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MR B R E W K1) %5 Imipenem/Cilastatin sodium (MK-0787/MK-0791)
BR IR IR BR AR

HFEHETH-BE &
RERFEFRE—AF

Imipenem/Cilastatin sodium (MK-0787/MK-0791) %X & L C #BREFRBREIE 11 Sl
Bl 2AICBREERBCCRERERERIER LI, £DONREALD L P.aeruginosa 8
Bl, H.influenzae 2§, E.coli 1BITHo1z0 &hb OMEBRISECR LT MK-0787/MK-0791 - .
1[E 250 mg/250 mg, 500 mg/500mg, 1000 mg/1000mg * 1 H 2[E], SEEEC X v H&E L,
H.influenzae, E.coli w2\ TIXLBFITHEMNEK LI, P.aeruginosa % 8 Flt 4 fITiHL Li=n,
5% 3 Pl AFIBEHK P. aeruginosa DERPF BT Lic, ¥i, SEEIhic P.aeruginosa Zxt
TaE&F D MIC EXxFARBRERT L EE THE TS L MIC EDERAMED bhi,

EERIZ 4 AICEL, RBRIRL EHLBEE A LD bhicr, ThbDERIE, KEABKRT
EBCHB LT, BRREBRTEIL, 167 v A7 {7 —YOBEEANRD LRI,

Imipenem (MK-0787) i3XE » & 7 HBFERTR B W
TR I hiF L\ carbapenem RPLERTHYH, Ll
WnbabhTwie thienamycin X b —BLENCR
EThD IR, HEHOLETLEATWB I LAREX
nds Ll, AFRBERET ERCHFET 5 renal
dipeptidaseic X VARG SRICBRRAEF-TH Y,
The#d b, KBRS LRBIRNEEFRYEF
» cilastatin sodium (MK-0791) : & EBE/SIh5BZ
tennh, TCeRiiBERRBC SV TAE/AAORER
ELTORBH L REERELDBRA TS,

&E, #4xx MK-0787/MK-0791 % 11 o« 0
BUEFRBEERECHERRLY A LEARCERT
BREY BT, TORBEEC O VWTHET %,

L. B & o R

HEL LU GBAKBEIL 27T &b 67 EETo 11
BloBErRSxs (8 AR ELL, 3HIRRE
KINRIE) DBET, BB, T 2R TH-Te £
Bl, FREBEBIROEFINALN, BHEK L D EFEEL
BEYRH TR,

II. ® & 5 %

MK-0787 » L T 1[@ 250, 500 %%\ % 1000 mg
(AT MK-0787 &2 LCE#) ¥ 1 H 26, Hit0%
BRIEK 100~200 ml ML, 30~60 £ T AiEME
L, BEABIIRE2 H, BE 4 BRRAKY, F
BR5RHL16.0 HTh oo, RSB 1.5~28.25
g8 (¥#5 16.2g) Thwto

III. MEFHRE

BREEEZC L D EAL LT 107ml U EOERY

RIEEEXEREE AR LAY, EoEE x5 £H7
D MIC RIER B RLEREFLBERCESVWTER
L% ¥, MIC QIR OWTHBHECE L TUiz—&
LTCfThhics,
IV. ARDROH®E

HEEEIEROBR (FREHEDOHE, HEEOH
P L), BRREEOHE (WX REF odE, mik,
CRP, AMRHDOEFHIL, BRPEXREOF H 5\ %
HEinE) RREC L THRDL, BLHBREERE (B
w1BEUR) CERFBERL, BRFOFEEIHEE,
RENRE > TBECE TER), BREROHEY £
BENLRLNRDD, BRERCORENTINERET
7, BERFOFBEENLT LIBERTACELR B
L MBY), BREROEEHLVIEIHRET—sL
DHENRLNRTIEWRHTET, BRPFOEEE
RETHD L O IBEWTIE, ENOERTREHTH-
TR R RS DREXRIE LIcEE LT
(2 E%), BREROBEFRL, REF -2 EbE
DHZ LRI E T TES ] LHE L,

V. # ]

1. FERIERBUA

11 gl (GEf 1, 2, 4 XRfRE B VT2~ 3ERSE
EL) DS SERRY O 1 1w MK-0787/MK-0791
BERLIcET — 2% Tablel 2% Lot

FEGI 112 67 RMOLKE TIEUREIZRDOBETH %,
EREBCHERRYH Y, FRABHOSERLRXEY
BL, BRFHOHEW P aeruginosa H\iygEI Nl &
NETRE A OHKREFERMEDLR, —RICKRE
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Fig.1 MICs of MK-0787 against P.aeruginosa
isolated from patients with chronic respir-
atory tract infection during the course of
the chemotherapy

Casel
MK MK
Drug — 3 , .
Days o 30 ¢ 60 50
MIC(ug/ml) 0.78 3.13 12.5 6.25
Case 2 MK MK MK
Drug —3 —_ a ’ ‘=::. ‘ .
Days i. Y 30 *60 T g9 ¢ M
MIC(zg/ml) 0.78 - 0.78 12.5 .6.25.6.25
C MK
Drug ase 3
Days = 1 30 *
MIC(ug/m) >100
MK MK
Drog 0t 0 NP - I
Days 1 30 240 © * 210
MIC(ug/ml) NT -- 0.78 25
MK
Drug Case 5§ )
Days » 1 * 30
MIC(ug/ml) 0.2 0.78
C 9 MK
Drug ase —3 X
Days a'l * 30 »
MIC(ug/ml) 0.39 12.5 6.25
MK
Drug Case 10 = . '
Days T 1 + » #3 4 150 *
MIC(xg/ml) 1.56 - - 6.25
MK/PIPC
Casell l—/_—'|:M:l,(:|
Drug N .
Days» 1+ * +3 * 60
MIC1.56 0.78 NT
(ug/ml)

*:The day which bacterial examination were performed
NT :not tested, — :not isolated
MK : MK-0787/MK-0791

HETLRAFEOBRRLEL, TOESCHEXHELT
T\, Fig. 1 TRENB X5, FECH T 3
MK-0787 o MIC {fEi% %% 0. 78 pg/ml TH - f=45, &
#1ME 250mg, 1H2[E, 16 AMOHEET, BERH
HEV RSN, BEFO P.aeruginosa HEREH K
MoteDT MER) LT L GEA 1a), £0%, 1
BREKE LIch, TOMCRES, BRERIMELTER
DT, AFEXSET1E 500mg HE, 1H2EES

THRE L, TOKBR, —IIRBHRL—REBoXKEN
Rohich DOBKFRD P. aeruginosa (L RE T Ho

720 14 BRI EHOEKE DO MK-0787 i3 MIC
i 12.5 pg/ml' & EB LT\ oo RBUEIERZAD S
h, BRIOCHEEE»D [2oHR] L¥E L (E
%l 1b),

R 213 27T ZBU TRELIRECRETH D, 4
ARSPRE X b FECHERRERVEL T X 5T

by, SHFELE BEEIAES IHBELLC0R
BEHENZED bhlco BBEHA DL P. aeruginosa iy
HEh, ThiTkw 2hoERNRBERE
RArfThhld, TRTEOHRIE—REHLL 0T,
oo 2T T, AF% 1M 500mg, 1H 2EHE Uik
fee T A, BREROHE LITKERIGNERLL,
BHKBED P. aeruginosa 3B Ulco BEMCHER
TR B OEFICH T B MIC fEi 0. 78 pg/ml T o,
AL, RFCEWTEL, B5M2 BEMS, ARk
DELOFA2H Y, BleFEAcas 19 Algs
ZREBE Lo Tk TR LHE Lic GER 22),

%> D%, DKB DR ADZRTHER LT X7 3:EHe
THER, SBEShic P.aeruginosa st LEVHEER
BORFINREI W, LhL, FFREEFON S
FERBHE, SEXTHNEERE - oled, 3EOLD
BECREY R Lk, SHIBEHE TR &Lk
GEF 2b)s ‘

RERACEBERFNEE IR, ThidioEAck
NREH|D P. aeruginosa i35 MIC ERKRE LT
B Te (0.78 pg/ml) fodTHDA, BHIEDEIERY
ZELT, SENLEED 250mg ¥ 1 EHREEEL, |
H2EESx bhico SERREINEERL R
ACE B LA, P aemginosa DEBUIAFALE T, BEKE
B A THHEFEAVAS) Tlahrot, Zhik [E
% LHE LR GEB 2c)0

B3 1XF UK KEZINRET 42 ROBHTHS,
MEEDOKERE T FEE VEL, TORVTLRE
R b P. aeruginosa HHEEI N T e, T2 TAA
#, 1@ 500mg, 105 2EHSCHBLLEY, BREC
BELKN -7 DOBRBEOBIMNROh, HHkY
HEE LD TR B8] LHE L, &k
BOTHELOHFEIND Y, SR 2T sk
B R Lo

EF 4 3 ERKBERF2E 63 KOBHT, &
HRBEXRDOBETHD, BSKERRLEYEL 4
ENI BRSSP, aeruginosa kLI DT, &
BT X B IREBIA Lo L L, REESIIED:
ABTREYHL, SRR > TEICHLTh
¥, 3AM, 6EORTHEYFIE LI, AHR &5
4HE, DEHFEYHIELEBEOBERRCHERS
Wk LT\, Lt THEZNABRRZ RO AL
P, BEREBER TE%) THH, AREOATE [F
il LRME S hie GEB 4a),

FEXBACHER LTHL 9 h Ak, BEORBER
Jucr LTAROBRENRS Shke, WE, HiLEE
Whs HIrGehk Lic@ihiH 5 0T, SEb HuHER
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WERGEEOE1E 1g, 1H 2 EHOARBESTH
hizo L L, B#ERTRCHIEREORLY: DY, &
BRENE->TCELOTIEHRSKFIE LI, 20
B, EROCIRROE, WRICEMIROhd-
7o, MEFRCIIESR (R5PIE% 4B E) OHERE
CRBEOHENREON: (BLEC2HKORET
RECHE)., BRODEHEOKR BRI ThHo1
(EAl 4b)0

EF5% 67 OB T, RIFMEROBEN I
RTEEY, BEREBHESEREYARCEEL,
AELBHEF LY P. aeruginosa H35EEX hAFIAMER
hic, BRI XY, —RXRER, BLbraEN
Bohich, £tk & ORBITK » 1o P. aeruginosa
SERAETH D, bTdrhERNHEERA»S [
2EY| LHE L, AAITIXHIEBRIER: CRIFERAIR
Fits) bhlthote,

EF 6 XKREEED SHHEST, 50 EBHET
5B, BEEENS E.coli #H5MEL, Thix LAH
1@ 500mg, 1H2EORETHBEXEB LI, £D
R ARACRRPARENE BORE KAkl
DRIERIGDOHENRD bh, BRI BLMLEL
BREbhIeDT [ER] LHE L, RFdEIfERI
Bohitd o, .

ERT % 38 B TBUEREIROEETHS. B
PR Y BREMOGE T, SMRIES, SIS
DEREELD H, BoRBERRMEREEI T T, B
REHD S Hinfluenzae R LicD CEF DOFERS
Aale, TORKE, UM RohicRS, BHRELED
ERVERL, ERERIGLERL BAEIBELE
DT [E%] LHE L, ink, SBEIR H. influen-
zae w15 MIC fEix 0.78 pg/ml THotco AFIT
BTy, #5PCBRED transaminase {EO EFME
bhih, HENREIERIIFL Rohish -1,

IS 8 I EEAREOEMPTEDD S 54 BLHT,
PRYEBUSEIADEETH 5. BETERLEEN
FEiy, HBERYSECEHT X5t
BEN D, Hinfluenzae B HEXh, = hics LTEH
PREIhI, TORKE, FEIXbE LA LERD
FELHAON K -0 T MHR] LHE LI, HBEIh
o H.influenzae wt3% MIC {#iz 1.56 pg/ml TH
ol Aflcd, BlifEA BZRoRAh T,

ER9x 48 WP, BUELSEIROBET, BT
BHIh B BHEH &2 EIC P, aeruginosa 2R Xh
Ro ThIRH LTAH% 1@ 1000mg, 1H 2 @E#E5T
BERBAM Lz, 13 BRIOEE T KERA s RERME
BHTHY, Bfho B B EIRETH -1, Fig. 1

RRENTVS X 5 AR T3 MK-0787 0 MIC
fEI1224%) 0.39 pg/ml THoleDpt, ARGz 12.5
pg/ml T ER LT ico RN HEIFERZRD T,
RAEMITHEN S [ooH%] LHE LI,

FEBI 10 1% 59 0P CHIRMEMEE B KB
R lcBETHD, BHIBMR»S P.aeruginosa
YHBEL DT, EbicAF 1M 1000mg, 1 0 2 E#H
S CHREREIR L, BREIRERERAREETHD,
BRPEEEIMEER LY, FALEL, BRAHRED
Kby, FihFIOR T 14 BRIMERETAHZ &
HET, KIS, ZORRSATRELCBREINTED
BERASRE L AT (B LHE L, AFI O E
Bzt MIC i2# 580 1.56 pg/ml TH T,
ek, BEPRILEHD S MAROBRIEFOAF O MIC
{3 6.25 pg/ml & EH LT\ i,

fEBI 11 43 56 MBH TRUEIEIROZHHEH
Thbo BIRPIW P, aeruginosa HHH X h, EbT
MK-0787/MK-0791 vs PIPC 0 H8A 8% 1 LT hS,
14 BRORBTEKEROBEN Rbh T, BRSO
P. aeruginosa 3 FETH 7o 5l EHEE A F| 500mg
1H2EEREB LI L 5, BRENEHTH
4, P, aeruginosa 13K Lic, 26 AMESEEHKTL,
% D% aminoglycoside FICHEE Lichs, 1»ALULED
BRI P. aeruginosa 3B X hich ot Al
ME%] LHE Ui,

2. EifrH

SENE, FFER 11§ GEX 15 fI) OBtk &Y
FEOBREZCHER LM, TOhTEIL-EIfERX IH
LBER] THoto 46 (FEHI 2, 3, 4, 10) RO
TIERI, T RREROWLBERTHY, BLLR
BRTENOEERIERY LIBAL -7 FEBI2, 4)
BEOHAIIHEHR (1t 272773 F, Fy=y ¥
vicd) ORETHELRFELI, (FEH 23, 3,10),

AFIRS LRGN DD L Ebh A REMREKE, EH
7 T transaminase {HOBE LR *BH 1-—FTH 5
(Table 2),

VI. # =

MK-0787 (ZFRREM T Gram Bk, &tk §i B
OEEH LEVGHIEEEYE L, FTh P. aerugino-
sa WX LTiX CFS, CPZ X ihi—BEuvHEH
EETHIENRINLY, 2T, Bx3FHR, &
TR AOIRBENEFOFERCLHLTRERE T
B B FRBERREORECHET 5 L ¥R,
BEREZ R & ¢ THEFENHR OB % 7 -1
11 fEBIRFER 6 ~ 8 HBR < 8 fEBIAE P. aeruginosa i
I BUFRERPIETH Y, FFHHFEET X v —REEC
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L& LR O B R ERUHRICOMED 2, 4, 10, 11 ©

4HIThHTee BEBREDORLNIZhEDEADS b
EM2, ARBREYREI L, BEAFISESARLLH

o DRRHREEETCE b Ih o T, &0 AR

AT BT, AR GEAMNRE L AR SR ONHE

FEicxtT 5AA O MIC % b+ % & 0.78 pg/ml—~
12.5 pg/ml, 0.78 pg/ml—25 pg/ml L AEMAMIAC MIC
EoLBNRED LRI, ?}JE!#P)E%%T\ﬁE'C‘%')T:ﬁE@
LADBHEIL PR ) AROBEN RO S, BD, &
#gEaio MIC fEix 0.2~0.78 pg/ml & F/riIT{EN fE
FRLTWIDOTH A, BRI X D ERLH ISR
HBAL, ERRBRETRELR->TLE ~To, AFREIC
LY EECBREINICOULES 11 Thh, 1ALUE
Chte» THBRENR ORIk » oo BIBEIC X 518
W B RE DIRE OB L SIX—RICHHPND L AT
HHH, TO—>DOKEEHIX, Z LIZ mucoid type
DY DTHHEIT LS phagocytosis ZZIFiIZ U
HYETHDY, LICH » TAHABEIC X BRY:D EHICHIC
T, REHIZ MIC {EX M EE b5 EOEA
PEZEL TR UE LB, L L, FEEBRICILFE
BEANEIHELLVWBENTEZh, hrs
BO XS ERYELREL > X 5Bbh b,

&, H.influenzae 2 X % "R BREGIE 2 I AF
ERALUFEREYB, L, ZZTHMIh H
influenzae o MIC {EizFxhFh 0.78, 1.56 pg/ml T
Hh, THETOWEF LS, &K D H. infienzae [Tkt
THRENIEE0E=MR L 7 = 2K B L TRE
BES-> TV B ENREATV 5,

BIfFAOREB ST, 11 EEFIOARKIE 5 Gid, 4 f
RESTKABEOBABEER, b, BELHDVIXER
MENROhDIRER S5, HtFoptETHE
REEKRIEG D $55, BROHEEH T -
LEAbL Bty ZhODEFT, AFVBERESH
Ty, ABROBCBERVNBOHBE LI LD, 2h

ITBRERATLDEZELE -, L L, KERIELE

ORI BES TR Th b, MLBERDORE

BREAZERSD L5 Bbhb, WThizL T,
FIERORBRTAEHIC OV TSHER IR UL
57‘;L o
VII. ¥ & 5]
L\ carbapenem FRH4EFK MK-0787 L AK| DR
R 5o fiEd % MK-0791 o&#%%, 11 fiD

- EETRBERPERE ORFCER Lic, £KBRIIF 8
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CLINICAL STUDIES OF IMIPENEM/CILASTATIN SODIUM IN THE
TREATMENT OF CHRONIC RESPIRATORY INFECTIONS

Suiron Ipa and Tamotsu TAkisuMA
The First Department of Internal Medicine, Tohoku University School of Medicine

Imipenem/Cilastatin sodium (MK-0787/MK-0791), a new combination antimicrobial agent, was ad-
ministered to 11 patients who were suffering from bacterial respiratory infections complicating chronic
respiratory desease. Investigation of the relevant pathogens using a quantitative sputum culture
revealed 8 patients with Pseudomonas aeruginosa, 2 with Haemophilus influenzae and 1 with Esche.
richia coli. The administration of the drug was done by drip infusion, twice a day, with doses of
250/250-500/500-1000/1000 mg of MK-0787/MK-0791 administered each time. P.aeruginosa was eradicated
in 4 out of 8 patients, although 3 of them became reinfected with the same pathogen shortly
after complete eradication.

MICs of the drug against P.aeruginosa revealed that the increase in MIC value was remarkable
in such patients with persistent infections.

With regard to adverse effects, gastrointestinal symptoms such as nausea and vomiting were
observed in 4 patients, and these usually occurred immediately after drip infusion. Laboratory
findings revealed slight elevation of transaminases in 1 patient.



