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Fig.1 Chemical structure of MK-0787

and MK-0791
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e RBERICAFIC X 5 KRRIGR T~ 1205, Zhns
Bttt fod, MER» BRI IR NI ED - 1,

II. #5’R, BEE
1 Bz AF| D 250 mg/250 mg, 500 mg/500 mg & 5 \»
(t 1,000mg/1,000mg D\Fhrw1H 2@, 30~60
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Lichs, EREBT X b BEHERE L1,
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> THIEFNBREXHE L, Hk atkb), ®md, K
%, BRI, TPO5BEEECHE L, Tablel Tixzh
b, H, +, altered, ? THRLt,

IV. =
15 Gle o TDBIRB R, E21 01, HH8Hl, ©
CHAS G, EW1GITHY, FHED 30 (No.16,
17, 18) Tix, BRI 14, LB 2 0 Th -1 HiY
50 3GI35ER No.1, 2, 3, DEMICEELIL DT,
BRBRIZI BRI LTRSS -1
MEFOHRE T, 15 Flrhi Sanicle K 8 X
RO 11 BT, 5 B4k 1 f (S. preumoniae),
V5 8 (P. aeruginosa 3, S. aureus1, S. marcescensl),
K36 (P. aeruginosa 3), W7tk 2 (a, y-strepto-

coccus, Neisseria—S. epidermidis, Haemophilus sp. —
P. aeruginosa) TH-tz, BERFITEHEL2H (S
aureus, P.aeruginosa), 1% 1 | (P. aeruginosa) T %
’)'f':_o
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ampicillin (ABPC) 2E%ZhTH » fchs, 2 Ffjins P
aeruginosa »\, O\T S.aureus HREHI N B X 51
Teote 99 F2 A, BORPMEIH Y, AFLER
L7z, 38.7°C oBUX5 HEM HFH, KA1 8 170
ml 75 100~70 ml (24, PRk e, CRP, @M
KRB, FILERELYELDTERE L, HEHoD
S. aureus LAY LTc,

AEF 2 BEF 39 FEMALW, EAEE D, HELH
WHERD I L7 58 £ 3 AGEMD o 2 2 A FEL
@ P.aeruginosa H\ H B L, WHEHE L 57D
T 58 45 AABE, LIKFEBE%FHEHE L1, 59 3 A
DBRYIEERFTIL, ThETEHTH-7- ST L EH L
oo teDTAFZER Lic, AF|D 18 RO T
FEORY & & HITHHREHL SES R, ERMbFISA
TRBON I STRN AL, BIFFAL L, B
AMERIEE SR & S his,
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Table 1 Clinical summary of cases treated with MK-0787/MK-0791
Underlying MK-0787 Effect
Case . . . . Isolated Side
Age | Sex | BW Diagnosis disease, o s Daily dose | Total
No. s organism Clin. | Bact. effect
Complication (mg) (g)
t i S. aureus
1 |59 | M | 38 |Bronchiectasis |C2STOPLosis s0x2 |9 | 4 | -
Chr. sinusitis | S, aureus
i is | P. aeruginosa
2 |54 | M |40 |DPB Bronchiectasis 1000x2 |34 + | o+ -
Chr. sinusitis | P. geruginosa
P. aeruginosa )
3 64 | M | 49 |DPB Asthma br. - 10002 |42 #+ + —
P. acruginosa
\ i S. marcescans
4 o M 59 Thoracic Tuberculous 500x2 |14 . 4 _
empyema empyema S. marcescans
: br. S. epidermidis
5 63 M 45 | Pneumonia Asthma br _ 500x2 |14 + ? —
DM GPB
a.r- Strgptocaccus )
6 87 | F | 36 |Pneumonia - Ne'ssfm — 5002 |14 # | Altered -
S. epidermidis
Anemia a.y-Streptococcus
. Neisseria -
7 36 F 48 | Pneumonia Gastritis .7-Streplococcs 500X2 |14 + ? -
Neisseria
Bronchiectasis | P, geruginosa
8 40 F 33 | Pneumonia ASD(op.) - 500x2 |14 + + -
MR P. aeruginosa
P. aeruginosa )
9 55 | M | 43 |DPB Chr. sinusitis - 5002 |10 - + —
P. aeruginosa
i P. aeruginosa
10 |40 | M |50 |DPB Chr. respiratory : 500x2 |14 | + | + -
failure P. aeruginosa
Pul — GOT1
11 |48 | F | ag | 2mORAY - s00x2 {20 | 4 | ° |GPT?
suppuration. - Leucopenia
Pulmonary Pulmonary S. pneumoniae
12 68 | M 52 |suppuration tuberculosis 500x2 |14 + 1t -
Chr. bronchitis | (healed) nf
| Pulmonary Haemophilus sp.
13 | 8 | M | 39 |Chr. bronchitis | tuberculosis |——————| 500x2 |10 i | Altered -
(healed) P. aeruginosa
nf
14 | 57 F 63 | Chr. bronchitis | Bronchiectasis - 500X2 7.5 + ? -
n
Pulmonary P. aeruginosa
15 64 | M | 39 |Bronchiectasis |tuberculosis - 500X2 |13 + + e
(healed) P. aeruginosa
si S. wurens 500X Malaise
16 |59 | M | 38 |Bronchiectasis |S25TOPosis - 00X2 1 g se | | s Lof lower
Chr. sinusitis nf 2502 body
hi is | P. aeruginosa 500 % Urinary
17 | 's4 | M | 90 |pPB Brond.uect'a'snb 500%2 99 + #  lincon
Chr. sinusitis nf 10002 tinentia
P. aeruginosa .
18 | 64 | M | 52 [DPB Asthma br. - 250X 2 6.5 + + -
P. aeruginosa
DPB-Diffuse panbronchiolitis * Before
DM-Diabetes mellitus After

ASD-Atrial septal defect
MR-Mitral regurgitation
nf-normal flora
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Table 2 Laboratory findings
Before , ; IN _
Case RBC Hb | Ht WBC Plate. oT |s-GpT | ALP T. Bil ESR CRP BUN S-Cr
so | o g e (g | (%) | (102 mm?) | (104/mm?) $6OTSG (mg'dl | (mm 1h) (mg/dl) | (mg/dl)
treatment
Before 480 13.9 |44.0 155 20.2 24 5 66 36 in 12.6
! After 477 14.0 {43.0 92 20.6 31 15 59 12 + 13.0
Before 508 14.7 [45.0 102 18.8 17 21 210 20 + 17.1 0.7
2 After 472 14.2 [41.0 123 22.2 18 21 166 + 16.7 0.8
Before 440 13.8 [43.0 75 22.0 26 17 172 60 + 14.9 0.8
3 After 436 13.7 [41.0 74 21.8 25 10 187 27 + 17.5 0.9
Before 402 13.6 139.0 98 20.2 18 13 172 0.4 40 it 13.3 1.0
4 After 394 13.1 {39.0 58 16.0 20 16 165 23 + 11.1 1.0
Before 445 11.4 32.9 88 64.6 35 23 9.4 0.2 19 + 9.8 1.0
5 After 426 11.1 {32.0 70 52.6 34 24 10.7 0.2 6 - 9.1 1.0
6 Before 389 10.4 |32.6 72 27.8 36 12 10.1 0.5 102 i 12.2 1.1
After 392 10.9 |32.9 48 23.8 32 13 1.1 0.4 70 + 16.2 1.0
. Before | 402 9.0 }30.0 89 47.8 34 15 6.0 0.2 137 ¥ 9.5 0.8
! After 441 9.6 {30.2 52 40.2 21 10 6.6 0.1 25 - 9.4 1.0
g Before 519 15.4 {47.0 146 25.4 13 7 244 49 + 8.1 0.6
After 512 15.0 {45.0 118 25.4 18 4 224 20 + 74 0.6
9 Before 480 13.6 {85.0 48 13.6 23 18 197 0.4 52 - 11.3 0.7
After 464 13.5 {84.0 57 27.8 20 18 190 0.6 45 - 13.0 0.9
10 Before 403 10.9 [36.1 102 30.3 15 64 5.1 0.6 = 18.0 0.6
After 435 11.1 {37.0 80 39.3 11 28 5.2 0.3 + 10.0 0.6
" Before 376 12.6 [37.5 140 39.3 14 10 4.6 0.5 64 i 9.0 0.7
After 391 12.6 {37.5 26 30.5 57 67 5.5 0.5 10 I 10.0 0.6
" Before 422 13.5 |41.9 81 30.2 12 19 20.8| 0.7 110 i 13.0
After 421 13.2 [41.6 58 30.0 20 24 9.7 0.4 11 -+ 12.0
3 Before 455 12.4 |38.4 73 16 4 173 0.9 67 H 15.0 0.9
After 473 12.4 {39.1 62 20.6 24 9 155 0.2 23 + 12.0 0.7
1 Before 438 13.4 {40.8 92 28.1 8 5 5.0 0.5 119 it 12.0 0.7
After 429 13.0 {40.1 54 32.2 15 16 5.3 0.2 76 + 16.0 0.9
5 Before 418 13.4 [42.5 50 10.8 83 42 8.9 0.6 22 in 26.0 1.0
After 370 12.3 |38.0 90 22.8 25 25 7.1 0.7 35 it 19.0 0.8
0 Before 474 13.7 |40.5 142 31.6 15 6 61 i 15.3
After 470 13.4 [40.8 88 21 12 60 + 15.8
I Before
After 512 15.5 [46.0 117 25.6 18 19 187 40 + 13.9
1 Before 465 14.0 |44.0 84 19.6 26 12 |18l 30 - 16.0 1.0
After 488 14.5 [44.6 65 18.0 18 11 207 30 = 15.0 1.0
Normal range
Case No. S-GOT S-GPT Al-P BUN
1~4, 8, 9, 16~18 10~41 3 ~42 76 ~260 6 ~21
5~7, 10, 11, 15 7 ~30 5~35 3~12 9 ~20
12~14 0 ~40 0~35 2.7~10 8 ~12
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FEGI3  4~S5EHNLY, HEHIEETREREHH
HL, KELHBORBEYZT CWichBRe T, 58%F
I AABE LT, 59 F 2 B ORPHERIT 2 =24 FEL P,
aeruginosa KM, &, minocycline (MINO), sul-
famethoxazole-trimethoprim (ST) % {& L7z &%)
T, AFEFEALL, ThiCX hVEOYhIHEEIH,
WRADRERRTTRE & 7 b, KRILME, BHRM» ARTR S HEF
XN, P.aeruginosa LKA L1z, Z DEEFITH AT
Zbhish -l EMNB LN, ER, FERCHEELHE
SR,

fEGI4 58 £ 8 AEMLLHBER, L, KK
TR, FEBH Db AR, FExAIRK & 2H Sk, isonia-
zide (INH), ethambutol (EB), rifampicin (RFP)
DALERBIA Lico BREDORIMILRIFTH » 7R
EOcH ey — T —FARERECEEL, Bk
M ¥ Lico ZhC X hEERERIEHHEL, &
HHELEBHL LT, L LBOIEE ML, BKX D
S. marcescens H\EH I NT=DT, AF|EZFEB Lo 14
B0 5T S. marcescens (34, B MR BILE W
1t, CRP, FritdbHEI NI, LHY, FTFETOFR
FE & HE I T,

FEGIS 10 FFIADLRAELWE, 2 FHIH LI BIR
FHEEBREL, 59 2 BIler @R LTV 5, 59 4
5 AU MK R R L, & % WHREZEZ &L, A

BELTARRIRER LI, #5005 BE»LFH, & &%

VR RS & O BREER, ARE, XERTR &g
L, B®EHE L,

fEfl6 BEACEmRicd, 38.5°C Ok, T, 1
%, %, XHEETOMRREE S bMEENMR &2
R NABE Llc, AFIESD 2 BN S 37.2°C Dk
e, 11 A BB FERE D, XEEFZ7HEBTIE
W%k, 2BTEFEKD, BEER, CRP d;ELL,
WEHRICILiL Ued a-Streptococcus D EHRE s,
BERTH I S epidermidis B I hic,
B EHE Lico

FEGI7 10 AR HEERAM S D, 38°C D
BES, WK, % XBEETATMFCE Y ¥R D
t-o CEX OMIR 6 BRI DD ABE LTco AHIH
o4 BBHSFE, ALKRBIEFL, CRP [E#AL,
1%, A& MR Lo XREFORI S REL, 28
CTIZEM %L Lic, RRAROBEKRDE, 27T 0F
JRM: & HITE Lico

FEGI8 58 £ 9 BULARLTHBE I ABE, P.aerugi-
nosa, H.influenzae i X % fitide % 05 LILERR 1) 7o
58 4= 12 B.UBEHRRIA (ASD) oFfMixZiF 1o,
F D%y P.aeruginosa OHEAFEE, HMERBUEM,

CRP (i), MEEA S\ fodd, BEABE Li-,

ARBET X DEE, BB, CRP &, hiuy
% HEEY, XBFRPCEEL, BRHRRL0H
%E#UC/E L‘f:o

GO 23 WMOKHBHEIRERDFME S0
DIRMEZE, B, BEHMAE D, 34 RED S HEHry
REED hndo - 7oo 35 EREREE LA BEY ST, —
FHERZE L CISERAET ST L et ULt
DEBRL, LELEAERBREER DL, 59 €55,
g1 B 100ml, LR RRESEY X LAE
L7z, piperacillin (PIPC) 1B 4g %7 AR, cefsu-
lodin (CFS) 1 H 4g 10 HHEO&HEIEHD-bEH
HER LI, Lo LEEERTNE, BWRERT, Bkt
D P.aeruginosa AT, EHhEHE Lic,

FEMI 10 41 FFEERIE, IBHRK, ¥ BRESSHO
1o, 58 4£2 AABE, A5 w4 F%K|, CFS 1A 3g%
K1 AERT2 LS, 58 4 12 A2 LIt Paco,
EAL, 9F1ANL VA= 2 EE L, XRIRE
XY, I RINE, HRHREIhREBECO T
MESRIEM T, VAL L—ZDY A = 7EEH
EERAH S 4 ~ 5 RERICIER L, AL HE L
o

REGI 11 1%, g%, 38°C OMisR#E, XBREETELM
FE 7Tom D%ER, WERYETHEREXEL, &
K5 2 BRI CER LD, 29 H TERIZE 1em OF
BEZSIR L 7 » 72 CRP T43%, W, $WITMLE, HKibik 18
fifE 64 mm 225 10mm kich, BRHEHELL, B
KREMT, AMmMIKRD, HENEY v EREm, e
BEENR SN, LIRS RERTH 9 HECRER
LUt 7edsi 581 (ABERD) & 3 H R nHERR(E
ALTUAY»HEMTRE TS S,

FEG 12 59 483 YR, WRERM & 38°C otiRE, X
REE CIIT LR & 4% b5 K2R E, Tl
FarBdtc, AFIEED 3 BEMLFHLLY, ER
BN K LY, AMRKEHRL, HKits CRP b
W, ¥, RIMEE LI, ARE L

O 13 LR, SR TEaREFRO BIAk
sk B D, 59 47 A, 39°C o, 1%, HROMM,
L EEERY Xt LABL Uc, AFIREC X VEALY
SE#iich, CRP, ik, HEER, HoR BT
hbEE L, BRELHE Lo WEFOHER, Hoe
mophilus.sp. 75 P.aeruginosa X L1

SO 14 BHEETAOBET, 59 42 AGEEC
Pinh, LUSHY DR L B 0BT, 3
45 B ORIEEHT IR RS & Mok ff - O TABRL
fo AFHEETY, HOME Tt HMRHER
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ft, CRP ZFEX A1, XHKREHE TP oMM
LoD TRRE R EHE Lo

50 15 PR 54 FED DEBKEL S, FIERTFR
REENHEB L1, 58 4 11 A BEBOId AbE Lichs,
FOE, LERESTEE, BEKIEE TRRREY
B, 59 F 1 AERMEL, BREELEILLLOT
AR LTco Bl Xt X R RER T - 1o’, ERFEE T,
R, BHEELECL, ATFRETI L LI
FHEEA LI, Zhic X WVBRERD, ME» A
Pao, 34 Torr, Paco, 70 Torr 7% Pao, 54.9 Torr,
Paco, 65.9 Torr. Xk L, ATLMERERD HREEGIHIKR
tro HREHIE Lico B D P.aeruginosa (LY
STEEHE L, AFIEREH CFS 18 2g, 12 AR,
FOM 10 4g, 6 BREEA LTV 52 EZTH -7

Ef 16 fEH 1 LRA—FITEHERMITHS, H1E
HRO 2, A%, BOREHENDHH, 39°C OhRE,
BHKL R 200ml Eich, BRI S. aureus 3
Xht, ST, MINO #f/ 8 HFRH, ceftizoxime (CZX)
13 AR, ST, MINO ##/8 14 AR, ofloxacin (OFLX)
17 HfE, cefoxitin (CFX) 14 HF4, norfloxacin (NF
LX)7 A% ERT 5 b, 37.8~37.9°C D #p R, 7
BIL1H 230ml &7gh, EHBERENIBILATDT
RURLAFEFER LI, ThR X VEIRTEL, 108
BLIgx 87.2°C kL, #EIX1 B 130 ml ¥ TR,
BHEYR U, HMmMERST 14, 200/mm? 5> 5 8, 800/mm3
A, CRP i () »5 (+) iz, BiEF oD P.
aeruginosa (XK Lico BRE Lico 5D 6 HEBE
LTEHFDOBERK, MNIREH Lo THREE R IR L
e, RIS L1,

17 fEF2 LR—FITH D, FERIT FiEIE AR
IHEHKREL, DPB ORMEREXE L1, $1 5
REDOBRBTH - 1eh, MhFIESOHEF X BHERL
7o BIRFRD P.aeruginosa 3% Lich, FRREEE,
ROE, EROBEIMER T -7, 2RHR &N
Tl BEBBORAND, SBMERFICREREYEL
T, BELT &L bisik Lic,

P18 EM3 LA—FITHD, MEEMEL 5/
HEARFT, 92 AMDOEMT, BOREMEY X
L, RUR AR EBEER L, SEOFERTIE, 1
BREBVRIED 14 BTHoleted b b D, BHRILH
ER T, WHEhD P aeruginosa b "L TH-
Lo RRHRE L

Iv. =

MK-0787 g/ DY, E. faecalis % 55T 7
7GR, SIRE, MERECLRCC EThD,
Kesavo 6913 7 5 L [BbE, Bathi, MESME L 4T

2,000 #Riz2o\WT, MK-0787 D% cefazolin (C
EZ), CFX, carbenicillin (CBPC), amikacin (AMK)
LHBIL, KB OBk L MK-0787 (X A
I OENRDZ EuFADI, Tihi>b S aureus, S. pne-
umoniae, Group A,B @ Streptococcus =%} LT MIC
13 0.03 pg/ml T, HEIEF X b 16~500 £ o <,
156 Bk E.faecalis © 90%; LI Ewit+% MIC 111
pg/ml THoteo BEDHARIOL v TH S Cit-
robacter spp. S . marcescens, P. aeruginosa, C. difficile
x5 MIC 13 dpg/ml 225 WIEFRUTTHY,
MK-0787 Zfitth & ;= ME— D &L, P.maltophilia =
Ho1o

XHWZEENRT LI, in vitro T, MIC & MBC »
Zn P ied, o MIC pERRREOREYZT S &
i, BBECH L TEEE#EE T B-lactamase
T AIRNEE, BRENERETHZLTHDY,

MicuAEL 5% %, latamoxef (LMOX), CFS, cefo-
taxime (CTX) & H# LT, MK-0787 (3, GM Rk
D P. aeruginosa X LTI CFS & L LR LITEN
Afiv s, GM it D P. aeruginosa \Zxf L Tix MK-
0787 D&, 4pg/ml HBH X ZTHL T CHRIETSZ &
"R T\ B,

MuyrJens 593 MK-0787 % & T 13 D j3-lac-
tam F|DEEIR > #ED 868 FRicxt 32 MIC ZHIFE L,
MK-0787 (3 &bkicxt LEL MBI 2B L, <
P. aeruginosa. A. calcoaceticus, C. jejuni, E. faecalis .~
MUTER, HEARZ b J A0 EVA, coagulase [
4, &tk D Staphylococcus =it LT, MIC (% cepha-
lothin (CET) (3R EMEL TV 5,

HREEIC OV T, Kesapo 5'97% 462 B LK 5
HERRiZoWT, 16 BOFERIOHE D% B L, MK-
0787 [ LT L A L DR L, & <iT Bacteroides sp. (=
RLMFI L b & 88 5 2 MIC 2 h, clindamycin
(CLDM) it D% Db &3 T, £kkAs 4 pg/ml THRHF
Pl ¥ B ExHHRT V5D,

gz MK-0787 DEGKZIER TH 2 40, FIEDRK M4 A
GO TORGIEDER T, MAICHE LT, BERIFIZ
En, EIERL Do DHELH DA IR0 IR
YARED BN O VWT DL DX F R Y S0,

RN OIEGNE, FIEOMFREEEPIEN L L, KR
MO NEEX NI T, P.aeruginosa, S.aureus, S.
marcescens, 7L EMEN STl EHE LB L, BEHDGR
ek B-lactam FliCHLERTUW D EEXBNS,

1B REES OB T, MCH R/ P Flasiu e
B, LUK BREXTI23FDH-1ch, FIET S
FFICHNRD ERRLH > Tcdb DD, —IGDEEERSEN (TS
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MK-0787/MK-0791 iz 2o\ TOHFHKy v K v AW
TIXERBERE 419 FIORENELDLh, &80
BihE ER+AR) X 72% T, Beb {EEFN S -
EBbhb, LEIHRE (EE%E#>), DPB T,
InFEh T3%, 66% THotco HHbIOBEDSIZE
THIZEWE DThH T,

BIfFADET, bhbh OERLL,

TEHFOER

B, BAOKD 18, REZED LI, PRERTH-
P20 FHESERINTIY 3 I VOFHEY vEY Y AW TORE

b,

A#DBIFRXRERIe ThDOREIFADE

RS, KFOBELHRIET S L bENS T, BIfF
FIHBL & AKIRE & ORI BRREBRD » L b 525,
HB OB OWTIIRETH 5o

D

2

3

)

5)

X B
KAHAN, J. S.; et al.: Thienamycin, a new
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CLINICAL STUDY OF THE EFFICACY AND SAFETY OF
IMIPENEM/CILASTATIN SODIUM IN THE TREATMENT
OF RESPIRATORY TRACT INFECTIONS
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The First Department of Medicine, Chest Disease
Research Institute, Kyoto University
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The present study was designed to evaluate the clinical efficacy and safety of imipenem (MK-
0787) when combined with the same dose of the renal dipeptidase inhibitor, cilastatin sodium
(MK-0791), in the treatment of 15 patients with respiratory tract infections.

MK-0787 is a novel B-lactam antibiotic having desthiocarbapenem as its nucleus.

Thirteen patients received MK-0787/MK-0791 500 mg/500 mg twice a day ; two patients received
1000 mg/1000 mg twice a day. The drug was given intravenously by drip infusion.

The clinical response was favorable : excellent in one patient, good in eight, fairly good in five,
and no response in one.

The systemic tolerance was good. No adverse reactions were noticed, but a transient slight
elevation of S-GOT and S-GPT was observed in one patient.

Three of the above 15 patients were retreated with MK-0787/MK-0791 after a two-month remis-
sion because of recurrence of their infection and because we had no other effective antimicrobial
agents. The response was again favorable. Unusual side effects, however, were noticed in two of
three patients. One patient complained of fatigue in lower half of the body. Incontinentia urinae
was seen in the other patient. These side effects disappeared soon after the end of treatment. For
the present, the author could not find any literature discribing such side effects not only at home,
but abroad.



