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Fig.1 Sensitivity distribution of clinical isolates
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Fig. 4 Correlogram between MK-0787 and LMOX, CPZ, CMX, PCG

5. fucealis 108 CFU/ml 31 strains

=100 EEIGER

(peg/ml)

LMOX

0.025

<0.006
>100 16|14} 1

(ug/ml)

CMX
o
w
=

0.1

0.025

=0.006

=0.006 0.1 ~ 1.56 25 >100
0.025 0.39 6.25 100

MK-0787

(1 g/ml)

. #i ®H &

D WERE

bhbh OB CREIRA R 2 & 28 Ul RS
75 MK-0787 0 MIC % B A{LEREF L EMEERICHE
WIE Lc?, EREEE3, over night culture ¢ 100
EEREE AV,

2) ZEBRBUK

FBEIRABL X D 4B U7e S. aureus 28 #k, S.faecalis 31
%, H.influenzae 50 ¥, E.coli, P.vulgaris % 27 #,
K. peumoniae, E.cloacae, S.marcescens D% 26 i,
P.mirabilis, P, aeruginosa % 25 #izo\T MK-
0787 » MIC % LMOX, CMX, CPZ oxrh &, S.
faecalis o\ T3 PCG %, P.aeruginosa o\ T
i CFS %38hn L H#E Lo

S. aurens W35\ ~Tix Fig.1,2 ©R/T X 5 © MK-
0787 0 MIC 344 & DA 0,025 pg/ml b b L
HEEMYRL, o7 - AH LV B 1=
MIC T > 7z, S. faecalis w3\ Cit, HEEE#lic PC
G ¥Mx TRE Lic, Fig.3,4 1R & 5 i© MK-0787
D MIC 1% 0.78 pg/ml 23v' — 7 ¢, 3.18 pg/ml U FC
SHRRFEIES N, Mo 3H D7 = AH & KB LTk

>100
100

25 12| 5

1.56 15

3 0.39
<5}

0.1

0.025

=0.006
=0.006 0.1 1.56 25 >100
0.025 0.39 6.25 100

MK-0787 (pg/ml)

D MIC #7RL, PCG Lhd 1 BRERHEETH
(oY N

H.influenzae &=\ ~Cit Fig.5,6 wrRdTX5K, M
K-0787 o MIC v — 7% 0.1xg/ml b, 0.39 pg/
ml ¥ TTIRTOENRBFHRIEIR TS, CMX, C
PZ BN T\ i E. coli T3\ ~Tik Fig. 7,8 iRT X
5%, MK-0787 & MIC i 0.2 pg/ml LI F CoMEE
FHIE SR, CPZ AR08\ ad, Mfid+ 7 = aH| & KA
BRI ER R Lo K. pneumoniae v\~ TiL, Fig.9,.
10 i3 & 51w MK-0787 o MIC i3 0.2 pg/ml pie"
— 7T 0.39 pg/ml LITCLEENREFHIEZh, ot
7 = AF| ERBRAFEDOEE TH -0 E.cloacae T3\~
Tk Fig. 11, 12 wR7 X 5 & MK-0787 o MIC v —
7% 0.39 pg/ml & b, 1.56 pg/ml LIT CLbRREHRH.
IEXRT W B, Do+ 7 = 2F0E, HHRESE 50 pg/
ml, %%\ % 100 pg/ml L EA & EB i MIC HAi% R
L, MK-0787 R—FBEN T\ 2o S. marcescens i3\
T3, Fig.13, 14 Z/R3 X 5 MK-0787 o MIC i3 &
— 773 0.39 pg/ml & B 3.18 pg/ml LT CLBRE
fHIEZh, D7 = & TIX, 100 gg/ml BB\ %
100 pg/ml A EAEREBAES & L MIC 4% RL,.



530 CHEMOTHERAPY

NOV. 1985

Fig. 5 Sensitivity distribution of clinical isolates
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Fig.8 Correlogram between MK-0787 and
CPZ, LMOX, CMX
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Fig.10 Correlogram between MK-0787 and
CPZ, LMOX, CMX
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Fig.16 Correlogram between MK-0787 and
CPZ, LMOX, CMX
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Fig.18 Correlogram between MKO0787 and
CPZ, LMOX, CMX
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Fig. 19 Sensitivity distribution of clinical isolates
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Fig. 20 Correlogram between MK-0787 and LMOX, CPZ, CMX, CFS
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Table 1 Characteristics of patients

Weight Renal function
Case | Age | Sex & Dose
(keg) BUN |S-Creatinine
I 84 M 41 |250mg| 19.3 1.0
1I 63 F 34 |500mg| 26.6 1.0

Method of concentration measurement
Method . Thin-layer disk method.
Test fungus  : Bacillus subtilis ATCC 12432
Culture ground : Mueller-Hinton (MH) agar

Fig.21 Plasma levels of MK-0787
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Fig. 22 Urinary levels and cumulative urinary
recovery rate of MK-0787
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10-39 Ul L ER LI, RTH 2 BRBCIEFCR -
to EH 14 13, FEENERKEBCHH GOT 23-70
U/, GPT 8—21 U/l, Al-P 517.1-18.5 & £& Lz, I
LOREEREIAFC LI ZMBLEL bR,

Iv. # =
ANARZ LABRIEWH THH MK-0787 1%, S. au-
reus X b P.aeruginosa ¥ TEH LBV E D % &
L, %% p-lactamase %5 < NEL T2 O THHEE DO
fihifcyy, L2 L renal dipeptidase THXh, R
hR A EL, REANOKBERER I B T HEHE
pREBbhic, £ TH LB IR/ renal dipepti-
dase DFERH), FHHILHERTHSH MK-0791 Lo
BAKIC TRPENRITEMEE S & & S BFHELER
BTnI LTl Lico
SER 21X, MK-0787 DB 7% YbEiERi kD%
BRI TR ZTo ), KB RWTE 32 @, AA
CEREF¥LTER AT TR ST T BRAD LR,
S.aureus, S.faecalis 7ot LT, AFNIfLDt 7 = &F]
Ih Y EFIBCENC B %R L, P.aeruginosa T
b CFS X h@Eh, ZToMOFE, 5 AEHEC LT
DL 7 = 2FNED LD HHIVRE LIHEN %
mL1,
MK-0787 Biffid 250 mg, 500 mg AyEHEY 2 Hlo
ABRBEI ST, MAEES LORPHC T
it MAEEDE — 713 250 mg »%, AR TED
30 T 89.2 pg/ml, 500 mg Tix 76.2 pg/ml TH
MAEEH s X 08 AUC {3, KBRS\ TT - foffE
RABFIC X BEERE 1 HRBROEE X VIERS XU
MUT e, ThED 2 FERIIE, BIEGEREE, mps
LERRE 70, MAPEFMOE R+ X%, AUC D3
MEDNTIE, FE2 84 BmMEBThH-To &, Fio
BB, 34kg Ldhot-Z EREETIRAL ) & B
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MK-0787/MK-0791 o 1 %f 1 Ee&4#I T MK-0787 0
BRI 0% Lk & B Hh T b, MK-0791
X% MK-0787 DR E(ERANFEZICER ER TV B,
WIRBBRGI 17 glc, RTI 7 f, UTIL 6 §l, Sep-
sis 3§, SBE 1 gk, WFhbhBEELED, LA
BERREL 5 SA TV L b (FIEH D 5 Bl
TRUHRABON, REBEEZ LRI B4 Bo
E.coli 2 #, Enterococcus sp. 2 B, K.pneumoniae 3
%JMWMalﬁDTNTﬁﬁgghtO%E@%ﬂ
fﬂ%fzqtsm3@1MK,$ﬁ1515g4>%
Bﬁﬁﬁ&%%ﬁimﬁb,%E#%@ﬁﬁ@%ﬂ&,

REMENTER S i, KEREBRiZR X v 6FR LI BuiE
Bz, AMK & oftRTiEdH - 7ont, AMK B Ciafg
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bHHERELREY, HFAHKEI K, K. preumoniae
HELTEDH B LRI,

BRHIERFIEGI D 16 G, BHILL L2 14 Flog
R 88% L, NEEBIZMBEDLE EFI LD 51T
230 b TERICEETH - oo
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GOT, GPT, Al-P £ L& 3tk bh, 2 flikiE
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UEDER XY, REMIOWTH.OE IR BHSEE
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FEie ECEEHROMELED, AN H D EA
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V. ¥ & &

D #rsz s RHERTHD MK-0787 OIS
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P. aeruginosa \Zxt L T%, CFS L h@ERTKYH, 75
ABHED DB T RE LR HE %R L,
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WEL, FEN 3dkg LAh ot EHERS, IE
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ANEEZIcH > T,
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1) %8 32 EAKRCEREFEATFARLRRL, FE
Yy #ETY AT, MK-0787/MK-0791, [ |1,
1984

2) BRLEFRE¥ELSRIRFHEERE (MIC) Al
#, Chemotherapy 23:1~2 1975



540 CHEMOTHERAPY

—

NOV. 1985

FUNDAMENTAL AND CLINICAL STUDIES OF MK-0787/MK-0791

Masaru Kovama, Fukuo Inima, Ryusr AkivosHi, YosHiakl KawacucHr
KentarRo WaTanase and Keicur NAKAGAWA
Department of Internal Medicine, Tokyo Kyosai Hospital

Mirtsuniro Yoxkozawa, Kazunor:r Ono
Keiko Yamacucur and Kumiko TAKAHASHI
Department of Microbiology, Clinical Laboratory, Tokyo Kyosai Hospital

We measured the antibacterial activity of MK-0787 against clinical isolates of S.aureus, S.faecalis,
H.influenzae, E.coli, K.pneumoniae, E.cloacae, S.marcescens, P.mirabilis, P.vulgaris and P.
aeruginosa.

MK-0787 showed much better antibacterial activity than cephems against Gram-positive bacteria,
and antibacterial activity similar to that of cephems against Gram-negative bacteria. Especially
against P.aeruginosa, the antibacterial activity of MK-0787 was much superior to that of cephems
and superior to that of CFS.

Plasma levels and urinary levels of MK-0787 were determined after intravenous drip infusion of
250 mg or 500 mg. Peak plasma levels at the end of the 30-minute infusion were 39.2 gg/ml after
250 mg and 76.2 pg/ml after 500 mg, and the half-life was 1. 67 hr. and 2. 52 hr., respectively. Maximum
urinary levels were 279 pug/ml at 2~4 hr. after 250 mg and 1866 pg/ml at 1~2 hr. after 500 mg. Urinary
recovery up to 6 hr. was 20.6% and 20.8%, respectively.

MK-0787/MK-0791 was administered to 17 patients. An effective clinical response was observed in
5 out of 6 patients with respiratory tract infections (excluding one unevaluable patient), in all
patients with urinary tract infections and in 2 out of 3 patients with sepsis. One patient with SBE
was evaluated as excellent. In 16 evaluable patients out of 17, clinical efficacy was excellent in 4,
good in 10, fair in 1 and poor in 1.

Mild diarrhea in one patient was the only adverse effect observed.

Slight elevations of S-GOT, S-GPT and Al-P observed in 3 patients were the only laboratory
abnormalities noted,



