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Imipenem/Cilastatin sodium (MK-0787/MK-0791) DX#ny - FRKATBRE
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Imipenem/Cilastatin sodium (MK-0787/MK-0791)
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Uleo BREMIT D bABIRicAFo Y v e £ 7 =
ATERE 7B O EEf4 (CEZ i =100 pg/ml @
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1. MK-0787 o##/ (Fig.1~3)

CEZ o MIC »° =100 pg/ml PUEDxFv Y v o x
7 = ATEEE 7EICKT 5 MIC i 0. 4~ =100 pzg/ml
oA LTwiehy, FEE Echcs 17 Bk =12.5
pglml O, XD 5% 6FkiE =100 pg/ml o MIC #» L
Lo ziuzxiL CEZ @ MIC A% 25~50 ug/ml o
LEERHERE 7E 10 By, MK-0787 1 6.3 pg/ml [
ToORETEE YIS, ABPC IKfith% Lo 3
S. faecium 48 ¥Rkt L, MK-0787 o MIC 3 2 ¥k
25 pgml, 3#kAS 50 pg/ml, & H D 43 Bk =100 pg/
ml THoTo

2. BEIRpUE (Table 1~2)
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Fig.1 Antimicrobial susceptibilities of highly
methicillin-cephem resistant S. aureus
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Fig.2 Antimicrobial susceptibilities of moderatly
methicillin-cephem resistant S. aureus
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Fig. 3 Antimicrobial susceptibility of ABPC
resistant S. faecium to MK-0787, chlo-
ramphenicol and erythromycin
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BIERREOAITH -7

COLDREERPIEN S >12DT, 1 ROREY
SEL TR b3 - TED 28 XX AN, &
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LRETHEEPRBRLE, BRCAH LS8R
P.cepacia OEHEKRMIE, BRFTEH Lz P copa
cia JMFEY X O EIEC A B LCRIBERNDE, 6
PICER), ~— A2 - —CRETHEE 7EknEr
ZEZ LS BEE LWIFRER L Lz, UTERY
%E;ETZJO

R 1 RBEEMER, BEMFHERED - DER
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fckn, BHXY 39°C 0 EH#h L BEHEENHE,
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B 3 HMEAE L 38°C 5t FREENHELL
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2 BHW XL 7o b IR RS S FH R E Lo 128
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1EAT X D FAMEL 39°C o Rsskg, BWHXHT



PY
vOL. 33 S—4 CHEMOTHERA 543
Table1l Clinical results of MK-0787/MK-0791
Age . . Underlying Daily dose Organism Clinical Adverse
(i?;.e Segx Diagnosis disease X duration (MIC ug/ml, 105cells/ml) effect effect
Cervical 2gX3days P.aeruginosa
1 70 Meningitis ervllca " 3g X 6days (MICll.56) Excellent (—)
FO. F myelopathy 1gx8days (=)
P.aeruginosa
1.5gX9day
2 17\2 RTI Bronchiectasis ;gx 3d:}'i } Excellent (=)
TS. g Y€ N.E.B.
.. 1g X 3days S.aureus
8 g; Asplratlo.n Dementia 1.5gX 7days ! Excellent (=)
Y.N. pneumonia 0.75g X 4days (=)
2gX9days P.aeruginosa
4K ﬁ Sepsis AML. 4gX1day P.cepacia Excellent Polyuria
MK 1g X 3days (=)
78 P.cepacia
5 ! Sepsis D.M. 1gXx10days ! Excellent (-)
SS M
N.D.
L.C. S.aureus
. 1gX6d
HéT. 18\2 Sepsis %’ace mak.er 2§X9d2§z (MIC 1.6) Poor (=)
implantation N.D.
7 18 2g X14days P.aeruginosa
Sepsis Leukemia 3g X9days (MICi 0.2) Excellent (=)
YT F -
1.5g X5days (=)
N.F.B.: Nonfermentative bacillus A.M.L.: Acute myeloblastic leukemia D.M. : Diabetes mellitus L.C.: Liver cirrhosis
N.D.: Not done
Fig. 4 Case 1 Clinical course F.O. 70 y.o. female
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HE e RS T Mk R & L, PIPC 3g/H 6 HR{#E
ALENDREESFERALColcicd VALY Y — & —
BEFE BEFIIAFVY V27 - ATHERETH
LEBE I M o, MK-0787/MK-0791 1[H 500
mg 1 H 2[E3 BRI SiEsgE L 37°C fitkE TR L,
Fp#%1E500mg 1 H3ECHBEL, BH - BROE
LERSTEDEER R, BRrLEATEHIHALL
AEBEIBELTCWEOT, RBENXERETHLL
e v EE L bhtc, BRRERIL excellent T
Hoto

EH 4 B CEREREmEREA 500 LT
EF L, 40°C B0 RHAFENT, MIKHERT P. cepacia
A2 E#H =R, PIPC ¢ CMZ, CZX r MINO,
SISO & CMX % AMT oA LAFAET, M
VR CSERSBE A RH = h iz, MK-0787/MK-
0791 0.5g 1 H 4 B SHBER TRV, &0 2 Bl
x CMX 18 2g, 3HEUM CFS 1R 2g ¥§fH
LTWw3, 3 MK-0787/MK-0791 #5 5 B B %),
MK-0787/MK-0791 % 1 H 4g fEf Lo, 54 HE
¥ Tk 39°C AOBMNEZ L T\Wwich 5 B BED S B
L, 6 BERIZFE LT, Uk 37°C A0 REMNH
BB boten, EACEE LK, HFBEMRK
& MK-0787/MK-0791 #5454 HE X b 1000 A< EE
LT3,

Ak, 18 3000ml gk o @k 1rfFiebh,
MK-0787/MK-0791 #% 580 RE L # 3000 ml BET
» - tent, MK-0787/MK-0791 #4 2 H H X b 4000~
5000 ml DS REMAHBEL, HEPRIEE TRV, TOM
» BUN, Cr wELiZ % 5 hish oo MK-0787/MK-
0791 DEERBFE X MAFIHHA S h, L dBHALICH
He—HK L TEORAHMLTE T 50 THRHE
BELWA, BRBRENZSTBHomKERTEELL
Tkh, el d>—20RLED P cepacia »PRAZE
o CFS i o7 A% ZRL T excellent LHFEL
oo

EHl S BERFmEA-FVYVENSY, b vk
HisEENEEEY S - LB 39°C w3sh, HEOR
RAHh D MK ET Pocepacia BRI Ehic, K&D
WMigL 1 v A VT, BEEEERBEYBRT 0 Ch
&, CEZ 4g/H % 2 BH{ER LA LILWOT,
MK-0787/MK-0791 500mg 1H 2 EA@L:5EA
wEsml, 1BM#BOBRETCRROME, ALRKDOE
#Abx Zizo excellent TH 7o

il 6 47 AREATAR, COROKERTEE
sEx R L, CEZ 5 THMLI, 3»ARI~R—-2
A —H—DESEB LI TRY, XN—A L —H %K

B, TOBDOY 4 Y -DORHMOERTRE 7EHRBRY
Xhite ~— 2 —7 —%#tk CEZ, CMZ ity
o Twieh, FEFYS I LTHELL, 105
B BORM, 2Fv) V27 2 ACTHEORETE
»EH s h, MK-0787/MK~-0791 500mg 1 B 2 B AR
M L7oas, 2~3 HZ Lic 39°C & T 5 REnLY,
ZFTOBEOMKERTEEB7ENIEHI L Tw %, MK-
0787/MK-0791 o MIC 7 1.6 ug/ml €% ,%0<,
500mg 1 H 4 B S@EcHEL e 28 %R %L DIC %
AptL, MK-0787/MK-0791 %5 BRiA 15 HER A
Lico BRE T -7, FRMEDRRKRRIHERTE
holts

fEG] 7 AREIMF CEBEARERCHLERN 100~
200 L7 h, 39°~40°C OREE XD X IR Kok
<, LMOX 6g/H, LCM 1800 mg/H, AMK 600 mg/
H¥ftACRE L @hed, mEEcRRELR
M, @EACEYEC LCABTCmARAL, B
2 BRESEOERHEE,Z bR, BRH» O KIRE
FEXhtco ¥RMEM, BE, KBHCHERK»LFEX
DEFEH DI 6~7 HETHBEL, #eanRESH
BETBEELRILBL, FIBEEORTREY YK
Lo = O FBEeR+ 5 MIC ¢ LMOX 12.5 ug
ml, AMK 0.8 ug/ml, MK-0787 0.2 ug/ml €k~
720 AMK 600 mg/H 0 #5ixfEd, =hic MK-0787/
MK-0791 1 H 1.5~3g % 15 HEMA L ErHBM
EEANZEHERD, 0% Gy #REL CURLELH
ZBTER Lo

feks EMER 1, MK-0787/MK-0791 {faf i 100,
400 e ¥ DBWARIETH - 7cpd, FRAYBERE 1900 &
B, L% E 2000~7000 % #E5 Lico LD REH
51 MK-0787 1% 5Btk Bt GIREA1REE SRS,
SHELSTERERLAD, FORELHBTAILE
<, UIBEBER Y LB L LT, A5 MK-0787/MK-0791
2 AMK r PR L, E7of#hE Tic 20 HRELRR,
MK-0787/MK-0791 #4537 AMK ¢ LMOX, LCM
AREShTWRE b bTEERRBEOLIE
¥ %= L, LMOX, LCM % MK-0787/MK-0791 K
AL 5 F LThb, ERAFELLE L, SRREFEN
MTHTOMY Dk LIs &, REENEBDTEET
HoteZ LinEmb, ZFEIE excellent LHE LR

feds, 3PIC 3g/ Bk b EREA LA, AL
DB BN B BIfERILIES 4 DRI T, BAR
FEETIF R TNELEHIALRIL, 1

Iv. # =

MK-0787 (3. P. maltophilia %< kLA ¥ OBK

B L CREMLET 52, %6 0RHTIRL
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Table2 Laboratory findings before and after MK-0787/MK-0791 treatment
Before RBC Ht | Platelet WBC Eosino. GOT GPT Al-P BUN Cr.
After | (X10%) (%) (X104 (%) (1U) (10) (IU) | (mg/dl) | (mg/dl)
B 343 32.9 14.1 10,700 5 11 5 47 10 0.5
1 A 319 31.0 24.8 7,700 0 22 25 52 14 0.6
B 399 33.6 21.2 9,600 3* 11 6 45 18 1.1
2 A 462 37.5 29.8 5,400 3 8 1 44 13 1.1
B 357 33.6 46.2 18,800 0 48 134 82 19 0.9
3 A 322 30.7 - 22.2 4,400 1 14 25 45 16 0.6
B 202 19.3 0.3 300 0 .19 20 20 9 0.9
$ A 226. 20.7 4.8 1,500 0 "9 13 35 10 0.6
B 358 33.4 16.2 10,600 0 15 8 34 33 1.4
5 A 317 28.8 25.2 5,400 1 11 6 45 10 0.7
6 B 176 18.8 9.9 3,400 1 11 11 45 31 1.3
D* 238 23.8 3.8 6,200 1 7 0 37 80 2.4
i B 256 22.5 1.1 400 0 25 76 7.8%* 8.7 0.7
! A 360 34.5 30.1 4,200 0 33 27 9.9** 9.8 0.5

* During MK-0787/MK-0791 treatment
** King Armstrong unit

= ATMERE 7E O > bR EEREbRIL MK-0787 6.3
pgiml IFCREMIEEND S © 0, FEMMMEK O %
it MK-0787 @ MIC #% 100 ug/ml *#x 5 D
babhic, ©7 = AMitERE 7HO Wit 8 F s
T, —DPRAED -5 78 <=—X¥ELETIBLD, —
DX PBP 0RENEZ R TV 5,

& MIC #JIE Lict 7 = ATHEEE 7 BT
Fefa LTuwiws, EEmMERCT% MK-0787
D MIC #% 0.4~2=100 ug/ml ZHAHLTW5 = L3,
EREL—DTIX 7R\ & L R B3I T\ % . MK-0787
M B-77 2w — X B TEET, BRI LE
DT, EBED MK-0787 THREXFILEINL £ 7 = &
REMUKE7E, p-5 7 s ~—CKEEEKLLE
2bhs,

%7 ABPC fitt% L3 S.faecium |3 MK-0787
RYFHCHETH D = M Lo S hic, M EDHEY
BE X 9 MK-0787 Ofitte 12 P. maltophilia IR %
T, MRSA D— % S. faecium OIS D = & HB
bR Eht, ThOBRATMEEOI B A F ) v -
7= ARG T R RE 2 £ ic MK-0787/MK-
0Ol 28R L, MR B RS I E R T H - 1ohs, BRI
ELERHTh >t BMEDORAHEC 5 T 5 MK-
0787 & MIC 1% 1.6 pg/ml L{E\ b DTH-T, ME
WA 7 -7 ViR U BiE © 2 hidkss Lishs - 7
CENEHOREE b E X Hhic,

MK-0787/MK-0791 BEEREOME THETNE D & 13
D RIBEIRE AR & A L HSAENE O 8 1

NEAZLEL Lich, MK-0787/MK-0791 o S5k
ETHERLCZ L, 2) CORBEEMBELLMTE
USR] T 5 - To B IBEE O BAE PR 25 RS BUMLEE % 18
BB o &, T bhb,

BIBEMEBUMED 2 fli & b AMRICAHF Lich D
ThH ot BIEOBROEERIECK L UIERRS
IO PERBEOREBHRNE DY, FIEHE D BIKE
KBTS WCHMF AT ABEYEL, FALRK
Iz X B FRIERRA OB EIR BT, ThETREEL
TWIRBARE LT 52 XS WRETIE, NIEDE
DEHRHIBXE S THie o ¥ AME OB OEIERS
SECR LT, $Eko MIC LmREECBGETIIEL
B EREATHHLIBEOTHY, SEO2HE
3, MK-0787/MK-0791 3% BE OB RAY Mz e B ME
BRI H - Too MK-0787/MK-0791 (3517,
FEARIZ P SanbE-T, MEKEBCEHTAIESE
TeRHEDY) D FLIBEE LT B NEERTH Y, Thbd
DERBICHTHIHREE, WEHERS LOPHRACELE
D TR T HLELH S,

b’ [y
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STUDY ON IMIPENEM/CILASTATIN SODIUM TO
SEVERE INFECTIONS IN THE FIELD OF
INTERNAL MEDICINE

Kaoru SuiMapa, Takasur INnamaTsu and Kyoko Uravama

Infectious Disease Section, Tokyo Metroporitan Geriatric Hospital

The foundamental and clinical investigations on imipenem/cilastatin sodium (MK-0787/MK-0791),
a new broad spectrum injectable carbapenem, were carried out.

We investigated antimicrobial susceptibilities of 38 strains of methicillin-cephem resistant S.aureus
isolated from blood.

The MICs of MK-0787 to highly resistant S.aureus (28 strains, their MICs to CEZ ranged 2100
pg/ml) distributed 0.4~ =100 #g/ml, and 6 strains were=100 #g/ml. The MICs of MK-0787 to
moderately resistant S.aureus (10 strains, their MICs to CEZ ranged 25~50 pg/ml) were lower
than 6.3 gg/ml.

The MICs of clinical isolated ABPC resistant S.faecium were =100ug/ml in<43 strains, 50 pg/ml
in 3 strains and 25 pgg/ml in 2 strains out of 48 strains.

MK-0787/MK-0791 were administrated by drip infusion to 7 cases with severe infection. 3 cases
infected by P.aeruginosa, and in those cases, one case of meningitis, one case of respiratory tract
infection and one case of sepsis associated leukemia were excellent. One case of sepsis associated
AML infected by P.aeruginosa and P.cepacia was excellent. Also, one case of sepsis by P.
cepacia and one case of respiratory tract infection by methicillin-cephem resistant S.aureus were
excellent. But one case of sepsis by methicillin-cephem resistant S. aureus was poor.

Neither side effect nor abnormal laboratory findings were observed without polyuria in one case.



