 THELR,
EZh: 3 BUPICEREROMEL DS L kZHKks s
BRREREOHERRD, 127 HURKELEDWN
Fig.1 Chemical structure of MK-0787 and
MK-0791
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REEDIDH D,

R 7T AUPCERERDOHERD L XERAREL
BERREREOREFA XD, 7 ALURCEXEDON
REZDIL D,

2RBR)  MEFENZR LR 5 2 ERKER OBET
7THEHUEXELCL O, FRREEENDEIRSED
7 BUREEKRIER ORERRD bhicd Do

&)« BEIREER L ERIRRERB 0BEN 7 HLRITD
FotclBdbhich-fcd D, FIEMLLICL D,

V. & &%

1. MEFHI%HR (Table 1)
FHFEEFNCRAEVIRAEI N L DX 6K TH 5,
S. pneumoniae, Peptococcus, S.aureus, S.epidermidis
D 1T Lic, P. aeruginosa ® 1 #ix 3x10%/
ml 25 2x105ml ERETH - o H. influenzae O 1
Bz () 25 () L0 Licice EE T, B
BXR 4/6=66.7% TH%5,

2. [EIR%hE (Table 2)

E%h 11 B, BH26l, EFH1H, EH1HcH
h, BRHXK 13/15=86.7% & 7c%,

EHINLD > FARFEZIRIER P. aeruginosa i
X5 BHSRERPEL DR L SMHMELT, CIX &
BOTH Do LOFBHINERELILRIERES O F Ak
PR EZ R H. influenzae k. S. aureus i\ EARE
L1BIT S. aureus 1 XL Lich DD, H. influenzae iy
WALl EE 1L DTH D,

IHACREIE 6 41, ARMw 1 Flic b AF 14 BRMLAORE
HIITABF R A D LB D - T,

AHFUEARNCT TRARELH D, WTRLEHLL
{ 1% drug fever /R L7cd DH 12 fdh - 1o, BTN
Table 3 [T/RTZEL THHH, BEEXI30EREEC
T o TEMTH-Icd O LAFIMAGOh, Rifk
B TH -1

3. EFIER

DT RERHIEFMC W THEZET,

fEB 1 26 %, it iz (Fig 2),

Table 3 Premedication of MK-0787/MK-0791

Clinical effect
Case Drug Daily dose Duration
Premedication MK-0787/MK-0791
1 AZT - CPZ 1VX2 4 days Poor Excellent
2 AC-CPZ 1VX2 4 days Poor Excellent
3 CzX 1gXx2 27 days Poor Poor
4 (=) Excellent
5 CTM 1gXx2 22 days Fair Excellent
drug fever
CMX 2gX 2 )
6 CMZ 4gx2 2 days Poor Good
CcMzZ 3gX2 )
10 d Poor
7| siso 100mg X 2 s o0 Excellent
CzZX 1gX3 2 days Poor
8 BAY 0 9867 200mgX 2 11 days Poor Fair
CCL 250mg X 4 14 days Poor
9 BAPC 250mg X 4 14 days Poor Excellent
CFT 250mg X 4 8 days Poor
AMK 200mgX 2
10 CET 3gx 2 ) 5 days Poor Excellent
11 BRL-28500 3.2gX 2 5 days Poor Excellent
CMX 2gXxX 2"
2
12 AMX 200mg X 2) 15 days Poor Excellent
13 (=) Excellent
14 (=) Excellent
_ CMX 1gX 2)
15 PIPC lgx 2 6 days Poor Good
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Fig.2 Case 1, S.M. 26 F. 54kg, Pneumonia
C

42 MK-0787/MK-0791 500mg/500mg J
3

38
371

Cough

Sputum

S.pneumoniae| # - - -
WBC [6400 6200 6000 5400
ESR | 36 53 32 14
CRP |+6 +2 +1 -
GOT | 38 32 66 66
GPT | 38 24 48 51
ALP 7.2 8.9 6.9 6.0
BUN | 123 14.4 14.6 15.3

Cr 0.6 0.6 0.6 0.6

EEFTHH.3 A4 AERYH CRIEATH T
HHINLERRE L Tk, 5H 38.5°C, 6 H38C,
7H 39.4°C rE#sME, LEBRBKEHATLDOD
CERBEI R TV, BERLEST» 8 T VY
LYk L2 I h AR LRt 8 Bhb AZT-CPZ
o double blind & X % HAHKIZRENThhrHED
BEARELRT, 6EORETHEIh, KFOERAL
ftolts

MK-0787/MK-0791 500mg/500mg %4 B & £ %
100ml wyfEL, 1B 2H 60 SMCSRmEEL T
foo SHERIFE LAY, BB XUKD 4 HBRZY
&Ltz S.pneumoniae T X 5P ThHhotedd, BE
S5HEORECTBREI W Z LA ERIhi, ESR,
CRP L viRoKELIEATHY, EPHLHAT L%,
A#liz 11 BOBETETE L,

Bl 2 65 5%, ik, FHLAREE, B (Fig. 3).

12 A 20 BE»bRLigEEE & LC AC-CPZ T & 5 ¥45%
EfHoTuich, BRLHRLESD & HTE Ihi, 39
C Bt 100ml Chk L2BEY - EBERYHE
WL, Peptococcus X BR{LIBETH oo 12 A 23
H&H» b MK-0787/MK-0791 500mg/500mg % 4 F
/YW 100m] ML, 1H2E 60 S0 SBEE
BB Ehico 10 HEED 1 A1 BLE P E Y, Pe-
ptococcus 35 HEHDOBRTHELT KD, WHLVH
£, WBC,ESR,CRP o #LIEFATH Y, EHhEHE
Lico RAR X AEIEAS XOHRREEOBEHBER
Rbhismotc, KAz 14 BMOBETHTEL, L
BREEHOZTRAY XN, HAEREAVWSZ Lkl
IR L,

VI. &l % A

RN LB L Bboh B EIEREML S Db bbb T

b Zbhich »te, UL LEERBEEC RS Y X

Fig.3 Case 2, M.H. 65M. 61.5kg Lung abscess,

Pyothorax
400 MK-0787/MK-0791 500mg/500mg =
A0 (10 oy 09
38
37
Cough + o+ o+
Sputum f H# Ot 4
Peptococcus| # - — —
WBC 112300 8500 6900 4800
ESR 119 137 108
CRP +6 +6 +5 +2
GOT 31 28 21 37
GPT 38 33 23 25
ALP 21.1 15.1 11.8 9.2
BUN 166 145 13.2 8.9
Cr 10 0.9 0.9 11

Licd O 4l S htc, GOT, GPT o LR % X 7= L=
3024, GOT 0HEFH 14, GPT o0& LR 14
THBHN, FDO5H 1%k GOT 63, GPT 130 & 5
fExX R LI WThd —BH T, FHAREEREFTRE-
oo

VII. # %=

Thienamycin 3B ARZ + 5 AN RKT 75 25
PEEE, [atEE, MEEEA HEFRY R T, L
L, b FOBRTED dehydropeptidase 12 X h RiE1k
Ehatcd, TOFEREYEETS MK-0791 & ORA&H
Ok & » T\ b, in vitro Tn MK-0787/MK-0791
DHE L cephem FRDOTh X h BRIz R
bhad, in vivo TEITHHENEDLS5/LDTH
B ERTE, ¥ 7= dehydropeptidase FHEHAi e b D
HRTED IS IEAL, HEEIERAYEL LEW»
LONCOWTHTHBREXETSHLEIATH S,

SEK x TATRRENG 12 EFZ FLEED RTI
AR ERL, ToEY  Bet - BRETOVWTER
L

15 JEFID 5 b 6 FIDFLIER &Lshs, 6F1&b &
hERL, 14 AEBESRCHARN TETH I &
PR O LIBERFEOBA L IRy, EHkEE S
IBBBEIAEETH D & EEF)RT 5,

Bifigs 6 Bk 5 BUIAEEIT, 1BNEBEHTH-1h, ™
EAHEMEBR DRRYPIEC I VEETH > THEL
ThHHEELDLI D,

RTI T4 B SOEERE O SHHEERICI HEA
DEEABTC L VIRV BEAINE LB DA, &K
FIOWEREREITIL 5~10% 2 E T H b, cephems D
1~222 THAND ERRBITRMNRBVEH 2 Oh B, L
LA D 15 FEFIFRLRHFRIUT O 2 flikv T h i 18
HERERPECIHMETH Y, KE~DOBITHEIIHE
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BALDIRRRRIeh - oA RENY BB, FIY v -
2y A DR T KB RGUERC BT 5B RHRILEME
SET AT 63%, VEAMAMIEZRT 66%, JE
FINRIEDRY T 73% L cephems DRF L VTRV
L DDLEDEFEDOF TIEOREN 1o TDO—RHEL
T, T ZRIBIBEKYIEL P. aeruginosa B fh R& G
98 @l (B%h=XK 54%), P.cepacia 3 f5l, P.aeruginosa
L DOBREARY: 26 f (4R 65%) LXLRERETRT
WBZ ENBT LR,

15 Gish 11 GINERTH ez EARTEY, EHR
PEL, EEFIPIRIEELFIH S\ back ground &
Ex b EAROEY I DBV D LGS
BN

BigeiftRETY 14 ARBRE T TH- T &
3, AK|lo MBC 5 MIC ;32— LT\ TREDRE
PRV ERERL, COoTFTOFAM I R
60

AK|XB OEEF THH dehydropeptidase ¥ [HET 3
MK-0791 # &Lz &nb, ZOYET XL HREIFFRBOH

BAEEREL BRI hiT I b7e\v3, 1385 ¢
DORECHICBIL - ¥ BH LVEBIER S 2L, B
REBREOHRTLHC,HH b5 b DI 12 flljex
DIMEFRI L 1T L A EEILH » F2o Transaminase DR
HERBIAET 113 flE 2640 BRREBEREOH
TR BN, —BED S DRKESTLHD,
MK-0787/MK-0791 B&HI& LT ORAMILERLL
TELAXTIDRETHS EBELIV, LihiaTas
# transaminase DOF) X IO\ TIL OIEH & Fsgn
B L hdilebiny,

ZDREYERTIIARIOESY - R&K - HRAKRE
AT 0 LFHIET %,

X [

1D # 32 BHEXEREFLABATBRS, F%
suHTY & T, MK-0787/MK-0791, L
1984

2) WK R KERRIER KT Cefoperazone 0
kB & BEKo Today’s therapy 7:1~5,
1983

CLINICAL STUDIES ON IMIPENEM/CILASTATIN SODIUM IN THE
TREATMENT OF RESPIRATORY TRACT INFECTIONS

Izumi HavasHi

Department of Respiratory Disease, Iwaki Kyoritsu General Hospital

MK-0787/MK-0791, a new antimicrobial agent imipenem/cilastatin sodium, was studied in 15 cases
of respiratory tract infection including six cases of pneumonia, six cases of lung abscess, one case of
acute exacerbation of chronic bronchitis, one case of diffuse panbronchiolitis and one case of pyothorax.

The drug was administered intravenously at a daily dose of one gram/one gram for 14 days (13 cases),

11 days (one case) and six days (one case).

The following six potential pathogens were recovered from the sputum at a start of the treatment
with MK-0787/MK-0791 and four pathogens (S. pneumoniae, Peptococcus, S.aureus, S.epidermidis)

were eradicated.

The clinical response to the treatment with MK-0787/MK-0791 was excellent in 11 cases, good
in two cases, fair in one case and poor in one case (efficacy rate=86.7%).
No side effects were observed but the slightly elevation of transaminase was observed in four

cases.

From the above results, it is concluded that MK-0787/MK-0791 is effective,

antimicrobial agent.

useful and safe



