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Imipenem (MK-0787) 12 kE 2 /v 7 #HiC 35\~ THASE
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Fig.1 Chemical structure of MK-0787 and

MK-0791
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Molecular formula: Ci12H17N30:S-H20
Molecular weight : 317.36

MK-0791
H oy NH: H
* NU\/\/S\/\<
T(/_ COOH
O COONa

Molecular formula: CisH25N20sSNa
Molecular weight : 380.43

& LT RBC, Hb, Ht, Plt, WBC, BmFE 5%, CRP,
ESR %, FrigEtR# & LT GOT, GPT, Al-P, »-GTP,
LDH, D-Bil, I-Bil, T-Bil %, BsaEtk# & LT BUN,
S-Creat, Na, K, Cl ¥JIE L1,

MK-0787 3 X 18 MK-0791 o o i D ITE 12 H A
AN T EERALSEEBHEATKEL, MK-0787 2
B.subtilis ATCC12432 #F\ 5 WBF 4+ 2 7 =T
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Table 3 MK-0787 concentration in plasma

MK-0787 concentration in plasma
Dose Case (g -ml)
No. hr hr  min
0 1 1.5 2 2.5 4 25
_ 1 29.6 | 1i.0 7.0 2.8
?ééfj},f'éﬁ 2 25.6 | 8.0 5.0 1.2
) Mean 27.6 9.5 6.0 2.0
3 35.8 | 17.1 8.6 3.1
4 21.5 7.5 2.1 0.5
5 38.8 | 12.2 5.8 1.
6 25.6 | 15.6 7.3 3.2
7 23.8 | 10.0 3.8 0.9
0.5g,0.5g 8 60.4 9.0 5.2 0.9
(60min. DI) 9 19.8 | 6.8 3.5 1.1
10 30.0 | 10.4 4.3 0.9
11 24.4 6.8 | 4.4 1.5
12 15.8 | 8.0 3.6 1.4
13 46.6 9.6 4.2 1.1
Mean 31.1 | 10.6 4.7 1.3
Table 4 MK-0791 concentration in plasma
MK-0791 concentration in plasma
Case (ug/ml)
Dose
No. hr hr  min
0 1 1.5 2 2.5 4 4 25
_ 1 30.6| 9.3 4.5 1.3
?33:?12;? 2 2.7| 8.1 4.3 N.D.
Mean 26.7 | 8.7 4.4 1.3
3
4 19.1 3.7 1.2 N.D.
5 67.4 | 16.5 6.6 3.6
6 35.2 | 17.4 9.6 3.4
7 30.2 | 8.5 3.7 1.2
0.5g 0.5g 8 27.1 | 20.4 3.3 1.5
(60min. DI) 9 246 | 5.9 3. 1.3
10 28.5| 8.0 1.9 N.D.
11 19.7 3.3 1.0 N.D.
12 28.5 | 10.8 4.2 1.7
13 45.9 | 10.4 3.9 1.5
Mean 32.6 | 11.3 3.6 1.8
v MK-0791 R &G E#fk7e <7574 —TfT- II. & =
1o LEFEGIZ &L 13 Fliorf LTAH 0.25g/0.25¢ (1) FERRRHE

P D84 30 43, 0.5g/0.5g HEDPE 60 ot T
ST LBEERT, SRR TER, 1, 2, 4% LR
MRz~ ) gk, EHIGEROHBEEEEF M
Morpholino-ethane sulfonate #2## (pH 6.0)/Ethyle-
ne glycol (1:1v/v)] cHEBRRL —80°C (Z2&A
L, WEE TH—5E2E- 7o

KEERIBR 14 PI 5 BIEFI 12 DR X MHRHHE"
HOFLLEEMTH Y, fofiER AMK #HALE
DTHRHE X VB L, 13 flicov THIR 2 0¥
EHIF 1o BRHREOHES B EAFRELT XP
LoEEoRIY, WBC, CRP, ESR 7r& ORENR
(R, WEO, WEEEOR I X OMRwR AR HRE L TH
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Fig.2 MK-0787 concentration in plasma

MK-0787,MK- 0791 :0.25¢/0.25g 30min. D.I.

(n=2)
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?3- 20
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v
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] | 1 Il
0 1 2 3 4 hr

ELIH, 24 10 F, Hxh2 6, EFH1H, FHX
92.3% LIEHCWRINEZERTH 1o HHD 1Y
IR AD LIS EDBMKEZ R TH » 1o, Billd
ORI LDTNTA BAE L 1XE L W3, P
aeruginosa @ 1 fint K. oxytoca \ZEEAEA Lot~
THE LT,

MEBEHRTIER 45, B 1 FITERER 100%, &
EXRKETIIER) 6 6, B2 1H, 8L 1FITHEDE
81.5%, BEEEHNBCIBETIED 26, PEETIX
ERTO), AE2H, mH1e, EETIENIMATS
21e ThBDEFRITAFIIMELR L, K[ELRRIED
BRI, #784E, BEORKIR WIFhd BIFRK
BOBORICZ ERRLTV B,

BHTH-7 1 ik 70 HOBM THREFEOBM LG
TRDEMHEHITH - 70 X-P LA TEICHiSHHEE
%KL, WBC10,800, CRP(+), ESR85 T, L L[&
AR RE gy ent b & BEIR LR & 5L 7e 5t 5
ESET ST oL LTARKI1 A 1.0g/1.0g
WORRMES Licss, R, XEFFRITECEY TS
210 TDOWMESE X b adenocarcinoma 2MRH X iz,
TIAEG] 12 13 61 FEPBH CERRBICIRIEE LB T

Fig.3 MK-0787 concentration in plasma

MK-0787, MK-0791 :0.5g.'0.5g 60min.D.I.
(n=11)

pg ml

Drug concenntration

HEIEDMILT, CMX & AMK {FHTENTH -7
TodAKI1H 1.5g/1.5g+AMK Dffic X h H « {8
FRRE b ERR LA, BHEKLLT AMK %l
A LT e D BHE X W BRI Lico

FRARREIC X EBHORBEIER S X ORAEN
WIXmEERE, FHERE, BRERELL T -
BDHNILH T,

(2) Mg

ZA# 0.25g/0.25g 30 73wk 2 G0 MK-0787 o
eyl P R T A T % 27.6 pg/ml, 1 BEHEIER 9.5
peiml, 2 B4 6.0 pg/ml, 4 BERE 2.0 pg/ml TH -
720 T MK-0791 3 M4 T EHE 26.7 pg/ml, 1E5RH]
#% 8.7 pg/ml, 2BFRI#% 4.4 pg/ml, 4 BRI 1.8 pg/ml
LUTFTH-70

A% 0.5g/0.5g, 60 4 Ay 11 floo MK-0787 o
SEY M AR R SR T B 31,1 pg/ml, 1 BFEiEHR 10.6
pg/ml, 2ERAHE 4.7 pg/ml, 4BERIE 1.3 pg/ml TH
H, MK-0791 X &i§# T EH 32.6 pg/ml, 1M
11. 3 pg/ml, 2 B¥EIH 3.6 pg/ml, 4 B5RI% 1.8 pug/ml
TH -T2

1. = &

AN ARG ZEEHOFRL E T D B-lactam T D A ]
WO B AR, 4 CO5 BEABEE LY

W, G LS BRTH B MECE#ERX AT AT
I oxapenem, penem {Z-2\ T B-lactam B DiEt: 05
BUXTTH D,



692 CHEMOTHERAPY

= DEFL 7 7 LB R X OBEEICTEY LTRVH
%325 %, =y YV r—x¥B .27, AHYF
—¥HIEH D B-lactamase AR FE LT HHEDL > T
54

L2 LB dehydropeptidase-1 TH EIN B
HEARES TRV EEL LR T fe 2y, EIRE
renal dipeptidase fEEH|TH 5 MK-0791 % EE I¥
7 L X - T EERORMEL R I ¥,

REBRPETEL LTRAE s BHRC Y T %
MK-0787 o MICs, % S. aureus 0,016 pg/ml, S. pneu-
moniae 0.004 pg/ml, H.influenzae 2 pg/ml, K. pneu-

moniae 0,125 pg/ml, P, aeruginosa 1l pg/ml TH% &\

59, T D DOEBITFREFEIED BLAEIIT TN
THA=THLEZLNDY, EBESEDE 4 D B
LAFREM % [EZRLECTHRCO AR LERTSH
St l, BIEZLLAHA, PEEUETLHEHRILER
IZEM ot FIARIL 12 filo 5 BER) 10 FITH
H, AF|OGNBERD X IERLT W5,

BHEL 8 i\ T H.influenzae, P.aeruginosa,
S. preumoniae P A bty P.aeruginosa O 1 FHs
K. oxytoca WK Lic T XTHEETH LGS
RINEZRTH T

FReAFR S X BEIER, REBEREILZOCKW
THRDLReh -7,

MK-0787 oL 0.25g/0.25g 5 DH4A,
EEL AR TEK T 27.6 pg/ml, 4K TL ek
2.0 pg/ml %R L1z, 0.5/0.5 g 5 DA REIT A
THET 311 pg/ml, 4RI T 1.8 pg/ml TH o7,
SO ETABHEBTLAERIELEAEDED MIC &2
A= LTWBZ EERTHRETH -1

Lk, MR SEERYGE 14 GICAFIR@ER L, JERICi
ETREEBTH D, FFHIPRENFRTIEFTER
RERTHB LBbhi,

D
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CLINICAL EXPERIENCE WITH IMIPENEM/CILASTATIN SODIUM
IN RESPIRATORY TRACT INFECTIONS AND MEASUREMENT
OF PLASMA CONCENTRATIONS

Masaniro Takamoro, Yasuko Harapa, YosHinarl KiTAHARA,
Tsuneo IskiBasui and ATsusHr SHiNoDA

Department of Internal Medicine, Ohmuta Byoin National Sanatorium

Imipenem/Cilastatin sodium (MK-0787/MK-0791) was administered to 14 patients with respiratory
tract infections in daily doses of 0.5g/0.5g~1.5g/1.5g for 14~17 days.

The clinical efficacy and concentrations of MK-0787/MK-0791 in plasma were examined and the
following results were obtained :

1) Clinical efficacy in 13 patients with respiratory tract infection, excluding one severe patient
who received another antibiotic concomitantly, was excellent in 10, good in 2 and no response in 1
with an efficacy rate of 92.3%.

2) Causative organisms were isolated in 8 patients out of 14 patients, and causative organisms were
eradicated in 7 patients among them.

3) There were neither side effects nor abnormal laboratory values.

4) After MK-0787/MK-0791 was administered in a dose of 0.25g/0.25g by a 30-minute drip

infusion and in a dose of 0.5g/0.5g by a 60-minute drip infusion, the peak plasma levels of MK-
0787 were 27.6 pug/ml and 31.1 ug/ml, respectively.



