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BHRRFEFEIRE
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INSL PR AR BT BR R

B L WIESTA A VoS4 AR IUAEH], meropenem DEREMEINIC 317 5 HBER, ERIRATHR
FETo

AENE T T AETHE, BRERICILIMBEER% 3 5 LT, imipenem/cilastatin {2 451
DIMBEARYT MV EIR LT, BEKR 5 BE O Staphylococcus aurens 204%130.05 ~ 12.5 ,g/mliZ
BT SHERL, O.I#g/mlblh\%ﬁ@ﬂ]ﬁ“%%ﬂf:o Pseudomonas aeruginosa'30.39~6.25
w8/ MU LT, 1.56,8/ml5 M DIIAH STz,

HERAR RIZ50me/kg 1EIFHE L T, BiBEKMNIZ155#%IpeakfE8.11 ¢/ mIDFAT
BERHED LN, LRIETHLH,ITHED L CoRFEZISHERFMEUT TH 572, Peak
BOEMILIZ126% Th - 720 EF 155 HORMBAIRE X, SIRIHHELLTI8~27.6
u8/g, BRAERTIZ0.83~4.7 4g/g or mITH 5 72,

© MZ500mg 1B HEHE LT, BIBAKMNE55~3557%120.17~0.93 4,8/ mlDOFAT
IREEAHED LN, FHKIZ500mg & iEST LT MRBANIZ, 1B #%1.25,¢/ml 0
peakfED AT L TH O N, 6HFMT%0.09,,8/mlnsH & b7z, RIIIZIFFRET20.6%
Tho,

SYERER(3) MIEK(L), ABER(13), IRAK(3)DE204EFIZ, A#% 1E250mg
2\ L500mg, 1H17%\ L3ME SBAE L CHE L7z, E59, A%, EM2OHEENZ
LNT, EFFEIX900% Th o 7:o DHEERMEIL, Staphylococcus epidermidis, coagulase-
negative staphylococci, P. aeruginosa , Xanthomonas maltophilia, Pseudomonas sp., Propioni-
bacterium sp. Tdh - 72,

BIERIIRE PN AL D ONT, &S HPIEICE ) HRR L, BERREMEES 226
T, GOTOEE LR, HMIKEIAAEDLNT,
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Meropenem(MEPM) {3, ERBEHRARIICLVE  DHP- [ FAEH, &2\ xBHEMERHA L LE L 43,
RENZHFLCERBANARILRB-T 7 5 2H M CEHTEEE 2 oTW0D,
Chhe BEDHNNRILFR-F7 5 LRI ERLY, FENL 7T LHHE, 75 ARMES L OHAHE
*TI51 HGHBHTH—FNT 754
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Wt L TRV AR S PV EmWREESEERL,
FOVEHIBAENTH S, LI, BRIgdELET Ny
WEIEBE Y 7 LEMBEEY S0 Y T ARMERIH L
T, BHEHNERTY,

—REBEERBR 2 LICL W REUIHE IR TV S,

AH OIRFHEIRBSE 123§ 5 BRI Rl 0 72 12,
EHEN, BRORIZIT 70T, UTICENS DR
BEHRET %,

1. E B F &

1. WMEARZ bV

BERFEKIIH T 2EHDOMEH(MIC) %, BX
ICEREZLERECER L TREL,, BEEER
Muller-Hinton 7' 4 3 ¥ IC—REEDFE R H 72,

2. ERRDBEERRIT BB

BRI B E & ) 58 L 7= Staphylococcus aureus 20
¥, B & UPseudomonas aeruginosa 208k DBZH %,
HIFE & RIS TRE L7,

3. BRABAT

1) RRIIBITHIRABIT

BERARE(FE5~3.0kg) ¥ AV TEHOIER
BhAE % M5t L /2o MEPM50mg/ kg % 1 (6] B # R i one
shot#EST L T, EBFEMICHIEXKERIL T, #EKA
~OMEPMBITIRE X ME L7zo BIEKPAIBREE Dpeak
RRCEREKZMH L T, SHEBRRE2HIE L,

% B #ll % V& Escherichia coli NIHI * REE £+ 5
bioassay(R—/¥—=F 4 2 7HENT L D, BKDEH#EE
{£50mM Morpholinopropane sulfonate (MOPS) #% 1 &
(pH7.0), MEDZHiE Y ¥ FREMF % Hv 720 Bl
ERF L, BKIX0.07 e/ ml, IMiFi20.06,8/mlITH
272, REBRITERATORERVKRLTCEELXRZEL,

Z 04 EDOMOPS(5EMA) £ BAET, kB TIke
JFAXLCGRLGEOLFELRBE L,

2) k MIBITHIRARST

(1) BIBKARBIT

EBOFHETREDZ HNAIBDEANEFH P
DEEZIZ, WANCAHK500mg%k 305 T AMEHELT,
Wz SNLETEKS & CIEANOBTEE ¥ 8
E L. MERHZFABT, EEMEIEK, Mg
0.05M MOPSHRHH & Fiv /2o ARHIBRFIL0.06 4g/mI
Tholo FRBITFH2ELIANS4AIFT-72,

(2) RBEOET

EBOHBETRENZ GNIILDORERAETFD
KTV F 4 TIZ, A 500mg% 304 71F T Al
LT, EEMICREES L IR RN L CRTREY
HE L. MEHERRRERARTH 5, KRBIIFR
34T 572,

4. BRRIEER

EBIE, BHRERIN, AKEELIG, AEXL
B, BRARIFIDE 2080 TdHh 5, &K% 1[E1250mgF
7213500mg % A A K100mITEM LT, 181413
B, #305~603M» 1 CABBELT, BRYHR
LREWITOERE L. ARBRIITFHIELILA»S
FRIEIRI, HBROFHATRENZ LI BEY
HBRIAT 5720

I. % B B &

1. iEARYZ bV

Table 1{CMEPMOMIC# 7R L 72,

Haemophilus aegyptius (4#%)0.39 4/ ml, Morasella
lacunata (7%#k)<<0.19 /,g/ ml, Streptococcus pneumoniae
(8#k)<<0.19~3.13 4g/ml, Corynebacterium diphtheriae

Table 1. Antimicrobial spectrum
(ug/ml)

Organisms No. of strains Meropenem Imipenem Cefmenoxime Latamoxef
H. aegyptius 4 0.39 0.78~1.56 <0.19 12.5
M. lacunate 7 <0.19 <0.19 <0.19 0.39
S. pneumoniae 8 <0.19~3.13 <0.19~1.56 0.19~0.39 3.13~12.5
C. diphtheriae 4 <0.19 <0.19 0.39 1.56
N. gonorrhoeae 1 <0.19 <0.19 <0.19 0.19
S. hemolyticus 2 <0.19 <0.19 <0.19 3.13, 12,5
S. viridans 2 0.39, 1.56 1.56 25, 100 12.5, 50
S. aureus 4 <0.19 <0.19 0.39~1.56 3.13~6.25
P. aeruginosa 2 0.78, 1.56 0.78, 1.56 25, 100 25, 100
S. aureus 209p 1 <0.19 <0.19 1.56 6.25
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(4HE)<0.19/,g/ml, Neisseria gonorrhoeae (1#£)<<0.19
#g/ml, Streptococcus haemolyticus (2H&)<0.19/1g/ml,
Streptococcus viridans (2%K) 0.39, 1.56#g/ml. S. au-
rous (4H&)<0.19#g/ml, P. aeruginosa (2%k) 0.78,
156 ,¢/ml, S.aureus 209p (1#£)<{0.19,g/mI T -
7o

THHHEMEPMIZ 7 7 LAEHE, BEMEEIIH L TA
WHEANRYZ PVERLT, $CRIMENEET A
cenEbhn,

ChEHICE L L AHET L 7z imipenem/ cilastatin
(IPM/CS)¥, cefmenoxime (CMX)" B & U latamoxef
(LMOX)"DIMHEIERH L lExB L, MEARY bV
BULTWwED, 77 ABMETCMX, LMOX& 0¥
CRTBY, 77 LBEMIEE, & IIP. aeruginosall
I¥CMX, LMOX & 0 W AE ) 2R $HEATH S h /s,

2. BRRSBERBROBEN

1) S.aureus

MEPM®0.05~ 12.5,1g/mlL:!_ﬁ.§’§§¢“|ﬂi’7}ﬁ 2mL, 0.1
p8/mUZ20BR P 128k, 60% 53 > TR DIIEIRL
JAS

B IZHRZE L 72 IPMIC T, 2B &V MICHEIS
S LT wizAs, CMX, LMOX & 0 &V MICHIIZ 546
L THEBEEM %R L7z (Table 2),

2) P.aeruginosa

MEPM®OMIC20.39~6.25 ,¢/mlZ 534 LT, 204k
128K, 60.0%7%°1.56 ,8/mlild > THADUIZRL
72

PFECLZCIPME D R %3 <R THB Y, CMX, LMOX
&0 BERIEE NI A LT, L hWIRENERL
7=(Table 3),

3. RRM#BT

1) KRB

AT RT2% W LIRDOEHE TR LT,

(1) RIEKANEIT

Fig. LICRIBE KMIERE & miEPiREOH#B LR LT,

FHE L T1591%128.11 g/ mIDpeakfliAsA & S
720 LA%1330937.14 g/ ml, 1B%R2.234g/ml, 2055
0.69pg/ml& §THRLMIZHA LT, 4BHT0.164g/ml
& ) 6 TILAIERFMELT CTH 5 72,

BB IZHI%E L2z miE i id, 159 1% (2 peakfE64.9

Table 2. Sensitivity distribution of Staphylococcus aureus (20 strains)

(108 cells/ml)

Drug #g/ml =0.025| 0.05 0.1 0.2 0.39 1.56 | 3.13 | 6.25 12.5 25 50 =100
Meropenem 8 12 2 1 2
P (15.0) | (60.0) 10.0) | (5.0) (10.0)
Imipenem 13 1 4 2
P 65.0) | (5.0) | (20.0) (10.0)
Cefmenoxime 6 3 > 1 2
(15.0) | (30.0) | (15.0) | (25.0) | (5.0) (10.0)
6 3 2 3 3 3
L
atamoxef (30.0) | (15.0) | (10.0) | (15.0) | (15.0) | (15.0)
Table 3. Sensitivity distribution of Pseudomonas aeruginosa (20 strains)
(108 cells/ml)
ug/ml >
Drug 0.19 0.39 0.78 1.56 3.13 6.25 12.5 25 50 =100
2 3 12 2 1
M
eropenem 10.00 | 15.0) | 60.00 | 10.0 | 5.0
Imipenem 3 11 4 :
(15.0) (55.0) (20.0) (10.0)
Cefmenoxime 4 11 5
(20.0) (55.0) (25.0)
Latamoxef 2 2 1 15
(10.0) (10.0) (5.0 (75.0)
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pg/mUEL, DBEICHD L T2 RIE0.27 bg/
ml& Y, AR TCIRBIERFEUT TH -7,

BIEKMAIREE & MR DL, Blkiz1s5T
125%TH -7,

(2) HIRMEEMIERE

FHI &5 L C150 % OIRMABNRE % Fig. 2128
L7

MR IR I ERAERE 1227 6,g/g L b 5 & & BV MEPM
BENK LD LN, LT, SIRE1494g/g, IRER
139ug/g, WHIE12.6ug/g, FIE3.801g/gDFEATIREE
MAa NI, IRERANERCTIRRMEATpg/g, BIRKEIE
2.36pg/g, HIEK2.26pg/ml, H§F1K0.95ug/ml, HL
¥ EHRAF083ug/g, KBTI ERGETH 72, M
THIRE£30.40g/mITH - 72,

2) & MROBHS

(1) AIEKBAT

IBIDEANREFH BEDOREKE L CIEPIRE %
BT L 7= B % Table 41278 L 72,

BEEERT %, 57~ 350 BICIRBL -8B AA
i&, 0.17~0.93,g/mIOMEPMIRBEASTERR S N7z, B
MBHER LA DI, 57H%IE1HITO.17,4g/ml, 1651
BITI20.61 e/ mEML T, 175 D1HIT0.93,9/
MOEBIRENAED LN, K195 ~204T
0.23~0.82,g/mDFEA 2 L, 355 D1HTik
0.57 g/ mIAFERA S /e,

BV HI5E L 7z i iR BE 13 13.3 ~23.6 g/ mI DY
il ot BMILIISFHETIZ0.8% TH 5724, 16
5T3.3%, 1790 T40%E LR L, 285 THRE5.3%
DOEMEARZ bz,

(2) FEHEA~OHBAT

AR 5405, 1, 2, 3, 4, 6EMOREEB LV
MR % Fig. 312K L7

R IR DpeakfEiZ X 5% 1KFRICH ), 0.35~
2.65 4/ ml(F31.25 .8/ ml) DMEPMASEE R & 12,
ZOBEDIRIMI320.6% Tdh o720

100—
q 64.9
50 — \ (Rabbit eye, n=2~3)
\ 50 mg/kg, i.v.
\2 26.2
Hour 1/4 1/2 1 2 4 6
\\ A/S ratio (%) | 12.5 | 27.3 | 60.2 [255.6 | — —
8.11 \

_ 104~ \\ @@ Aqueous humor
E
g 5.0 — 7.14 ‘\ O===<O Serum
=1
B}
g
=
8
§
@]

1.0 -

0.5—

0.1 T >

11412 1 2 4 6
Time (h)

Fig. 1.

Levels of meropenem in aqueous humor and serum.
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Concentration (ug/g

or ml) (Rabbit eye, n=2~3, 50 mg/kg,)
1/4 h after i.v.

5 10 50 100
1 L I |
Lid _J13.6
Bulbar conjunctive _J276
Extraocular muscle 1149
Cornea : 3.80
Sclera _J126
Aqueous humor 1226
Iris and ciliary body [0.83
Lens ND
Vitreous body 0.96
Retina and choroid [ ]2.36
Optic nerve ~)4.7
Serum 130.4

Fig. 2. Ocular tissue concentration of meropenem.

Table 4. Concentrations of meropenem in aqueous humor and serum in human

Concentration (ug/ml) . ) . .
No. Age (y) Sex BW (kg) A/S ratio (%) Time after d.i.v. (min)
Serum Aqueous humor

1 79 F 50 13:8 0.27 2.0 23

2 71 F 51 16.0 0.57 3.6 35

3 75 F 45 19.5 0.82 4.2 20

4 78 M 60.5 20.2 0.17 0.8 5

5 64 F 53.5 23.6 0.33 1.4 20

6 78 M 58.5 13.3 0.71 5.3 28

7 73 F 38 18.6 0.61 3.3 16

8 65 F 58.5 19.0 0.23 1.2 19

9 77 M 44 23.3 0.93 4.0 17

Mean*SD 51+7.6 18.6+£3.7 0.52+0.28 29*1.6 20%8

500 mg d.i.v. 30 min
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4. FERAREGE

B D—EFK % Table 51K L7zo

EMREERIIIGITH L, FEBBEEORER, EIR
EBLWEREND Y, WiR, BESUISAELNT. )
L2 CIHRES L h R EHESA LD ONT,
W DOEEEETEFIL X O P. aeruginosa D3R E N7z,
ZDIEFNIZAFI1EI500mg 1 H 2@ SiE#ELT, 3
HECIZEBMEERIZIZLALCHRLT, EWERL
7o BOBETIL, E#2H BIZIXP. aeruginosa % iE
L7248, 9B MES L CRESUIOHEED/-OH
BREDSTEET, BEELHZEL,

o 2f X EERGEROEIEBRMET, AA1H
500mgX 1#%x5-%#8H, 7%\ L500mgX2%3B&EEIC
JWEBERFROYENAONTESZR L,

AIEEFEIL13FT, ) LoPIFBENMEIC X ) RiE
Lz DTHotz, IR, Mzl T, ARIIERE
RHED, BIEEREAEDIERNLH -7,

BEHILEEEEATUYORRERET, S.

epidermidis (2%1), X. maltophilia, Pseudomonas sp. (1
Bl st ShzAs, 108ih L BRI Sk h o,

1% atropinex S HE L C, A& £ 3EMICIT1E
250mg, D I0ERICIZ1IES500mg% 1B 2%\ L3
REEE L, K53~12HMT, BMIERR, L(¢
ICRIEERDERIALNT, E54, A8, &
DFERMBZ N,

AERXDOLBIZ, 3EMHICHNERHIHEIT SN
ERIZBELASDOTHD, LROBYREI DL,
e, BRIEG W b A bz, FHI1B250mgX 2425
#3AHEfTY, 2HEBMEEREIEHEELTEY
ERL

IRRERDIERIZIFITH 5, 281ZIRAF4H (HARE,
) B OIRICRIE, OZ ) 1FIRNEYRAR
DEFTH 72, BB, WK, TMORBHERI DL
{, BIBEIL, AEER%LE-> TILRMIIEERES
DIERERL720

WL T, CNS, S.epidermidis, Propionibacteriumbs

IZJ 12.21
104 ©——@ : Serum
@-—-@ : Tear
8
E
o
3
s
g 6-
g
g
(=]
(&}
4_.
2-
1.25
e’ N 0.82
1.0~ SS
SN__030 038 0.54
~."""""—-.'———020‘ _____
T T T T T ———
0.5 1 2 3 4 6
Meropenem
500 mg d.i.v. Time (h)

Fig. 3. Tear and serum level of meropenmm in human.
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Table 5. Clinical results of meropenem treatment
: ~ ini ; Evaluation
Age Diagnosis Administration B ESR Side-
Case |y | Eye | (Underlying disease | Severity Organism (mg) x (time) x WBC | cpR terio- .
No. S)e’x or condition) (days) (/mm3) (mm/h) Bf:gglo Clinical | effects
P. aeruginosa 7900 1.8
67 Acute . _
1 F L dacryocystitis Moderate NlD 500x2x9 43l0 0 1{.0 Eradicated | Excellent
5700 1.1 51
59 Acute _
2 |7 R dacryocystitis Severe ND 500x1x8 57l0 0 OJ.'7 315 Unknown | Excellent
3 81 R Acute Severe ND 500x2x3 Unknown |Excellent -
F dacryocystitis
4 %1 R Corneal ulcer Severe ND 500 x 2 x 12 Unknown | Good —
3800
73 6500
5| F R Corneal ulcer Severe ND 500 x2 x 6 1 Unkonwn | Good —
4300
81 S. epidermidis 4800 (<0.23| 21
6 F L Comneal ulcer Moderate l 500x2 x 8 ! l Eradicated| Good | GOT t
ND 4300 13
3900 12
75 Corneal ulcer WBC |
7 F R (Glaucoma) Severe ND 500x3x7 ) 9lOO Unknown | Good GOT 1
79 5600 0.1 29
8 F L Corneal ulcer Severe ND 500 %2 x5 1 1 ! Unknown | Poor —
2600 0.1 20
59 S. epidermidis 6300 1.6 50
9 F R Corneal ulcer Moderate 1 500x2 x5 1 ! ! Eradicated| Good —
ND 6300 0.3 31
62 9700 0.6
10 M L Corneal ulcer Moderate ND 500x2x8 1 1 Unkonwn | Good —
7800 0
n || L | Comealulcer yiogers ND s0x2x7 | b0 | 0 Unknown | Good | —
F (Diabetes mellitus) crate 6100 | 02
X. maltophilia 9100 0.4 17
69 Corneal ulcer Pseudomonas sp. | .
12 F L (Diabetes mellitus) Moderate 1 500x2x8 81L0 0 017 Eradicated | Excellent —
ND '
75 5100 | 0.2
13 M L Corneal ulcer Severe ND 500x2x3 l 1 Unknown |Excellent -
5000 0.2
14 ?V} L Corneal ulcer Severe ND 250x2x3 Unkonwn |Excellent —
6900 0
5 (8L ¢ o
M orneal ulcer Moderate ND 250x2x3 0l2 Unkonwn | Excellent —
0
16 ?V? R Corneal ulcer Moderate ND 250 x 2 x4 ! Unkonwn | Good —
0.1
17 ?V(li L Keratitis Moderate ND 250x2x3 Unkonwn |Excellent| —
" CNS 3200 | <0.25
18 ?;2 L Er\(tagﬁil;ag:;;ns Moderate NlD 500x2 x5 1 Eradicated | Excellent| —
3200
31 Endophthalmitis Propionibacterium 6400 | <0.28 D
19 1 °F | R | (Artifical aphakia |Moderate l 500x2x3 . Unknown | Poor n;ig
Cataract) ND 5200 eruption
65 » S. epidermidis 6500 0.1
20 M | R | Endophthalmitis |Moderate ! 500 2 x 8 ! Eradicated| Good -
ND 4900

ND: not detected

CNS: coagulase-negative staphylococci
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ZhENBRIE sz,

1%atropine® R LT, A%|%1[E500mg, 1H2[E
#5 LT, 1515 HEIZS CHMERRNE LK
EVRONTE, 16012, SHEOHZRETHMICME
B L7z, &0 161, #5138 BIEEICEE DL
TRV, FEBINEBHRE L, BERATRICIZEL
WENHR SN TE L HIE SN, BBIEFDIE
LDHEEL,

EIEGIDERIE % $ L HTTable 613 L7z,

SYHRERIBNIITNTED, HHEI00%, Al
B 13BN ERN4, B8, WMNIFIT, 923%DEM
R, ABERLIGIIEES, RAKIGHIERL, FH,
HN1BI THMNEE6.7% T -7,

2RELT, FH, A9, EH2THHEI.0%
DRAENZ BN,

BIER & LT, 1BICES IR SR, KAKS
LT2H BICEEICBEE DL & SAH /NS B R E
L, KEG 21k LC28 BiidsfEfEL LicE
SRIERR L 72,

RRRE I 18BIIHEIT S h, ) L2BloRE AL
B 72, WERIES-GOTD EF(19—+40—25), (21—
28) & AIMEREA (3900—2900) T » 7= (Table 7),

% ®

A BIMEPMIZDWTHRE L T SNzl %, FL
HWISRE LRIERTH HIPMB L O ZFD0 £ 7
= LFRIESTR & LBHRET L TAR v,

KEOIE A2 b Vix, IPM, CMX, LMOXIZH
PLTT 7 LEMEB L OP. aeruginosa ® 5875 L
PRYRREICB L ALVIE AR MIVERL, HiHDH
IPMICEBLL Tz, SHUHIES VRV YAl B
FAREERYII—HTALDTH 572,

FRIR 7> BEDS. aureusi20.05~12.5 ,¢/mlZ Bk 55

MERLE, Zhid, IPMX )RR REZET, CMX,

LMOX & W BEZHII AT HLDTH o7, HED
PRI LN X NS, aurens 457413 <0.025~100
p8/ mUZ RS A R L, 0.1 48/ mliZ 167 £k,

36.5%MdH > THHDILE % L7z IPMIZHATE
BV MICHUC 734 L, flomoxef(FMOX) & 1) 2B s
WMICHIZ & - C, IPMEFMOXDH I AL B T /&
ZMERLIZ, ELDHEES CNIZETHLDTH
-7

P. aeruginosat30.39~6.25ug/mlUZ 534 L C, IPML

DT CNIEEHEER L BEY VRY Y90}

54314 T2 <0.025~1004g/mDEEHRI AT, 5
HADINZ0.78ug/mliZH 1), 1058k, 244% D h%
HOTW, £ LTIPME ) —BRES Chi-msis
RL7z. RREDDBHED ZHIZEM LT,

AR OIRABITORBEIT T v, RELIHER
ARRIRIZOWTIRET L/ & 2 A T3, 50mg/kg one
shot##E L CTHIBKPIZI12155 #128.11 pg/ml Dpeak
AN, ZFDL EDEMIIZI25%TH o7,
D+ AeMTmA LT, 6BERI%IZMERARET
& o 72o IPMVIZD W TEEEIZ50mg/ kg 5B T,
A K ~NIE 155 12 3.4 ng/ ml D peak fH i BE A3 47
LTheEDHOLN, BMII37%TH -7, UikIET
AHRZEA L CoR B IIMERETH 7120 o
T, MEPMDRIEKANDBITEIAEIX, peakiZIPM
EE L1554 TH B A, BIATEREIZIPMO# 24155
{, Blfilbd L W BEEER L, TRbLIEABT
HEYREFOZ LSRN,

AR AL P B (3T E S % 155ME T, AMIRZRHLA%IZ3.8
~27.6,8/g, BRIKAIERIZ0.83~4.7 ,8/g or mDBAT
BHhEDLNIZ, EHBDBITONEMIE, #EOL
7 x LENTHEAM L T/,

 MIBITAIRAFATOMETE, HIEKA LIRS
2WTiThhi,

BB AKA~N13500mg 1[] siEkE L C, EHERTHR
5~ 357 M DRATIREEASME S, 0.17~0.9348/ml
MEPMDRENHA L O LN, TOFEIMILIZ08~
53% Th o720 ZDOMITEEM L, S. aureus, P.
aeruginosa DIEZYESI A D111(0.1 48/ml, 0.78 ;g/ml,
HE ORI LD LA LDTHY, +7%H

Table 6. Clinical summary of meropenem treatment

Diagnosis Total Excellent Good Fair Poor Efficacy rate (%)
Acute dacryocystitis 3 3 3/3 (100)
Corneal ulcer 13 4 8 1 12/13 (92.3)
Keratitis 1 1 1/1 (100)
Endophthalmitis 3 1 1 1 2/3 (66.7)

Total 20 9 9 2 18/20 (90)
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b MRHPIREE I3500mg i #HER05, 1, 2, 3,

4, 6B THIE L, peakfEI3ZK5HIMNHTH Y,

0.35~2.65,8/mIODMEPMitE DS B & D H Ty T
BiTREME, BHROBY, S. aureus, P. aeruginosa
NBEME LE - TBY, +H%RERITHAEDS

LA EDREBERIRR

Ebh, MEPMIZEBHEITE A~

ML EBWHRENERL, RABTICBVTH RIFL
RRDVIRENIBDTH 5T
ERIR B9 13 AH % 1[E1250mg £ 7243500mg % 1 H1%

WL 3B EiEHEE LT, S epidermidis,

CNS, P

aeruginosa, X. maltophilia, Pseudomonas sp., Propioni-

nNrEEZ 5B, bacterium’z ENBKE & L THRE S 2WREER,
Table 7. Laboratory findings before and after meropenem treatment
Case RBC Hb | Ht | WBC |Eosino.| Platelets |GOT|GPT|ALP|T. bil. [LDH| BUN | S-Cr Na K Cl
No. | | (x10%mmd) [(@/d) | (%) |(mm®)| %) [(x 10%/mm®) | U/ [ U/ | AV) |(mg/dl) | (UN) |(mg/dD) | (mg/dl) | (mEq/l) | (mEq/)) | (mEq/l)
) B 410 12.5136.2| 7900 [ 0 20.6 25 | 2217949 1.38 (283 16.9 | 0.81 | 140 4.2 105
A 397 12.1 [34.5] 4300 | 4 24 | 20|6.7| 0.58 | 260 | 19.3 | 0.73 | 142 4.3 106
9 B 387 12.3135.6| 5700 | 0 34.3 19 | 20 (143 0.6 145 | 0.9 142 4.7 102
A 389 12.135.9] 5700 | 0 28.3 33 | 26153 0.7 175 | 0.8 141 4.9 103
' B
A 406 11.6 (35.0] 3800 22.1 2| 12 03 (347 9.0 0.5 144 4.0 107
5 B 335 11.3 |33.1 6500 26.5 12 41182 04 |335| 20 0.5 146 3.7 107
A 345 11.7 |34.2 4300 275 15 6(18| 0.5 |316| 14 0.6 145 4.6 108
6 B 436 13.4 [40.0( 4800 249 19 | 10152 0.5 |513| 14 0.7 146 4.3 105
A 430 13.1 [40.1| 4300 26.9 40 | 22 06 |778] 13 0.7 142 4.5 102
7 B 407 13.3 [40.2| 3900 26.7 21 | 26|171| 0.9 [435( 16 143 4.2 105
A 409 13.4 140.7| 2900 26.8 28 | 27 412 | 11 0.6 146 4.3 109
8 B 339 11.0 |32.8| 5600 0 21.7 21 91147 0.8 3821 154 | 0.9 143 3.9 103
A 323 10.5 |31.0| 5200 | O 23.6
9 B
A 400 13.6 |39.7| 6300 | 1.0 275 18 | 11 (109 0.8 135 | 1.0 138 4.6 101
10 B 501 15.8 |47.1 9700 0 20.4 20 17 0.8 14 1.1 140 44 100
A 521 16.2 (48.5( 7800 | 0 27.1 17 | 23 276 | 13 0.9 141 4.2 100
I B 409 12.8 (39.2 8300 31.9 17 711721 0.7 |307 | 13 0.6 141 4.1 103
A 390 12.7 |136.8| 6100 | 5.6 25.0 16 | 12159 1.0 [294| 15 0.6 141 4.8 99
12 B 500 16.0 |45.7( 9100 | 2 22.0 13 919.09 1.1 [310 202 | 1.1 141 5.0 103
A 479 15.2 |42.9| 8100 | 3 22.5 19 | 12 (58] 0.7 [330] 14.2 | 1.0 145 4.6 104
13 B 415 14.3 [42.8| 5100 27 | 21(257| 0.8 [392| 19 0.8 144 4.0 104
A 407 13.7 |42.1| 5000 26 | 22(251| 0.6 |[370| 23 0.8 144 3.8 104
14 B
A 475 16.4 |47.6{ 6900 | 6 22.6 21 | 26|148| 0.5 [339| 17 0.8 141 4.6 107
15 B 25 | 30(108| 0.6 |377 | 20 1.1 139 5.0 102
A 24 | 26{103| 0.7 |388| 23 1.0 139 4.7 103
16 B 23 | 174121 0.5 |369( 10 0.7 142 4.7 101
A 26 | 26105 0.5 |292( 13 0.7 142 4.7 102
18 B 438 13.6 (40.9] 3200 25.3 19 | 14(116| 04 |[315] 13 0.6 144 4.2 106
A 412 12.7 (38.8] 3200 20.2 22 | 14 0.6 |[255] 14 0.6 144 4.6 105
19 B 425 13.0 |39.0| 6400 25.2 16 | 14(106| 0.6 |342| 12 0.6 142 4.0 107
A 437 13.3 (40.0] 5200 25.2 13 5| 8| 05 [271] 8 0.6
20 B 47 16.5 |47.1| 6500 20.1 19 | 121209| 0.6 |358| 20 0.8 142 4.2 107
A 416 14.2 |41.2| 4900 19.3 23| 25 05 |314] 15 0.7 142 3.5 110
B: before  A: after * KA
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We performed basic and clinical studies of meropenem (MEPM), a new parenteral carbapenem
antbiotic, in ophthalmology.

MEPM showed a broad antibacterial spectrum against gram-positive and -negative bacteria, resemb-
ling that of imipenem. The susceptibility of 20 clinical isolates of Staphylococcus aureus ranged from 0.05
~12.5 pg/ml with peak at 0.1 pg/ml. The susceptibility of Pseudomonas aeruginosa ranged from 0.39 ~
6.25 pg/ml with peak at 1.56 ug/ml.

Penetration of MEPM into aqueous humor of the anterior chamber reached a peak of 8.11 pg/mlat 15
min after intravenous administration of 50 mg/kg to mature white rabbits, and thereafter the level
decreased quickly to beneath the detection limit at 6 h after administration. The rate of aqueous humor
to blood concentration was 12.5%. Ocular tissue concentrations at 15 min after administration were 3.8
~27.6 pg/g in extraocular tissue and 0.83~4.7 pg/ml or g in intraocular tissues.

Penetration of MEPM into human aqueous humor of the anterior chamber reached 0.17~0.93 pg/ml
after 5~35 min of MEPM (500 mg) drip infusion for 30 min to human volunteers (n=9). The penetration
into human tear reached a peak of 1.25 #g/ml 1h after administration of 500 mg MEPM. The rate of tear
to blood concentration was 20.6% at 1h after the administration.

We treated 20 patients (acute dacryocystitis 3, keratitis 1, corneal ulcer 13 and endophthalmitis 3)
with MEPM drip infusion at a dose of 250 or 500 mg one to three times a day. Clinical responses were
excellent in 9, good in 9 and poor in 2, the efficacy rate being 90.0%. The following organisms were
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isolated from clinical specimens: Staphylococcus epidermidis, coagulase negative staphylococci, P. aerugi-
nosa, Xanthomonas maltophilia, Pseudomonas sp. and Propionibacterium sp..

As to side effects, rash was observed in one case, but it disappeared after the discontinuation of
therapy. A slight increase in GOT and decrease in WBC were observed in laboratory data.



