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TG B S E 48 =31+ % Imipenem/Cilastatin sodium
(MK-0787/MK-0791) o #3t

BENKEEZ - FHREE-FHAE
hREEPEE TR E —
RO FIREEFRET

¥ ®T
ROFIRbTR RS

Thienamycin ¢© N-formimidoyl F¥H A TH» 5 S-lactam Xii%4HE T H 5 imipenem (MK-
0787) 1= cilastatin sodium (MK-0791) #* & &L, BHEXZER s27-&#% MK-0787/MK-
0791 %, BMSBEEISERRELYFOELTIFREREE 48 (LoFAL, TOERRMPRE LT
BEfERY R L, EEORRL. KETHEBRWIE 34 fl, KERPES F, StEMmK4 5,
BR2ATHIN, KEFERARKPREDS 1 AR WESFESIFATPE BRO1 A,

RBRYAT RO, EAGRHED, SIIR L,
FORKR, TEARNEIEEL (DPB) L35 REFHBEBRERECEDER 70% LR

FThHH, [ERPIES LT REFHFRRRELE TR 715,

TH-To

FHSEERHYE T 802 o AUt

—7, BLEFTIE, GPC 01 Lg%k L Pseudomonas aeruginosa EYHR: 20 FD 5 HEX
H46 20%), BV 461 (20%) THo7or, HREREIMARIT Y VY EERERE 7 7 2258

BS5 O BRETETH -1
¥y, FFOBREREZOWT,

1 E&% 250 mg 250 mg »5> 1,000 mg/1,000mg ¥ T&, 1

BREmMEXEL THEIT L), BRYBIEZED SN 27,

EIfER & LTIy, 1[@ 1,000mg/l,000 mg &SigasE L-BET. EX?

SEEH LR, B0 Sy

ik, o1 fhc, SEE, BUARRAHEB LY, SEIEETE T, BRREERT L

LT,

40 (8.3%) \TEFM LB EELLNSFEREENHE LY,

CFRb BEOL O

Thote: AR BREMEHTE LT BhreHirdh SEOBKRERIEEINS,

L & R &8 %

NEBHT, BRS8 4£ 10 A» BT 59 £9A%
T, MBHCABE L7 20 f505 83 8 < CEHER
8.8 ) DHEK 32 f, ik 16 FloE 48 MTH B,
KEOWRL, SlF L OKEFRRRRRE 42 (.
ME4G, BR2MITHD, BEDFEH YL ERESR
DARIOVLTIE, Tablel 7R Lict, T2 60 &
25 79 AVEE R Y, EREETIE, D ZALNE
REZHD, 32 PILBEREEDT B,

EREOARE, HIDHEInc@EmE» SHET
&, B—RPE L LT3, P.aeruginosa 21 {7, 7 ¥
VREFRREY 5 Al 1 28 (GNF-GNR) 5, Ser
ratia sp., GPC £1(ITHb, HEEREL LT
P, aeruginosa+ Streptococcus pneumoniae, P.aerugi-

nosa+Pseudomonas maltophilia, P. aeruginosa+ Sta-

phylococcus aureus - P.maltophilia+-GNF-GNR o
1HITH, ek, BEAEOREL, &KLY (HH@EN
EXEO 13 U ERFLICES) UERE IR D
L7
II. &% & » %

(i) ZEERFIOK

AEFIOFEFEL LT, MK-0787 of & LT,
1 [E 250 mg, 500 mg, 750 mg, 1,000 mg @ 4 EHFOX
FEDS B, WEEEOKRECEFEEYEML T, D1
DEZERL, LI L EERER 50~100ml IEFHL,
1H27%\~L 3ME, # 30~60 & THGAHFEL . ok
FEF] 45 ORI, WEAOEAXA L, TOEE,
1HEEEE L T2, 500mg, 750mg, 1,000mg,
1,500 mg (300 mgx3, 750mgx2), 2, 000mg Dt 6
BEOLT, ERENENCERYECSFAY R
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Table 1 Characteristics of the patients treated with MK-0787/MK-0791
<1> 2>
Ag No. of Sex Diagnosis Underlying disease No. of cases
e
cases Male Female Diffuse panbronchiolitis 32
~ 29 1 1 Chronic pulmonary emphysema 2
30 ~ 39 4 3 1 Bronchiectasis 2
40 ~ 49 8 6 2 Airway - . . R
50 ~ 59 9 5 4 infection Idiopathic interstitial pneumonia 2
60 ~ 69 12 9 3 Old TB 2
0~ 13 8 5 Pneumoconiosis 1
80 ~ 1 1
Lung cancer 1
Total 48 32 16
Pneumonia 4
Mean age 58.8 58.7 58.9
+ + + + Pyothorax 2
S.D. 14.6 13.9 16.3 Total 48
L7 Tk, BE5H 83%) L\WIBMTHY, &fkLLT

o3, HEREUE, 1~65 B (F#518.9 B), ks
B3, 1~64.5g (F¥ 17.2g) TH-To

(i) WHRHROHUE

B R OHIERLIE, R, % 1 AkEL L OR
REELR, Myt BMmERE, CRP 7o & ORERME X
HOME MRXEHRYREL, B % ©F
%, WD 4 BT HTHE LI

(i) #eEcBld s MEFIRE

EAEOEBOBLT 29 flcounT, AEFICIS
BRERAVHRE L, ¥ic, BABEEEXOND P.aeru-
ginosa 17 BRic> T, KEH X SUEEERANCHTS
MIC #J5%E L Hletias Lic,

(iv) EIfeA

BIEEB LTI, ARAIEREZORE, RBRED
BEEREEIR & £ 0% OFB I X OHIEF K L OE ROV
TR L, ¥, BRREBORECE LT, KA
L% oM - ELERERFIC OV THEN,

1. B K & &

Wi B L OERBS O E L Table2 [ZRL7,
48 @b, 1) GEF 16) 13, BfFA ok B 2 5E
%, FFEIRFREL, ol 6l GEG 46) 1%, BEHMR
IR DI bR ROHIED BB L, &Y 46 fl
oW, BEEREIR A Lico

A) Tl X URE A SRR

41 GloEWEBRONTIL, T, CXAHAMKE
w4 31 FD 5B, EHSFH GER 3, 8, 10, 18, 19),
B 17 G, eBF%6 G, EH3HIT, HHLULOHE
HME, T1Y Th-too KT, MKMEE, K& XZIRIE
& 2003, WIhd 1G0ZER, TOMD 6 FlITIu

X, 1% DBEWMETH 1o RHEEFHOEHRE, P
aeruginosa M EIRH Xhic 21 BT, ER50, B
9@, XHRS5 G, EH2HIT, HHRL Y ThH
')f:o

REEHEE LK1 G2V TEGYERT 50

#£F 18: Y. T, 43 %, DPB (Fig. 1),

1975 %4 (351%) E LK - BHE, 39 RELHEY
ha®x, 1980 £ (40 ) 7 BREH MO 1o 4B
2, MMXKE, MEERR LY DPB L2Hhi
W), WX h Haemophilus influenzae HRHI
RT Wi, 0%, P aeruginosa wERR, 19835
98 20 HXxb 37.3C oR#L 1H 200 ml R LE
KERIARH Y, s%ET CBPC 1.0g/day o EFRARS
wET TR, EHoln, Ak 10 A 19 gLy,
&% 1@ 500 mg/500mg, 1 B 2 EoXEHEXREL

Fig.1 Case 18: diffuse panbronchiolitis (Y. T,

43 yrs, M)
X 1/X

Date 17/X19/X 25/X 30/X 1

cc) l MK-0787/MK-0791 500mg /500mg X 2/day

38t

A\

BT. AN AR ARAANAN

36-(m1)
Sputum 200

WMMIW%W
Tt S

Organism P.acruginosa

(Sputum) (#) (=)
WBC 8300 4200
ESR | 26 10
CRP 3+ +
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oo WIS HEWIX, 1 BIREL 50ml L HIEiro 1/4 Fig.2 MICs of new broad spectrum §-lactay
R, 8 HEOES L, SIEILN%L, Mk, CRP antibiotics against P.aeruginosa
PHEXTLEREHE L, (o)
B) Wi o

RHERTRE T IFRRYMIE S, SERGZ 4 01, 181 BITH
D0 XD 5L, AEMi% 4 G, R 3 B GEG 25, 42,
43), MR 160 GEG 44) TH v, Bl 161 GEBH 60r
45) LAY THY, 2EOHHRIL 80% TH -1,

80

10F ——e MK-0787
C) ERBREHENOEHR :gxz
Table3 1= 1 A5 RAIC, TOHRKRER LIS, 200 ;;—-‘gig;c
ﬁﬂﬁ[@grh , 1@ 250 mg/250 mg 1 H 2[4 &'%"& 1 - Inoculum size :10° cells/ml
[ 500 mg/500mg 1 A 2[EkE L xBTS L, AR 0T 06 0z 0T 3.‘136 ‘2512L.5 50 S 100G/
3‘301. ;’Ch%’h 64%, 71% &*%bit{(, iﬁ:, 1 E 0.025 0.1 0.39 1.56 . 25 10 Tutnl
RS L 3 EBEIT . AROT i BT MK-0787] |1 1[s5[2]4 1 12 "
B, ROU LR ERTTRD crz z|3(1l1(1]3] |3] |3(m
bhieh o1z, CAZ ARNBRRAE T
D) EREDORERIs X OF D IKHFI PIPC 1 1t]sl2]1]2]2] Talals]n
Table4 12, BAEEELORINMEDO > B, Bk Cr's 3|/1(3|1(3]|1|2(2 1|17

CRIELT, TOHBIBE LA 29 flicownT, Hi—

B L SRR T TR Lo 29 D 5 b, AR 17 BROBIBBIC T 5 HFR L UZ D0 HiR B«

BOM—RRY 20 PIORERIL 20% THo1oo BIE 72 BHENE =) vRIEF O MIC ¥ LT

R HITIE, WORMIRBHELDOD, WFhisesc RLTHD, EE TR LI MK-0787 DR IRE TS

BERETERL A T, MIC {§i%, CPZ,CAZ, PIPC, CFSizl:LT 1/4 kb
—7, Fig.2 &, AFREMEINT, B OHRES L 1/8 LEVEHETH -0

Table 3 Clinical efficacy classified by daily dose

Daily d (me/day) Total Clinical effect Efficacy
ally aose (mg/day
cases | Excellent | Good Fair Poor | (Excellent+Good)
250/250 X 2 = 500,500 11 1 6 1 3 711 6%
250/250 X 3 = 750/750 2 1 1 2/2  100%
500/500 X 2 =1000/1000 28 3 17 6 2 20/28 %
500/500 X 3 =1500,1500 1 1 /1 100%
750/750 X 2 =1500/1500 1 1 /1 100%
1000/1000X 2 =2000,2000 2 2 2/2 100%"_
250/250X 2 =500/500—250/250 X 3 =750/750 1 1 0/1 0%
Total 46 5 28 8 5 33/46 2%

Table 4 Bacteriological response to MK-0787/MK-0791

N ¢ Clearance ;:te
Group Isolates from sputum o0 Eradicated | Decreased | Persistent | Replaced (Emd.n:al )
cases Replaced
. GPC 1 1 100 %
Single . o
infection P. aeruginosa 20 4 4 12 207%
GNF-GNR 5 2 3 0%
. S. pneumoniac + P. aeruginosa 1 1 0%
Mixed . e 9
infection P. aeruginosa + P. mallophilia 1 1 0%
GNF-GNR + P. mallophilia 1 1 0%
Total 29 5 8 16 0 17
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E) BIfEAs IUVEKREERE

BIfERRBEMS, 2%d b, F16 B X EH 20
T, A# 250 mg/250 mg ¥ AR 100 ml B L AR L
ey, TSP, £F0BRESHE, ABEKRTHRC
HETHEVLI LD TH-TcH, EROBEIZE
¥, TDE ¥ EFEHREY 12 Ak L, BRERIL,
BREHELIOITHD, 2HIBE, 20 KO ZHT,
DPB @ fEGITH %, AK|1[@ 1,000 mg/1,000 mg %
100ml DERITHEML, ¥ 60 SR, CTEBHEL,
BB TH I, D hBVIESY HD, BHRIR, E
REEH K Lichd, L0 SRR FIE LI,

FERREEDORECOWTE, fEF 18, 29, 38, 39,
41 o5z, BEORF#ERE (GOT, GPT, Al-P,
7-GTP) 0EfbxAiz,

fEGI 29 1%, BEKRTHIBATER LI, ¥1,
] 39 1%, WEMITL Y, FFEREXERLL, AFE
DREFRIE, BEMEEZ bhic,

LIk, BIfERORBIRIL 2/48 §1(4.2%) THH, &H|
X5 EEXLND FHERTONL, 406 8.3%) T
5 o‘f:o

IvV. % =

MK-0787 (%, H3{ERD -7 72 o.FMNEYE
thienamycin DOFEATH b, HE D> B-lactamase
X LTRETH Y, 75 2BHE R L OP. maltophilia
LIS D 7 7 GBI L, BIECHIEEE 2 2oV L
L, ZOFHEMOKD, BRI ZOFERANEHER
T iops, 2B D dehydropeptidase- I @ inhibi-
tor TH%D MK-0791 #FA&THE LItk b, BFEksy
BRI, BIKEANTTREL oot

4@, ®x1%, X< DPB Ry EHEE L L
THROXGE « FEFIRERSECR L, A% MK-0787/M
K-0791 * &St X v R Ui,

Z DEERESNL, DPB koW TERR 1%, 545%
RAREETR TR 75%, &f& LT, Kl X ORI
ERFETHEE 717 Thoto

KON, E DELEEMEY S LARKE-
TEBREORER LOFEFRRIERETH Y, TT
CHRBERAN =) v o1 7 - 2FOBEZ O FER
ERHOLONSEEETRBDOT, 1Y O BHRIT BIF
SBBITH Do Fhe, P.aeruginosa pH I hi- 21 f)
T, BHEN 67% THH, “hiz, ERkoK40E
NREA PP 08 25 RRYMIE DS RRED RS, &4 DHIAEME DA
BAHETH 60 CELEE->TWBHDIEL, Bhick
BiThs,

MEFERZHR T, AR, FEESEERE X
20 flizonT, FELBREE 20%, WA 20% L5 K

RTHY, RRB~xD CAZ ORMPERER 20%, %)
10 LRER¥THY, EROVENE L B LA
ARBECR LCABVCHENYETE £ 2 o p
%o fAIL B L CRFRCRITE L 7o MK-0787 ngp
AT s MIC ORI X ->Th, 2O LizBsy
bt

%7, Corravo BY &, BEHEYEXT, X# L
CPZ, PIPC 7 &' & OKIRE T 5 MICy % T LT
VB2, 5x107 EOBWRTIX, AH L GM 0x MiC,
NEhEh, 8 4pgiml Thotehi, MBOFKAR IR~
TREBMEETEY, METH-7cZ L2 BE LT3,

o7, AFOZEHECKN TS MIC © 5%, P omal
tophilia DHIL, EEA LH 100 pgfml L LY, g
TR, FEREERROS B OK B KL Ery
L, AHERPERT 2582, BETHLENSS,

FERERIEC DT, BB 5 Bl & Ao, Bk
AR, 80% &LRIFRBBTH-1

BEFECOW TL, 1ERERE, 1 HREER
%, WHOCAEXTRE Lichd, &L LT, A%
CRELBCERDIRCER LT, ThIL, 19K
& EEMCE, DRMCESGEHNRE IR L,
—REEXOIhDH, ZTomMPREYERTS L, EiE
RROIIE, 1[E 500 mg/500mg O/ ENRNELEL
bhs,

EIfEBI L, &%l 1 @ 1, 000 mg/1, 000 mg D g5
BIEY LB 1A, BUCIBSAHB L, #0h
BRI 5 AL, TCRBEHTh S FRREL
Tkh, B, PRECTRERKLE N HDEEE,
EEY T2 X0 EHEN DD, AODERY, T
RN L HRD B Z LI TERRVD, Plelibl
[ 1,000 mg/1,000 mg o SRGHIEE, EEYETAHE
Zi1bh5,

ks, BEOHEEREY S Licfihibo1ott, &
KRESix, MERL, FBa3hTuBEcow
Tix, BUN, 7v75=vii, REEYRELLAE
Dl ot

X [

1) % 32 BERCEFRELFA AL RRE, FiE
YVYELy AL, MK-0787/MK-0791, WL,
1984

2) BERY—, IIEME, hHEE, BEKEE, +
REE, FEE—H, BAF 5, REVLTFIR
IR RBRBREORG LK, AARBER
40 : 485~492, 1981

3) BAYE—, hAWE, FHTE, bHNE K4
WEE, “1ER4E, BRRTF, £ #7T7: Bt
FFRBRRERIE 39 B ic 3513 5 Ceftazidime OB
K93, Chemotherapy 30(S-3): 276~282,
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1983 lin and N-formimidoyl thienamycin (MK

4) CORRADO, M. L.; S.H. LANDESMAN & C. E. 0787) against Pseudomonas aeruginosa. Anti-
CHERUBIN : Influence of inoculum size on acti- microb. Agents Chemother. 18 : 893~896,
vity of cefoperazone, moxalactam, piperacil- 1980

CLINICAL STUDY OF IMIPENEM/CILASTATIN SODIUM
IN THE TREATMENT OF 48 PATIENTS WITH
RESPIRATORY INFECTIONS

Naoniko CroNABAYAsHI, YosHITAKA Naxamorl, KuNiHIkO YOSHIMURA,
Tatsuo Nakartani, Korcairo Nakata and Hiroicur TanmmoTo

Department of Chest Clinics, Toranomon Hospital

Hiroko Suar

Department of Bacteriology, Toranomon Hospital

Imipenem/Cilastatin sodium (MK-0787/MK-0791) was used for the treatment of 48 patients with
respiratory diseases including 34 patients with small airway infections, 8 with airway infections, 4
with acute pneumonia and 2 with pyothorax. Two patients were excluded from the judgement
of clinical effect because one received only one dose of the drug and the other proved to have a
non-infectious disease.

Thus, MK-0787/MK-0791 was effective in 71% of the patients with airway infections and in 80%
of the patients with pneumonia or pyothorax.

Bacteriologically, Pseudomonas aeruginosa was identified in 20 patients before therapy. In 4
of them, it was eradicated and in other 4 patients, the number of P.aeruginosa in the sputum was
decreased after treatment. However, the remaining 12 patients with Pseudomonas infections, 3
_patients with mixed infections including P.aeruginosa and 5 patients with GNF-GNR infection,
were not improved. There was no significant difference in the clinical effects of the drug at daily
doses ranging from 500 mg/500 mg (250 mg/250 mg x 2)/day to 2000 mg/2000 mg (1000 mg/1000 mg x 2)/
day.

In terms of side effects, one patient had severe nausea which persisted for 12 hours. Another
patient complained of a burning sensation during the drip infusion of the drug.

Laboratory examinations revealed mild hepatic dysfunction in 4 patients (8.3%) after this therapy.
In conclusion, this drug should be useful as a broad spectrum f-lactam, especially in respiratory
infections.



