VOL. 33 S—4

CHEMOTHERAPY 433

Imipenem/Cilastatin sodium (MK-0787/MK-0791) = B§-3 % & R R BF 58
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BARLBE 2 o B Y 5 i imipenem/cilastatin sodium (MK-0787/MK-0791) 1.0g (MK-
0787 X LT 0.5g) % 20 AMRCTATEMIE LB MARE Y JIE Lico M+ FED peak (21
FITE AR TRICH D, BRARET TS >7eri @bl LTEMET, o 1 ATl SlR TR D

mPRED LR UEEDORFRY 270

"?ﬂ%‘éﬁ‘?‘ﬁéﬁf 15 ¢, RRULAE 2 6, BRIESS 2§, % ofh 2 Al A 21 (o RGE Flic MK-0787/
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0787 LT 0.5¢ BA\ % 1.0g 1 H2/k\L3E, BREMTIE 0.25~1.0g % 1 A 1 EE
AL, BRI 4~47 B CRERRIL 4~%g Thoto, BRMEIED2, AR 16, LLHD
1, &1, HERN1 THh-7 BIEAE LTERMICRE, REXNK EFBEES TR h
1A bRIch, WTFh B TEE L BEEL, EERLORFEDLr -7,

Imipenem/Cilastatin sodium (MK-0787/MK-0791)
XAL 7 #TRR X2 hic carbapenem %@ thienamy-
cin 0F Mk (MK-0787) L FHBE OBz it % dehy-
dropeptidase & X % 7k fi2 7R i& 1t [ 22 %] MK-0791
(cilastatin sodium) DEFTH %o

MK-0787 i3 B-lactamase =% LCEHET, HFaik
O gram [GHEE, gram BHER X OHIEE R L
TEDTAREOHE AR PA%HLT Wb, gram
REEEIZH LTIz, Wb 5% 3t cephem #H|& iz
ERSOHENE R, &7 FyBERBECTLT
RERTWB, gram BHEECH LT SHE D iiEEs
ZHL, H1#HKD cephem Hich LTER TV 5,
BIEEC ST LA T, i B fragilis w3 LT
RELFFO cephem Hic ~HBH EE b HE Y H
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bbb BRL) 2 Pl RF % A Lo
BEr@EL, D2 Hl%E L 21 B0 RYSE i< A H %
R M2t B0 Tr o REYRET 5,

. BR2BEICk+3 MK-0787 Qg
(Fig.1, Table1)
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PARBMEB RS T H 5 HHE R BIIMm A ENTICBT L
2 69 BOMMAEG (KE 48 kg) ORARE T HE, 161

Table 1 Plasma concentrafions of MK-0787

in uremic patients
(500mg d.i.)
TXK. ¢ 69y.0. 48kg Sepsis with ARF

hr 0 12 | 1| 44| 7 24
ug/ml| 0.79 {33.35(15.85[18.10{13.12| 0.50

K. 3 56y.0. 48kg Infection of old tbc. with CRF
hr 0 1/2 1 2 4 6 10 24
wg'ml| 7.96 [36.33{49.12{39.20(29.02{23.68(10.40} 2.30

GHEETRED 56 &% (48keg) OHREFE4L4HA, WTh
LIEERA TH B, Wfle  MK-0787/MK-0791 1.0
g (MK-0787 L LT 0.5g) #4Eay&EK 100ml 1=
BELT 30 A TafEMEL, ZREC 24 % &
T~ ) BRI LTl E Y E Lice BIER B.
Subtilis ATCC 12432 A REE & T HHBR— < — 57
4 ATHBETITIc» 1

2. KR

BumiEd T.K. flictsid s MK-0787 o ifichi e
AR T RIS peak 23%H T, T DL 33.35 pg/
ml, & D% OET X B 2 2> T7BM% T 13.12
pg/ml THHH, 24 KRB OfEIL 0. 50 pg/ml L{EET
BT
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Fig.1 Plasma levels of MK-0787 in uremic

patients
- (500mg d.i.)
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BBt SR kR D K. L f Tl peak X sk
TH 30 5T 49.12 pg/ml TH Y, £DHKD LB
EfES T L STEEALA 10 FERR, 24 BERIEETERE R
10. 40 pg/ml, 2,30 pg/ml TH-7zo SFEBALARTOMEN
7.96 pg/ml & 24 BERAKOE X » A3, B HORE
PMBEERR TR TH-Tctcsd, 19 BEIBO EX/RL
fozZ kil B,

11. BEFEHL#k (Table 2~4)

1. %

AEBEIFEF 59 £1 B LB 60 F£2 FFTO
iz, EXABRRBICABR L 21 giT, Bk 12 §l, &«
¥EO G, “EHSIT 16 E~88 B E TTH 5o

FREOHWRI, WRERPECIEERL LA, M
K40, LEZMERARYE, MIFB_RERE 16
K[EZIRRAE 2 B, BIBMEMERCKERE Y E L
D40l MBKEE2HTHE, MAE2FD5H
1 PR RERRRRE X 0 BOAE & 7 0 Bt 2 608 1Bl
LR BERBRPHES SOT, WThIBETRLHITH
%o ZOMTIIIFIRE, B - BRE, TRV v &%
THSE 1 BITH D,

ERELPRBREGEAE 15 Gl 5 H 9 GIITHT, fii
2012 BIns B FhEN S. aureus, Bacteroides+Veillo-
nella, ZELZRREI L D S. preumoniae 75, KELILE
IEF 1 G, BRIBMENEIED] 2 Blos 5 P. aeruginosa 7
NEER T, BUMIER 2 GIX b ik & 4 S. marcescens,
E. cloacae D\ X, FTIBESGIA 513 B.fragilis pi5y
B oAy, BT - BIRES, LB Y v oEiRH, B
MG TRREEREIRI TH -1 T - BRBHICTH T
(R XY E.coli psEh, VY vAERFITIX AS-O
fEDZH LR L TH HVEEERR EEZ DR,

2. {#R% #RR

L USRI ER L, BTRL2f%KBRE 0.5 ;i
1.0g 1H2HA\ NI 3EARMEL, BRLMT)
0.25~1.0g #1 A 1EEEL, WThLABRAEK
100 ml 7g\ L 200 ml AR L, 30 23fEH 5 60 4f9c
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TH -0

3. MRAEEE

TEROHEEERE >1

#7%) (excellent) : 1) FEREHIHBE LTV BH4RE
DLk EBRIERDEE BELBILLD, 2) RRE
AR TLERKIER DOSHE: WENBOhIL D, 3)
fBOYEFIH ER T MK-0787/MK-0791 ([ FFEHEH
7&&%%?%7;5 4) Do

A%y (good) : 1) [RAE DK & BEKER OHEHE
bLhicd Do 2) RREVERS S \VIITHATH, BHoh
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2LAR (fair) : 1) FERELBD Licd D, 2) BK
FERO—EH D\ VIZBERENBLAIL D,

Mm% (poor) : JRREOMHKR AT, BRKERL TE
HBHVITWEELCD D,

¥IFEARE (undetermined) : 1) {BEORRThho1e
3, D, 2) ZhEHIA LTI MK-0787/MK-0791 o{# fin:
dhik Xt d Do 3) fOHAR], W AH (steroid 72 k)
AR LD LHAINICD D,

4. BB OB

A oMERe, ERMMFORS, B, Bl
nant - TH - MEER L OWELERSE, BB EDHIL,
BHEERECEE Lo F0ib B BT R ORENED
5, &, I, BH~OEEY L1, BHEECOVTEL
HRFER BUN), 7v7+=v (Cr.), FREHE
LTRME7ALHYV 7 A7 »&2—¥ (Al-P), +77
27 i +—+ (GOT, GPT), ssxvigryry (T
Bil), Wi B oI R BmMO~N<L 7Yy b
(Hv), m/MRE (Platelet), B3 (WBC), £%0f
BOEPT B LTI R MM iF Bk S 4 e (Eosin) % #§ #%
L L, B2 — A AR (Coombs) % AAEIMR » 1Tk~
1o ‘

5. RUK

1) ERR%FE

%32, B 16, LRBEWH1, EH1, WETELD
fERTH -1
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WBBET, MEOME L RBr Ll CZX ZfER
LEDHENRZLRT, AFIREE L L 2 53ETHA
ROFEY B, FEF 15 bIEOKBRAIT, FHik
ThrEBck L MINO % {8 Lich @se 3, AAHIE
AEA XY@ LERCERER b HE LIS

HHOER 12, 13 YR—BE T, P.aeruginosa T X
BB OTERYPIEY RE LECHEBRCERL TV
DC (13 TiX S. aureus HBIE), FRER L H T
hd P.aeruginosa DFA LERER OHELB I IE
05 Mg & b £ EEYRGE BRI KEX
o X bR AR e B SRIENC Bl R DRIE %
ZBEET, KIS L D Bacteroides, Veillonella »ifiH
INAFRERA Licd DT, EEXLBRER KBHX
EHROBEER ATV D, FEF 6 1XK F X M &ic S.
preumoniae . X B RERRFIER E e LIcb 0T, £A
3RBIITEN AL CRP DOBRMELY 2t

ESHOER 312 EPEC BRIBMMSHEY & b, CEA
PEETEHRBIRR TH S IDFERD R CAE
HEEXETH LBbhbBED Ml T, AMPC T
RN FFICEE Licd’, BKER, RBXERME
B LAHELL,

HEBRADER 2 128B» CEBLMAT, ETENC
FRALLLDTHY, BRHUEIRETH >

WD 2 FliX\ThIBRTH - oo MG 16 28
FREERCE L, OHEEORER REESLA O MM
ECEY, MikdE LcalBERLAT, MK, R
Bikhs & S. marcescens (MIC 1,56 pg/ml, #: & B &
10%/ml) 24yEEXh, CMZ, LMOX, CZX 7 &higl
EH AR 1 DAKVER LI, COME#EETS
T AT S RBIL B RIFI R h e, ARIER
Ik Y S. marcescens % S. aureus (MIC 50 pg/ml, &
H&E 10%/ml) ERR LT 5, £ 17 13550 T
B DRIME L > 7cd OT, K, ML E. clo-

acae (MIC 0.1 pg/ml, EMEHEE 10%/m) AKRHZh,
CZX MERHOICHEAFIZERALLL DT, BE, WH
Sk Kt

KEH) 18 X CPZ, CMX, LMOX 24 K Lich »
REEDFIEEF T, r-globlin OfFFE, HHENLVI>—
CLabeRa LB doT, MK BXb B.frag-
lis (MIC 0,2 pg/ml, EEEE 105/ml) AHEIHhFD
MERL B, EM 19 BB L, B CT Xy,
g, FCBBOFE R INAFLER, H1BHT
@ L, CRP noatkit s CT FrROBUEL B, HE
B E.coli (MIC 0.2 pg/ml, #&EHEE 10%/ml) AR
IVREINTE HVERBEOFEENKTH S,

SEB] 20 o LIBHE Y v ERHIT BB E RSO K
56, EEY &, ABLcd DT, AMPC 2ES) CAHI%
FERLAERTH -l AS-O fEOERAYZ TR HBER
BRI gbhic,

REED 1 PUEFEZTH » 1o

ERAORBRAE2 LS L, Tabled OFH, FHULD
BRRTIL, FPRIBEGE 85.7%, MUMIE 100%, FFiR
% 100%, Zoff 100%, 24T 90.0% LEDTH
L 0T, BUESERPE (HE_KERTED) Kkw
Th 10 Gl 9, 90% DEHEKRTH -7

MBI S, pneumoniae, E. cloacae, B. fragilis,
Bacteroides sp. +Veillonella 134, P.aeruginosa i¥.
3BREBFME, S aureus 2 BRI 1BRIER, 1ERFHIL,
S. marcescens 3. S. aureus CHIZ L\ 5 R THERY
BifictoTHY, BEEEHBHE 9 PIOBEKDFRIIEL
7, RXBEH1, HEREE 1 TEDONRILD - T FEF
19 TiX E.coli, fEG] 20 TREBEEEIVERELHETZ
R, WThLFEHTH -7,

2) EIffA

FRIRADIL 1 B (EGI 17) TREDOBERE ZIcDAT
Hoteo THERMA 18 BEHICHELCLOT, HicLE

Table 4 Overall clinical efficacy of MK-0787/'MK-0791

No. of Global judgement Overall
cases Excellent Good Fair Poor Undetermined | effectiveness (%)
RTI 15 2 10 1 1 1 12/14 (85.7)
Tonsillitis 1 1 1/1 (100.0)
Pneumonia 4 2 1 1 2’3 (66.7
COPD with 10 2 n 1 9710 ( 90.0»
infection
Sepsis 2 2 22 (100.0)
Liver abscess 2 2 22 (100.0)
Others 2 2 2/2 (100.0)
Total 21 2 16 1 1 1 18/20 ( 90.0)
COPD : Chronic obstructive pulmonary disease
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APk 2 ABRICITRB O &L Al
BRAERS LS 160 GEF 1D TRS, FEERE L
bl WFBRERN S R BDI DR TH Do fEH 10 THER
WESHEAN 1 G0 5 8% & HI L T2 FZHT 500/
mm?® UFTHH, BIEFBELIRLIEA T
1. # ®

WAL 2 floRYE I MK-0787/MK-0791 % {§
FALiconE7BE, 488 (WTFhbIEEITR) O
MR RRITE Licnt, 1 HI% S TIRC peak 234
D, BERTETEHAY AN L LA E LTEETH
St DIH L, B0 1P R T % b MR L5
LR RS Lico T2 2 BIOWETH DD, T
£ DM A BT B AL, KBOED, HB\WIXMED
TR X BHNEI ATV foid, AFIDVE PRI
DEATHD B EW-T, 1E0.5g, 1H1EE
S MENTYTHD LIXROHEVEVZDTHS Ho HF
g2 ¥ HIMAREDE L febieh 1 T.K. #i GEFI
16) i3, AL Serratia BIMAE % i x C—IEAR) &
HIFE KD DD, FICEEE Serratia DMIF b
OEMEEYAZ Tk Y, EERPECH LTRERR, |
WL LVRED ThoTe & EL S D EBIh - T EK
wEML, BB OmAREES L b TR L,
BWEREEE LTI\,
NI SR RRGGE 15 (A, FRmAE 2 4, FFIRE 2 6, o
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2 B0 21 GICEEM Lok, EZ2, A% 16,
LR, WEh 1, BB 1 TH- T HERM
B EHRRIZ 90.0% THY, MR IR 85,7
%, WuiE, FFE,  OfMoOBBEE-Thd 1004 &
HbDTHDh, WRINELHEELD LRH DL
BWARZ PARRIRLICHEREEL X5,
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Imipenem/Cilastatin sodium (MK-0787/MK-0791) was administered intravenously, at a dose of 1.0
g (0.5g as MK-0787) by drip infusion for 30 minutes, into 2 patients with renal insufficiency, and
its concentration in the plasma was determined. In one case, the plasma concentration showed rela-
tively lower levels and reached the peak immediately after the drip infusion and slowly declined. In
another case, its concentration reached the peak 30 minutes after the end of administration and the
high plasma levels continued over a long time period.

MK-0787/MK-0791 was administered to 21 patients : 15 respiratory tract infection, 2 sepsis, 2 liver
abscess and 2 other infection. It was given intravenously 2 or 3 times a day at a dose of 0.5 to
1.0g to the patients with normal renal function and once a day at a dose from 0.25 to 1.0g to the
patients with renal insufficiency. Clinical response was excellent in 2 cases, good in 16, fair in 1,
poor in 1 and undetermined in 1.

As an adverse reaction, an eruption was observed in one patient, and laboratory tests revealed an
eosinophilia in another patient. No severe side effects caused by MK-0787/MK-0791 were observed.



