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BAH4ERIC 81 5 Imipenem/Cilastatin sodium (MK-0787/MK-0791)
DERN, AR

AKAER-KMEF HEELB - AMUBAF - AHFEX
FBKFRE

FH L H SR A R4 F], imipenem/cilastatin sodium (MK-0787/MK-0791) iR &HEEKIS
Doz, XS CCBEROE 21T - 1

BEE D) AR T A, BHEECHEVCVHEARZ P ARRLE, CMX, CPZ, LMOX &
HEELT, AFOPMEN S » L bER T, S aurens DRERFZHIL £0.0125~ 2100 pg/ml o
LCEEICAOM L, <0.0125 pg/ml iz 10 #, 50% »ih - THFDOWEA L, 17 #, 8% »: 0.1
pgiml LITFWdH » 12 P.aeruginosa (1 0.78~6.25 pg/ml =4/ LT, 1.56 pg/ml 1= 11 #, 55
% 1B THHDIER LI, BERHAREIC MK-0787/MK-0791 50 mg/50 mg/kg 1 BIFFER
k3L, MK-0787 #EEi3, BIBKATIE, H4H 1/4 BER)C 3.4 pg/ml @ peak fE2 2 Hh,
DI &3 A LT 4 B 0.02 pg/ml, 6 BEICIXRETEETH » oo 5 M1 ik 1/4 BEREIT
3.7% Thotoo 1/4 RHECHE LIcCREMAEE R, AREAEMKTIE 16.9~80.7 pglg, BA
BT 0.31~19.9 pglg Thotoo ABRESE, MRS 2RERKX RERPOZEF» L, S
aureus, S.epidermidis, P.aeruginosa ¥ X OJEREENEREE LTHRE Eh1, Thb £ 10
fEGT, AF% 1@ 250 mg/250 mg ¥ 7:i% 500mg/500mg, 1 H 27c\ L4 BESREBIELT, %
22, AR5, B2, EFH1OEEMNLONI, BIFAR1IACZESLAT, MK,
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BHEEREBEBICREEXRLICL DX > 7,

Imipenem (MK-0787) % 2 o 7 iz s\ CHF%E, B
FxhbhHF LW A AR ARERT,
o N-formimidoyl H# KT H 5Y, KHXHEA T
dehydropeptidase-I i X h /KBBARFELEh B 1, &
DEBRMIAERE LT AL 27 THR X cilastatin
sodium (MK-0791) % & & i 4 L= MK-0787/MK-
07918 A MRS THRBEI R LD TH %,

MK-0787 @ EHBEEHE A7 bAvBEL, MAME
ot 77 ABEHEL OV P oaeruginosa L U®
LB 77 sEMBEECH LT, kot - AREH
OMHTLTEREHENR T T, P. maltophilia i
ERZ T, P.cepacia = b % VIEHETE - —7,
fho = 7 - & F (CEZ, CMZ, CTX, CPZ) itk ®
S.avreus THBVWEZIHEY RTENEN D HAT
e 53%4)0

A F 0 IR B AE VS ok 3 B S BK  BEA  Fe ab i AR B AT B
HETV, ROTHEREBERYIT- 0T, UTREhD
DR BRET %o

I. £ 8B K 3%

1. HEEARZ A

BERFEBRCH T 2AFOTEH (MIC) ZRIE L
72, AFHtiK% 0.05 M MOPS buffer(pH 7.0) 1Y%
LCE# % #% L, Miiller-Hinton J€ K % & F\ T

thienamycin

BALEREFSBERECIVBRE L, EEHEER
Miiller-Hinton 74 2 viIC—REZEDEK X A\ 10

2. BRIRSEEERERICRX T 5 RRZM%

RREREFEBE L O DBE LK S aureus 20 F, R IV

P. aeruginosa 20 BRDORSEMAY, B A BCTREL
1o
3. BABfT

HERBRE (FE 2.5~3.0kg) ¥AWT, FHO
RABTOBERH 3 L 72 MK-0787/MK-0791, 50
mg/50 mg/kg % 1 BIE#HRIC one shot #&F LT, &
BRI KA LT, BEKARD MK-0787 DREY
RE Lico ¥, RIBKNBED peak RpclRER% it
LT, k&, EbgHRGcs)E LT MK-0787 ALK
PIBEx RITE LT

RRERIE LY, B.subtilis ATCC 12432 % HBEEE L,
% Miller-Hinton JEREEH% A\ 5 HBFEHR» » 7
BRIC X ot MRS XU 0 % R, 0.05M
MOPS(pH 7.0) * i\ 1o

4. FEKEHBR

FEGIT, BB 2 6, MHRRYE 40, £RRKE3
Bk X OMRERES 1 fi0i 10 SEFITH D, AFZ1E
250 mg/250 mg, 500 mg/500 mg % YnftysfRw 100ml
WCHMLTIA2/\L4ME, #30 4 TABHIEL
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Table 1 Antimicrobial spectrum

(ug/ml)
Organisms Ne. . of MK-0787 CMX Cpz LMOX
strains
H. aegyptius 4 0.78~1.56 <0.19 0.39~0.78 12.5
M. lacunata 7 <0.19 <0.19 0.78 0.39
S. pneumoniae 8 <0.19~1.56| 0.19~0.39 1.56~25 3.13~12.5
C. diphtheriae 4 <0.19 0.39 1.56 1.56
N. gonorrhoeae 1 <0.19 <0.19 <0.19 0.19
S. haemolyticus 2 <0.19 <0.19 0.19 3.13~12.5
S. viridans 2 1.56 25, 100 25, 50 12.5, 50
S. aureus 4 <0.19 0.39~1.56 | 0.39~1.56 | 3.13~6.25
P. aeruginosa 2 0.78, 1.56 25, 100 6.25, 25 25, 100
S. aureus 209p 1 <0.19 1.56 0.78 6.25

Inoculum size : 10° cells/ml

Fig.1 Sensitivity distribution of S.aureus (20 strains)

%
100’—
o MK-0787 —__0_—’/";
- ’/ g
Ayt
= /Lmox//
/
| CMX / -
cpz:{/ /
50+ P
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L 7
d
d rd
| %
7/
b // /
2/
g /
1 i 1 L 1 1 |/ 1 | 1 1 1 1
ug/ mlf < A -
Drog 0.0125]0-025| 0.05 | 0.1 | 0.2 [0.39 [0.78 [ 1.56 | 3.13 | 6.25 | 12.5 | 25 | 50 | =100
MK- 10 3 1 3 2
787 | (50.0 | 15.0) | (5.0) | (15.0) (10.0) (5%0)
CMX 3 6 3 4 1 3
(15.0,1(30.0 1115.0)|20.00| (5.0 (15.0)
CPZ 3 3] 3 2 5 1 1 B
(15.001115.00 115,00 ['10.0 |'25.0°| (5.0) |5.0) | (10.0)
LMOX | I 3oz | 4
i 1130.00]715.0+ | (10.0)[(15.0)[(10.0) [120.0)

T BRHR L REMERE Lo
II. £ B & #&%

1L ARz

Table 1 iR+ EEhThbBo

H. aegyptius(4) 0.78~1.56 pg/ml, M.lacunata(7)
<0.19 pg/ml, S. pneumoniae(8)<0.19~1.56 pg/ml,
C. diphtheriae( 4)<0.19 pg/ml, N. gonorrhoeae (1)
<0.19 pg/ml, S. haemolyticus(2)<0.19 pg/ml, S. viri-
dans(2) 1.56 pg/ml, S.aureus(4)<0.19 pg/ml, P.
aeruginosa(2) 0.78, 1.56 pg/ml, S.aureus209p(1)

Inoculum size 110%cells 'm),( )%

<0.19 pg/ml TH - fzo

Tiebb, 77 B, BEEOXT S » A H DO
<0.19 pg/ml » MIC Z/RL T, [KEBEHE A7 b1
TSR TE NN R LD BRI,

R, Bficod cefmenoxime (CMX)¥, cefoperazo-
ne(CPZ)® 3 X 0¥ latamoxef(LMOX)" DB A= 7 ¢
MTBUL TV 228, FEDEAFNS - L bz &
NEALHTH oo

2. BRSO HEERCT BT

1) S aureus Rt
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Fig.1 WRT X5 TH%,

MK-0787 i3 <0.0125~ =100 pg/ml i[5\ RRZ M
HAERRL, =0.0125 pg/ml iz 10 ¥k, 50% 1% - TH
FOWE i LT ¥, 17 B, 85% »% 0.1 pg/ml
TR LTnwABZ &M, S aureus iTxt3 5 AH|
OHEHIELS TERTWAZ EEbhic, 50 pg/
ml 328, 10%, =100 pg/ml DOEEmMEREE 1B,
5% wRD LRI,

Rz L7 CMX, CPZ % 0.78~2=100 pg/ml,
LMOX ¥ 3.13~2=100 pg/ml /47 LT \~ o s B,
MK-0787 13z hb 3FNTHATS, X5 E I
BHETRTZ L 0h ot

MK-0787 1= 50 pg/ml Ll koD MIC %R L7z 3#kiL,
tio 3FIDVFHIC b 50 pg/ml Ll E TR RS TRD
Hhic (Table 2),

2) P.aeruginosa R&XE

Table 2 MIC of S. aureus

(ug/ml)
drug
MK-0787 | CMX CpPzZ LMOX
Strain No>
10 100 100 100 50
18 50 >100 100 >100
20 50 >100 50 >100

Inoculum size : 10% cells/ml

Fig. 2 Sensitivity distribution of P.aeruginosa
(20 strains)

o/

1001
50+
P 3 . -
oo 0.39 | 0.78 | 156 | 3.13 | 6.25 | 125 | 25 | 50 | 100
3 | 0 [ 4 P
MK-0787 (15.0){ (55.0)] (20.0) | (10.0)
y T | 10 | s
CMX (20.0) | (55.0)| (25.0)
N 2 5 9 3 1
CPZ (10.0) | (25.0) | 45.0) | (15.0) (5.0)
z | 2 T 15
LMOX 10.0)] 10.0)] (5.0) | (75.0)

Inoculum size :10%cells,ml,( ) i/,

MK-0787 © MIC i 0.78~6.25 pg/ml i) 4 LT,
1.56 pg/mi 1= 11 #k, 55.0% 2B - THHDIURRL
1o (Fig.2)o

FERC Bl € L= CMX, CPZ, LMOX ix%h*h
6.25~25 pg/ml, 3.13~=100 pg/ml, 12.5~>100 g/
ml AL TWBh 6, MK-0787 @ P, aeruginosa iz
HTHHENNES - EBERTHBZENHALNLTH-
oo

3. BB

BT RT 270\ L 3RDFEHETKD L,

1) MBEKARST

WA 1/4 BRI T 3.4 pg/ml © MK-0787 &
BB 5 R T peak fEEXR LI, LB, 1/2 B 2.0
pgiml, 1EEfE 0.77 pg/ml, 2 BRI 0.41 pg/ml IR
L, 4BREIZ&R LT 0.02 pg/ml ¥R, 6REE
I PIETRETH - Too

MRS 1/4 BERZ 92,0 pg/ml @ peak {EAVES
R, DBIET L2l LT 480 0.08 pg/ml Lic
D, 6REEICIIERETH >

Bkl (Bik) 3 1/4 BRIT 3.7% &RLik
(Fig. 3),

Fig. 3 Aqueous humor and serum level of
MK-0787
(ug/ml)
100~

Rabbit 50 mg/50mg/kg i.v.

501 Hour[ )i T4T1]2]4]6s
Serum 92.0[37.0[12.30.64|0.08|N.D
Aqueous humor|3.4[2.00.77/0.41{0.02[N.D
Aqueous/Serum |3 | 5 416 9664.1]25.0) —
ratio (%)
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o
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Fig.4 Ocular tissue concentration of MK-0787

0.5 1

Rabbit )
50mg/50mg/kg i.v.X4 hour
50  (ug'gorml)

T

Lid

157 .4

Bulbar conjunctiva

_180.7

Extraocular muscle

150.9

Cornea

120.0

Sclera

]16.9

Aqueous humor

14.95

Iris and ciliary body

119.9

Lens — )
Vitreous body 10.95

Retina and choroid

]9.37

Optic nerve

19.85

Serum

—_177.5

2) BREKNERE

4 1/4 BRI T, SHMREMAMICIT 16.9~80.7 puglg D
MK-0787 BEIEH I i, REBECRZEE (80.7
Lgle) BT LTALR, LT, BE (67.4pg/2), 4
B (50.9 pngle), A (20.0 pgle), BEE (16.9 pg/
£8) DREYR LI, BERAMTIX 0.31~19.9 pg/g or
ml OBTRE T, WEEHE 19.9pe/e) 1EET,
REE (9.85pg/g), MIRMEBL (9.37 pg/g), BB K
(4.95 pg/ml), 5T 44 (0. 95 pg/ml), 7Kk (0.31 pg/g)
DIETH 720 ML 77.5 pg/ml TH -7 (Fig. 4,

4. BRIRBUS

EEIRBUEL Table 3 I/RT X5 TH5bo

61 XAERE T, ERYEE TV AN EE
KRIELIL DTHD, HRBE T CEZ, GM, CCL 0
R, B, o5 X5EEY 3 BREIT - avER
HERT, BRHCBAN SN, EBRF (W), 7l G
ZHG, AERRTICEEY RS, MEKES LD
bht:,

1% Atropine &SRR, AKID0. 5% K% 1 BfE = &
FESR LT, 108 500mg/500mg 1 H 2[E, 5HMS
BHERT - 120 ABEEFITAeMCMILT, 51
BB 7Ad v As v R L DR LTHRER LI, 2
BOITHD, BrHELEIX 5.0g/5.08 Thoto, W
SRR AT - T AR 5 > O BEEE IR LB T hH -
o

EFI2, v7ravzs vy AERRCREIELC
EABEE TH D, AT EHEN S P.aeruginosa
BRI S hic, ERFE (D T, AlRSR2

AL TRIZAREE LI ARERESE Y
Rdiz, FEFI 1 RO B/ P 2R, 13 500mg/
500mg 1H 4@ SHEHELXEA L, EREREAT

SH#EMSIL 1 H2EREEL, £ 13 AR 16.5
g/16.5g *IEH Lic, ABRIERIKRECHENL, 14 B
Bz LA LR LT BRI R Lic, 1REBAMG 10
BB DOBERE T P. aeruginosa (It TH - o

FEDI 3~6 IXBFEMERERTH 2. >b, EBFI3 I
M, 41 ERAEF M O BRIIRE T, Efl4 25
S. aureus PEFBAI M tzo W Fh b AF 1 [E 500 mg/500
mg 1H2ES/E#ELT, EF 31X 10 AR 10.0g/
10.0g #5 U CHRIEMERIZT 220 T BB LCER, iE
Fl41%7 BREZ 7.0g/7.0g #EHLTETH- 1o
FEDI 5 X HMEE, 6 (LBEHMFMRORET, KR
B, P.aeruginosa hsrh ZThHH I NI, XL 1 [
500 mg/500 mg 1 A 4 EEE21TV, REEFEK O BB
BHRT1H2ENCHE L THEE L, fEFS X8 BEIC
13.0g/18.0g =5 LTHRT H » foo FED 6 1LHH
& P.aeruginosa O WEMELIZAZONT, fER B H
b I HERY T - too ALE P AR FBETF MR DR o~
Va7 e v NEENRRE TR R,RD bIieh -
TEEZLRICLDT, Db 7 r v_EkELTERD
HB%E 2T,

FEG) 7~9 (X 2MBERE T, BAFM I LOFEERI
BHFERTRIELIL DTHbB, P.aeruginosa, S.epi-
dermidis 7% 1 flr LB I hic, fiE F71X 18 500
mg/500mg 1 H 2 E#FE LT 11 B 11.0g &4t
LT P.aeruginosa (3% Lichs, FRIKEERITIZEB A
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Table 3 Clinical result of MK-0787/MK-0791
. Daily dosis* | D: f Total dosi i
No. Age Diagnosis Eye Organisms ay ,OSIS ays' (_) . ol cosis Effect Side
Sex (mg X times) | administration (g) effect
1 6: Corneal ulcer 0s — 500X 2d.i. 5 5.0 + -
19 500X 1d.i. 1
2 ° Corneal ulcer OS | P. aeruginosa 500X 4 d.i. 16.5 + -
500X 2 d.i. 8
g | 8 | Postopr. infection 1 g - 500X 2 d.i. 10 10.0 ¥ | -
% | (Late infection)
4 o7 POStODT' 1nfe.ction OD | S. aureus 500X 2 d.i. 7 7.0 + -
% | (Late infection)
65 Nonfermentative 500X 4 d.i. 5
A ti 13. + —_
5 1y Postopr. infection (O GNR 500X 2di. 3 3.0
63 500X 4d.i. 7
6 e Postopr. infection | OD | P. aeruginosa 500X 2d.i. 1 15.5 - -
500X 1 d.i. 1
51 . . .
7 9 Panophthalmitis OS | P. aeruginosa 500X 2 d.i. 11 11.0 + -
59 500X 4 d.i. 3
8 Imiti . epidermidi . + -
3 Panophthalmitis OD | S. epidermidis 500X 2d.i. 4 10.0
57 500X 4 d.i. 4
9 2 Panophthalmitis OD — 500X 2d.i. 7 17.0 + -
250X 2d.i. 6
81 . . . , :
10 2 Orbital infection OS | P. aeruginosa 500X 2d.i. 8 8.0 + -

* > dose of MK-0787

ZONICDRTRRLEHNDERTH »720 ERF 8, 9 1T
X 1[E 500mg/500mg 1 H 4 EEHYBBLT, OB
1H2E, ¥/ 1@ 250mg/250mg 1 H 2 BCRE
LTExhZh7 AR, 17 B 10.0g/10.0g, 17.0g/
17.0g 5L, 26 SHEZTER Lico

FEG 10 (IRERYT, BB 54 FEREREES TR
BABBRERNET IR T 5, SENIIEH 58 £6 5
HI VBREACEESWAHEE L, GM 5L HR
DU BOS W HE LBRAITH 5, MEsE
T P.aeruginosa HffiEgERic B Ihic, KE I,
GM 1= 50 pg/ml, CMX 100 gg/ml, CPZ 25 pg/ml,
LMOX 50 pg/ml T, MK-0787 iz 1.56 pg/ml o
MIC ?ZT'\' L‘f:o

A% 1[E 500mg/500mg 1 A 2B A/ELT, 8
BB % TRoimsEd L, MEREET P. aeruginosa
DEEBERI A LRI, FEROTBHEIZA S TRRE
OFERTHoTco AETERBOEBEISE M B & L
T, BHRENTH -1,

Lk, 10 EFICARREC X5 BIFERBIL 1 flic b &
LhT, BB - 7ohF, BEERES X0 mKE

Table 4 Clinical effect of MK-0787/MK-0791

Effect
Diagnosis No.
+ + * -
Corneal ulcer 2 1 1

Postopr. infection 4 1 2 1

Panophthalmitis 3 2 1

Orbital infection 1 1
Total 10 2 5 2 1

EECREELRLCD DX 1 ASRDILh oo

4 10 FEFIOMEKRRE Y Table 4 =—EER Lo

Z26), BRHSH, LLEH2H, BH1IHAT A
LB 7TER LY, BRHR 70.0% TH-7o

Ir. ®

MEK-0787/MK-0791 DRRRYEICKT 5 BKIGHA O
o, EEE, BERHRNET-> TBLhICHE?,
T FL b AR L, cephem RIEH & HBHRET LT
EBBY ML THI,
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RFOPEARAN 7 b vid, 75 B ES XU P, ae-
ruginosa B 7 5 AAEBEO MECKE VLT F0IE
EAED 0.19 pg/ml STFod MIC #5R L1k 52, &
BHETASBRAHE N Y Eb L, i, CMXY,
CPZ® % XU LMOX? D Fr iz ~XT, LML D
BARMEN 2R LI £ LT, # 32 @EHKLFRE
EFLFAATHLS OFHE o v R v 4 119, MK-
0787/MK-0791 \Z= BT 2 HE N DIHEIZ—FKT A L DT
Ho1o

PeR D HED S. aureus T <0.0125~ =100 pg/ml iz
BEMSHERL, TOKESD, 85.0% 2% 0.1pg/ml
UTFo MIC #RL%, Zhix, CMX, CPZ, LMOX
CHARTEREBMEV MIC Rz HT54 O TH -
teo Ty v 7 AY TIX, 537 Bk D REZ M H i
<0.006~100 pg/ml 43745 LT 448 £k, 83.4% »:0.1
pgml LIFD MIC it b - T, #4F Ol 28 CMX,
CPZ, LMOX X h#J6~8 ByptiE\~ MIC fEIz % » T
HEHEAER LI, REDOREI TR LTSS
DTH-1co P.aeruginosa DREEEHICOWTIE, L&
} TIL 0.78~6.25 pg/ml 12 4 LT, 1.56 ug/ml iz
11 #, 55.0% oo fmol%RL, CMX, CPZ, LMOX
Ih 3~6 BHEER T, FEY v Hovadizih
4, 1099 BRIz R\ T =0.05~>100 pg/ml 12445 L
1.56 pg/ml |Z 499 £, 45.4% OH ORI LTE D,
ThIZELT AL DTH T,

FHIOBRABTCEETH2REX T AL @

REIARRERBCOVWTHRF LI AL I, K
F|D 50 mg/50 mg/kg one shot # L% D MK-0787 DR
BARA~D BT, 4 1/4 BRI% i 3.4 pg/ml O
peak fEDOBITERENRD N, Bttt 3.7% Th-
oo ARBITHCEAY T 2 it il LT 6 BT UE
TETHoToo LELE S 2RET L7 CMXY, CPZ9,
LMOX” o Tix, R S0mg/kg HECT LD, W
hd 1/2 Rl peak EOBITRELTh X h 6.3 pg/
ml, 3.2 pg/ml, 6.07 pg/ml %R L, T O FE M Htix
18.5%, 6.57% % XUV* 20.2% Thotco LIpioT
MK-0787/MK-0791 #5850 MK-0787 BiEKART
DByAEIX, CMX, CPZ, LMOX X h B < peak |Z3Z L,
ZOBTRE L CPZ WWELT 52, Btz nb 3
Rl L TEETH D Z E0Dh o Tce THUE, BiFEK
HIEED peak BpzkiF 5 MK-0787/MK-0791 £ k%
D MK-0787 ffirpiREs, i 3FNTHNTHE (&
2~3 ) WRLEZ LT L AEMERTH -0

MK-0787 BB #KPIEEICD\Cix, MK-0787/MK-
0791 gt LT 1/4 BRIy, SHRETAERIC 16.9~
80.7 pglg, BEKPIFMAMITIX 0.31~19.9 pug/g or ml

BTREN R DD, FAEICEORAM & & Z i
77.5 pg/ml THoten b, SHEHEAL T mMBRED
#7 20%, BRERAETTIL 13~25% OBTEREXFT L0
THolo ThODBRBHBMABE L, FEKD cephem H
THRIT5 XY RREBEDEHA TH - 12,

LA EDERER B 225, MK-0787/MK-0791 %[5
EOREAR 7 b AeERb LT, TOWENTIEHDT
EhTusz b i, BABTICOWVTIL, Bl
HRRRRERTH -1, THLHITHHEKMIN peak
EOBFTRE DD LN, BAKA~NDBFALBTEE
ZRLICH DTH T,

FRIRAYIZIY, AK|% 1[E 250 mg/250 mg  #* 723 500
mg/500mg % 1 B 2~4 [EISEH#ELT, S. aureus,
S. epidermidis, P.aeruginosa, IERBFEHNERE & #
EINICABERE, TEREE, 2BERAS IURER
FeD5t 10 FEGIHEFRELT, 70ICFN FRZ L o\
LEZHORERNMBON, FHHXK 70.0% TH - i, P
aeruginosa D 4 fEG| T3 1 FITER, 24Gice 2 hH
2, 10T, BRHE 25.0% LRRERTH 15
ZRIFFD P.aeruginosa Txt3 H{E MIC % K
TE2LDEREZCLVERTHBH, ThOEMNE
BERE FERK, BAY Y avIrv<$gE) #4575
BELBEREIE ThH-ToZ c CERTE LD EEBbh
7oo LU, fEGI2 D P.aeruginosa FEEEIL X
TEEEDORVEFITH 1A, KEINBEHLTH D,
FEFI 10 1 GM, CPZ, CMX HHE TH » tohiooh
BMOBERTH -1 &b, KEID P. aeruginosa fEf)
CXHTABRIPHETRELDOYHB LEL bR,

BIFRELT7 vAF-RIE1BCb AR & 5 h
T, EHREC T hmiE (RBC, Ht, Hb, WBC,
Plt. Eosin.), Jf (GOT, GPT, Al-P), & (BUN, S-
Cr.) BEBETREXR LIS DIXer -7,

UEofER X v, MK-0787/MK-0791 |3 7' 5 254,
BHEEC I 2BRIAECH LT, FRAEYHZELS 55
SANERITHD EEL SN,

X [y
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5) KAEX, XHEX BEEEK: BREECIT fi& K 9 B 5o Chemotherapy 28 (S-7) : 972~
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6) KAFX, BEEREKX, FKLUETLF, NI &K Xk 1984

FEKk: BRERCHs T % Cefoperazone (T-

FUNDAMENTAL AND CLINICAL STUDIES ON IMIPENEM/CILASTATIN
SODIUM IN THE FIELD OF OPHTHALMOLOGY

Masao Oorsui, Keiko Tsuru, Fujyio Sakacami, Akiko Oomomo and Suiceo Nacal

Department of Ophthalmology, Niigata University, Shcool of Medicine

Fundamental and clinical studies on imipenem/cilastatin sodium (MK-0787/MK-0791), a new carba-
penem antibiotic, in ophthalmological application were performed.

MK-0787 showed wide antibacterial activity against both Gram-positive and Gram-negative bacteria.
It had the best activity of CMX, CPZ and LMOX. The sensitivity of S.aureus was distributed
widely from =0.0125 to =100 z#g/ml. The peak of the distribution was at =0.0125 gg/ml with 10
strains (50%) and 17 strains (85%) were inhibited at 0.1 pgg/ml. Sensitivity of P.aeruginosa was
distributed from 0.78 to 6.25 yg/ml and the peak was at 1.56 pg/ml with 11 strains (55%).

Ocular penetration was investigated in mature white rabbits. After a single intravenous injection
of 50 mg/50 mg/kg of MK-0787/MK-0791, the aqueous humor level of MK-0787 reached a peak of 3.4
pg/ml at 15 minutes, after that the level decreased rapidly to 0.02 gg/ml at 4 hours, and it was
not detected at 6 hours. The ratio of the aqueous humor level to the serum level was 3.7% at
15 minutes. Ocular tissue levels were 16. 9-80.7ug/g in the extraocular tissues and 0.31-19.9 pg/g
in the intraocular tissues at 15 minutes.

In 10 patients with corneal ulcers, post-operative infections, panophthalmitis and orbital infections,
S. aureus, S.epidermidis, P.aeruginosa and glucose non-fermentative bacteria were isolated as the
causative organisms. A dose of 250 mg/250 mg or 500 mg/500 mg of MK-0787/MK-0791 was admini-
stred by an intravenous drip infusion from twice to four times a day to these 10 patients. The results
were excellent in 2, good in 5, fair in 2 and poor in 1. No patients had any adverse reactions or
abnormal laboratory test values on blood and hepatic function.



