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Imipenem/Cilastatin sodium (MK-0787/MK-0791) ofR#4EIRIC W17 % # 3t

EHE &
Vb & IILE R BLR B
FER A A
Wb EMIEBRREPRREEME

PRANS R, BRE X VDB LICED > b MEAE DS\ S. aureus, S. epidermidis, E.cloacae
3B MK-0787 OHE% A% &, <0.2pg/ml i S. aureus (% 95%, S.epidermidis 909,
E.cloacae 7505 \wREZMEH B Y, BMOFIENAZED Lhiz,

% T imipenem(MK-0787) DIRABITX A fcHF BT imipenem/cilastatin sodium(MK-
0787/MK-0791) % 50 mg/kg one shot {Z#iE L, H¥EHOMERA, BAAR LOCRENBTEE
FRUETHELE— 73T EEK 30 22dhb, ThTh 20.0pg/ml, 2.1pg/ml, 1.9 pg/ml
RL, E—/7BOBEKARIOCERAEBEIMENERED 10% fi#EBTT52 nmbhi,

FEIRGIiix 1 B 1 B, MK-0787/MK-0791 250 mg % Syl L, IBRREGL 26, 2R
%16, BTHEARERL L, fE3MACER, #F10CREDERL, FOHRT+

— 7 Thote BIEFBIXAIZRD bRt T,

4&ME%H L1 imipenem (MK-0787) % 2 v 7 HOBF
FEFC X b, Streptomyces cattleya »»HEBHhic B-
7 7 # A RPEWE thienamycin® © N-formimidoyl
HBET, FORRIHFED P-5772=—¥ XHLT
RELINTWBN, ERICABLELLTBRBSWT
dehydropeptidase-I & X h kX, TFIEHLEHhB
EwbhTwb D THBY, ¥l —HOBREITAHZ
OBFOBREMNILER L LTH U 4 L 7 #it ks Tcila-
statin sodium (MK-0791) 2% I hi, =o MK-
0787 ¢ MK-0791 ©» 1:1 o4 X b MK-0787 o
RFEREXERBCET D Evbh, »hOox BHER
ZEwThd MK-0787 0 BH L L BRI 2 4
HhTw 29, MK-0787/MK-0791 12 {E T 18 » A
BELINTWIERTHS, SHE, ZOFLWHLEY
BoBRBERC ST SEACELTRE T #er B
DTETDOREERET %o

I. ® & 5 &%

1 R X DB LB T 5 ReE

FRFN 59 R, MRAM L O 2B LICEED 5 o R
EDS%\3HDH, T7ichb S aureus, S.epidermidis,
E.cloacae ThZh 20 fRizkt+% MK-0787 DR
A Lico BTN k1L A R LEREESEAEEITHE
FERFHA R " A1,

2. REOMESR LOEK - RIRAIRE

3keg Ak OHBRHF R R%x A\, MK-0787/MK-
0791 #4FHAEKICHE L, one shot T 50 mg/kg/

ml ZEHIRE O SEREL, TOR—EREILcm
BELIOBKRERR LI, kBEKL1BSACOE, 1
FKEIBOZLLERL, MEKIX1RECOE 2MH2
B, OEFERCCHRMmML, mExsH8EL, MK-0787 o
MEABITRE S RUE L,

PIEST L B. subtilis ATCC 12432 #$5RE & T 578
@7 7ERA I, ¥ RIEREREER 1 SRR
FRFEROEBEIECER 6 mm ORI DMK GHER
#t No.6) WAL, REERINE Ldtz, = OREY
F 4 A2 & LT, B.subtilis ATCC12432 »{sTE &
LFREREERL, bW IR » 7B TREN
BEZPE L1z, oz h b, BA, FERCHTs
EHEMIR O F BT 1, \3Fh{ 0.05M Morpholino-
propane sulfonate #2fi¥% (pH7.0) B\ o

3. FERBUSK

MK-0787/MK-0791 250 mg % 4B A 100 ml o
BREL, 60 5T 1 B 1 BAHEE Lo (EHEM 4
BIT, TOPRITIRBIEERL 2 6l, SRR,
BAITEAREEE 1 ITH D, W ThOEFd AR5
CEARICEETH A Z L RERL T B LD THbo

II. & ®

1. BFE L DB LT 5 R

FRFN 59 “ERE, MBI CTRBRPIEDRE X h VM
LIcE D 5 b BEREE D&\ S. aureus, S. epidermidis,
E.cloacae © 3, ThXh 20 gkicxt+5 MK-0787
o MIC HHopE Fig.l ok¥ b Th b, MK-
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Fig.1 MICs of MK-0787 against clinical isolates
(108 cells/ml)
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Fig.2 Serum, aqueous humor and tear level of
MK-0787 after i.v.administration of 50
mg/kg of MK-0787/MK-0791 in rabbits

ugiml
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0787 o MIC 4#iY, S. aureus, S.epidermidis =5t L,
0.39 pg/ml LIz 100% 445 L, E.cloacae W5 LTIk
0.78 pg/ml LITiC 100% AL THE D, Thb 3D
B+ MIC 4o — 274, WIhd £0.2pg/
ml 2k bh, MK-0787 1, = h b OB LTHEVHE
Nobs Ermbhic,

2. FROMBAR XIOEK - RERNIEE

K FEiIc MK-0787/MK-0791 % MK-0787 & LT 50
mg/kg/ml % one shot T Lo MK-0787 o

NERBE S LOREK - REAEREOBITRML Fig. 2,

Tablel Drkbh THD, ThHbbMBEREBERRS%
30 AT 20 pg/ml SR L, 3FRERITLE 0.62 pg/ml, 6
BRI T3 0.24 pg/ml & @BCEA Lico —7, BAKMH
BEOBTEZS L, RIXREHE 30 N ITREE 2.1
pgiml #5R1L, 48T <0.0lpg/ml Thote, ¥
RERBE 0BT LR b BREEREEE 30 ek

b, 1.9 pg/ml 4 BRI Tx 0.08 pg/ml R L, HAAE
T OEFELPPRIFTH 10

3. ERIRBUR

MK-0787/MK-0791 DR % Table2 0Lk b
ThHh, NPEPBRMERL20], AMEREL]
7, EFABERE1GD46ITH D, ZhbDKREIT
%L 1H1[E 250mg % SEkE Lich, TOHRIZE
16, BRSHFTHD, DTy +— T HFEINR
Dbt

II1. = =

1 DEECHT RS

S. aureus, S.epidermidis, E.cloacae, Th *h 20
wxtd 5 MK-0787 OREZMESMERE Lico

—fRiZ S. aureus \FPRYFEDORLEE LT, TDH
BEMEOBRE, NEBEEOLS W ENLWERRKEERS
RTVBZ ERMBHC kT % LA TH D, ABEDRE
PHODHEREY D L, BHEEX) DT 28.2%, B
Mg sm b 39%, FHRIE»D 47% LI h3%. ¥
7= S. epidermidis Z—TIREME LIS\ E VbR B A,
opportunistic infection D #& £ W/ hBHLDTH
D, BEEBREOBCLESRDLAY, TIRENLD
DHBEREY 5 &, SHEHEERN D 29.0%, RERZEI
MBIk 26.0%, ERENS 37% MHRDH LR, TONEE
BREDOENZ LD IBHEAKRTIERRINTVSHE
Thbo Zhb Staphylococcus =kt LT MK-0787 o
MIC HHx A5 EWTFhd 0.39 pg/ml LFT 100%
BN H D, S. aureus Txt LT 0.2 pg/ml i 959%,
S. epidermidis \Zx3 LT 0.2 pg/ml 1 90% R&ZH:%
BL, BOHMENINEDONI, —F, 77 AEHERE
ThbH E.cloacae 1 Z4EIR T 14.3% Wik ODEE
BENADN, HEMSBERECEVETHLY »8, =
DT 5 MK-0787 @ MIC 475 0.78 pg/ml L),
Tz 100% DORREZMAH D, <0.2pg/ml T 75% &
Staphylococcus BEX W B 5 BB BUCHEIERL
too TOT ENDBBRRFEDHERE X H HEEE DS
R LRI 2 BT % AF O HBUTIR RREEIC R L
KWCHIF LBB L DTH S,

2. REDMBEAR LVOEK - EIRAIELE

K Fic MK-0787/MK-0791 50 mg/kg % one shot :Z
B Lick o MK-0787 OfEAEER 30 7T 20
pg/ml & HEBAE G REE AR LIS, 3BFRTIX 0.62
pgiml, 6 W T 0.24 pg/ml LA L, Fur iz &
BiF&E Iz ish ot

¥EKABEOBTY 425 &, BRGS0 L
% 30 HicH b, 2.1pg/ml THEMEL 10.5% #7RL,
HERBERD BT %2 R Lo, 5% 3Tk
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Table 1 Serum, aqueous humor and tear level of MK-0787 after i. v.
administration of 50mg/kg of MK-0787/MK-0791 in rabbits
n=3
ug/ml Ag. humor Tear
. Serum Aq. humor Tear Serum (%) Seram (%)
our
0.5 20.0 2.1 1.9 10.5 9.5
1 6.8 1.1 1.1 16.1 16.1
2 1.32 0.43 0.60 32.5 45.4
3 0.62 0.13 0.34 20.9 54.8
4 0.38 <0.01 0.08 - -
6 0.24 - - - -
Table2 Clinical results of MK-0787/MK-0791
Case . B.W. Clinical Daily | Duration | Total Isolated Clinical Side
No. Name| Sex | Age (kg) diagnosis dose(g) | (days) |dose(g) bacteria effect effect
1 |YM.| M 49 60 Lid phlegmone 0.25 3 0.75 GNR Good None
2 |FH.| M 49 56 Lid phlegmone 0.25 3 0.75 S.epidermidis Good None
3 |TO.| F 67 | 54 Acuta dacryocystitis | 0.25 3 0.75 (=) Good None
4 |ITS. | M 41 62 Ulcus cornea serpens 0.25 3 0.75 S.epidermidis | Excellent | None

GNR : Gram negative rod

0.13 pg/ml, 4 BT <0.01 pg/ml &7c b, R hEHE
ZRIFRL DT -t

LLRERABIT A5 L, BREfEX 30 St b
Hb, L9pg/ml LZFHEKABITLRRC THEMEI
9.5% %R L, 3B5RIC 0.34 pg/ml, 4BE5RNT 0.08
pgiml L ERHBT X W RRRIFRBBTRR LI

MERRELG RS- L5 bERECOEORE
AR ThbbRE RE BERLECRI - K
YIEHR & Bbhic, —F, BAKART, REABT
X, €— 7B CmEABITO 10% i THY, ¥—7
BCBEKNIBE & RENRE &2 FRERL AR
Yied, T OBTHESEKENCE D XS ifHEi i &
NAEMISHOMEE B b,

IV. B K & #&

AHI DEER LA D ZhFHIE A 3 5% 3 ALAAC T
B E T ERISE G ESIEDBIRE AL DR AL
D5 b 5% 24 BB TRIRDBRI X b THE
BTH-cbOXER, 3HEMKRELTLRROTRE
FEAL L DEERE LT,

KREEONT 4 I & DTy fosd MK-0787/MK-0791
IR RHEIIC 31 B EEIRAVEHITIEBA T T & 7V 2y, IR
w2 0, SFEES G, BTHEABEED 1 flick
L, #i%3icEL, %E10CENTH-To TDY)
hekize »— 7T, HRCBELTELD TEREDE

EHIThHZ Lrmbhte,

B ERH D € — 7R\ TIEREED 10% i
BABEKERBRACBITTAC EAHEIRDD, 0
#ERE (250 mg) 1T 1 HITH 51 ETHEABERE
LTESHTHhoTcZ &3, ZOBTETESTHHLR
bh, BERPECOEALERTHS Z LrHbh
1o

B 4 SEFIOIRFRED S O BEEIL S. epidermidss,
GNR Thotent, ThbHOBECHT5ERNSRIE
HITEBDd bR,

BIfERE oWk 3 B &G & S ofcd, HI
vital sign (I3 Lish >l HEMNRKBUNEERAR
bbb otes

V. #% e

1. S. aureus, S.epidermidis, E.cloacae xh7h 20
Bicxt+ 5 MK-0787 DREEH R A5 &, BiZECHL
i3 0,39 pg/ml PTic 100% REZHExH L, <0.2pg/
ml ZHEIT 95%, HEIX 90% wREZEARD LIt
%1:, E.cloacae ©xt LTi% 0.78 pg/ml LT 100%
WSy, <0.2pg/ml TIX 75% CBREHEHL
TWBE EpEibhie, 1o 4 B Bdobhish-
1o

2. HEic MK-0787 & LT 50mg/kg % one shol
CTHERSE L, TOROMENS XVEAAN, REA
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BAEAD L, WThIBTEEOREEZ 30 HEC
»h, ThXh 20 pg/ml, 2.1 pg/ml, 1.9 pg/ml %R
L, MEABTIX6KHE T, BAAS IOCREABT
AR E TRITAED BRI,

3. MK-0787/MK-0791 250mg % 1 H 1 [@&4yEk
L, REREES2 0, SHE®EKL G, QTHARE
BELO, H40cBE LR BEREBESREX 2
HREXD 3FICEY, ATARBRECRED TH-
1

X [y
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STUDIES ON IMIPENEM/CILASTATIN SODIUM IN
THE FIELD OF OPHTHALMOLOGY

Hirosar Hatano

Department of Ophthalmology Iwaki Municipal Joban Hospital

Kazuvo Wakamarsu

Clinical Laboratory, Iwaki Municipal Joban Hospital

Fundamental and clinical studies on imipenem/cilastatin sodium (MK-0787/MK-0791), a new anti-
biotics, were carried out in the field of ophthalmology and the following results were obtained.

1. The MIC of MK-0787 against S.aureus and S.epidermidis from infectious eye disease ranged
from 0. 39 pg/ml— <0.2 pg/ml, and MIC of MK-0787 against E. cloacae ranged from 0.78 pg/ml— <0.2

pg/ml.

2. Aqueous humor concentration of MK-0787 reached maximum (2.1 gg/ml) and tear concentration
reached maximum (1.9 g#g/ml) at 30 minutes after an i.v. administration, 50 mg/ 50 mg/kg of MK-
0787/MK-0791 in rabbits, and the maximum serum concentration (20.0 zg/ml) was obtained at 30

minutes after the injection.

3. 4 patients with lid-phlegmone 2 cases, acute dacryocystitis 1 case and infectious corneal ulcer
1 case were successfully treated at a daily dose 250 mg of MK-0787/MK-0791.

4. No adverse effects were observed.



