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2. ERRpus
3. EBHKEIROBRAEROKEE
&ﬁ?‘j’ LT

MK-0787/MK-0791 OFEX ¥k L OAE~OBITZMS BT, HERECHEL 8L
R R I AT MK-0787/MK-0791 O#SE 30 4h b 240 4946 ¥ T, MK-0787 %
BT Z EMNAIRET, FOE— 272 60 NIk bRt

BeRh R, MEMNA 2 6, BMEKETL2H, MLRBE LA, SHEFERTRLEELRI&E
TIEE | e Lick 2 5, BHRIKEIRO 1 HITCOPRHFHOEMNE, LATHHU LORK
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BIfFAR 1 I RERRD 1, BRREREEL 1A GOT, GPT 0BELA* D, T

hiFEFB SR, EFELC

BHSEIZTED 1 Flickit 2%EE D Pseudomonas aeruginosa DEFL, MK-0787/MK-0791 -
DOHET, 5xX10°ml 26, 4B 2X104ml IET L, '

R, AR~NEEXEL, EREIREDLD A
BEALCRE - KX - Mla~ETHR, BREED
EHRD» CREREDEEUEEORYHRREIZh B,
EHLRFRBEDE, MTHERIAH~NFIELE S, RE
BEHCH LT, BEEIExOHEBEEYAL T 5
M, TOPBRBECHEBENET DN, HBVILZORMIE
I BAREERRA LR, BRBRRIENREET
BL0EELLNRD, RRBBRRER, BROBK K\
T}, LELEEETEREBO LD EEENERSD
REELTVWIEORKEERL LT, 4G~0FHR &
BrldbHve THREAEXOHBEND 5 IZEBE¥Y
B b rHEETIE, Biicbic Y B# Ry HEd
BTEbBVo TOXSHRFRBERRCHLT, REKD
BEHAEFE, FREFROBAELWLT, ThEhY
ERAMGEIRLN, EAR LS TRASTHST, flx
ERBERRL 25 BHEREZIRAC L 3 BERRTSE
MLUTE ILREIETEANRBERD LA TH D,
SEFLERI RIS A A% 4 RP4Himipenem/

cilastatin sodium(MK-0787/MK-0791) Vo i B 35
G HEBEERN S X CVBERNCHRE L, REEEME
T AERHRYBRET 5,
1. B £
PR BRPEIC ST, ARG YRYRETELD
ik, SRCsT2RENEETH b, LET MK-
0787/MK-0791 DKE LN 5 REYASE
EFBE L, Hbe THEKNHREELRE L,
1. % %
1. EmavsRat
[ELIREEAEAIRE : AR E  MK-0TEIM
K-0791 % 10 mg/10mg/kg B L, EEEMCORER
X DBMA T ot RERR v T 5 — VREBTER
EYBHEN L, £Y)=FLyF.—7OHE 20omE
SEXHCY = » oL, EEWREA I ml ¥EA R
W Lico 10 BBICHESHIC X b %3] L, SEXHEER
WX EIR Lo BRI s X OGRS IRavetenes, *A
BSTEM% 30 4y, 60 4y, 120 4y, 240 4y, 360 £THM
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Fig.1 Concentrations of MK-0787
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Fig.2 Concentrations of MK-0787
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L1,

M JORE LML © BFIBE %, Bacillus
subtilis % B\ THIE Lz,

2. BRMBREH

BERBAEFREAB AR LI R BE B4 L,
MK-0787/MK-0791 % 1 [6] 500 mg/500 mg %, 1 H 2
ELAHHERS L, BROELRE Lo S CEE
FORKER OB Y 1 GITRE Lis,

. & =

D REmMEERAEE

FE~ MK-0787/MK-0791 #%1:4% 04| MK-0787
DERMEFBEL Fig.1 10R Lico KB4 TOF
B3, 30 4 10.91 pg/ml, 60 4) 4.32 pg/ml, 120 4
0.83 pg/ml, 240 4> 0.34 pg/ml, 360 4y 0pg/ml T2
YN

D RRSEXMR AR

KE~ MK-0787/MK-0791 B 0E MK-0787
DERHSE LMt s E Y Fig.2 wR L7
KR 4FDFH3, 30 4T 0.03 pg/ml, 60 4 0.104
#g/ml, 120 4 0,05 ug/ml, 240 4 0.06 pg/ml T,
360 2 0 pg/ml ThHotco

D EEBEALHBIAR LBl 5 5, &it 1 4l

CAFRES L, FERT 49 B0 5 76 mihic b E
B ST TR TH oo MMRBRIE3Fl, BHEIEIXROZ
P 2 0, [REZHEE 1 fl%xgE L (Tablel),

ERoREE, HEHM, SI0® &5 B, MK-
0787/MK-0791 % 1 [E 500 mg/500 mg #* 4 B & #5 K
100 ml iZ¥ERE L, 30 5 b 60 £3asi) T AfEkEY, 1
A2EERL, 1 BHEEEX 1000mg T#H 5 8 X
12~21 B, ¥ 14.5 AThoTo THELEIT 129
b 21g TH-7- (Table 1),

PHRHER, EREORE TEEMCBELTRED
HEND, HEENHRLHE L, T BRHEL,
FE, VERRMIR, BRE, XX oBKERS XOMm
W, CRP, MR & OREFTBROHBH HER (ex-
cellent), H%h (good), ®HF%) (fair), £%) (poor)
& 4 BRPEVCERME Lo

BIfFRC W T BERER, F& LTHLSBER, $
WARIER, 7vA¥—ERCEEL, BERENRL
LTk, RiMcy LinEOELERE S XORRRK
ERFRRETRT T, REMBO LB%x Rt L
(Table 2),

fifiZe 2 Bk 2 QU %D, WMLARAE 1 b 1 GI3E%h, 184
K[EXROZHEME 26 1 GIEZ, 16e0EL, 18
EFREARL % 45 [EIHREELFH1AEHT H-
7o 6FILBETRERLH, H2h40 (FRHE 83.3%)
THo1s

SRR EIMIAGTERK X D a-haemolytic Streptos
coccus 2B, Peptococcus 1#kThb, BEX b H.in-
fluenzae 1%k, P.aeruginosa 3#ECh 720 BREHE
OV TIRREZMREBEIER LTI\ bR T
550, WIThoOEL WX KEE LR oM/, &
EXTDTBIEMLEELREIBEELTVS D
DEEXBND,

BRI b8 bt H influenzae 1#k, P.aeruginosa
1BRIZBREE X h, P. aeruginosa 1 BRIIAE, P.aerugi-
nosa 1HRITEA L,

AFZLB LB BEIERE LTRRSY 1 flic
Bize FER 1 THRFEE138 B il & b 5T icr
TREVHB LIced ARk Lick s, 2~3H
TH% Lo ARGz MK-0787/MK-0791 D& 5570
ARG TH - 7o ht, B EHIC 1: By, 2 : MK-
0787,3 : MK~0791, 4 : MK-0787/MK-0791 i &4 D
4 BTHEARICERIT LA, TXTERETH -7 B
BERFTR>Toiwd, RBRIAFICI b DLEES
bhic,

T AHRGRH O RBC, WBC 7r & o Fim,
GOT, GPT, BUN, CRTNN 7 & D4 bk
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Table 2 Laboratory data

RBC WBC ESR CRP GOT GPT BUN CRTNN

No | (x10%mm®)  (/mm®) | (mm/hr) (10) (1v) (mg/dl) (mg/dD)
B 500 11,500 69 ++ 18 30 16.4 1.2
1 A 475 4,200 10 - 27 50 10.7 1.1
B 418 7,500 84 +t 10 6 19.6 0.9
2 A 431 3,900 68 + 17 20 15.8 0.9
B 463 6,000 81 + 21 16 12.6 0.9
3 A 461 3,700 80 - 34 28 11.0 1.0
B 560 5,100 66 + 24 23 13.2 1.0
4 A 505 5,900 70 = 23 25 14.4 1.1
B 446 5,500 35 i 8 4 13.5 0.9
5 A 506 4,800 30 + 17 7 13.4 1.0
B 480 9,200 27 + 16 10 16.0 0.8
6 A 536 8,300 36 s 12 10 13.6 0.6

B :Before A . After

B Ret L 1o & & A (Table 2), fEF1iC THRER]
GOT 181U, GPT 30 IU TH-7-DA3, #E5 2 BRIE
12 GOT 27 IU (IE#f#E 7-26), GPT 50 IU (FF#%{E 4
-36) LEERMMNS BHOhl, AFRE% 2 BRE%IC
BEERHE Lic,

3) EFRE

EH 1 49 7R, Bt : a-haemolytic Streptococcus,
Peptococcus 1= X 2 fh{tIREE,

Rfn 59 £ 6 A LM, MmE, WAXEETS KB,
67 13 B, BEYMHS W, REEHEOEREE,
67 20 B, RBAMBEL, 67 22 BAK, MFX&HE
RE=F-%f A2l Ts Y, EEMHENL Y
a-haemolytic Streptococcus, K /&XMHIMENERE X D
a-haemolytic Streplococcus ¥ X 0° Peptococcus %
B Lo REREIC T DB, BKE, RBOHE, I
BXBRFREREOZH G N Rodfent, 5 13 B
B, MM 0 BB REAHE, B 14 B
GOT, GPT DEE LAY TAD o B L,

Pl 2 54 B, Btk : a-haemolytic Streptococcus
X5 H%,

10 44, #EEMEPEAC TR EBET, B
964 28 H, W, BE BAMMEL, 6530 H
£Y 2:8M, ERAK LAEHBEY S, REEFT R A
HE LD TR, Lan URER & 0K, 1555, Mo
EFoiewn, Uk7H 21 AAR, ERAKEY RS-
B, PRI TRKE, —RMEAD T, REERT TH
FleLrpame 81, BkL Yy FERLEOKRH ik & 1o
b, REXHE Tk Bl42 EREXHEYBALIE S
MR Me % #7700, a-haemolytic Streptococcus i
Wlto £ 2 BME L X DGR, HRERL, M5

XBERECTS1+2 e ffiHc bk s BEREOBE
DHREXRDEHEEZE XL bht,

fEB] 3 51 %, Bt : P.aeruginosa =k 1BHES
BFX %Ko

FEfn 52 R X DBEK, BRMNEHEL, L il
BEEYRLLABRYBRIELT Wi, @Y P aeru-
ginosa RERF LY () BEBRHEIKhTxY, &
HBEHCERRMIE b, BERALALE L BETR
T2RBH 1o B 58 4E 10 B ARZ, L% PIPC,
CFS, FOM,CTZ St~ e ER 5T h EERREX
TARETH oo BB 59 £3 AT L bW, %K
EREMEHRB L cldEAY 12 BHRE L, #E
FHNT P.oaeruginosa HRETE, BRBERL, K
HATRR, MBEORELRDEHEL L bhi,

fEG 4

EF3 LRA—EMT, FH/ELT 2BMBIFL
R, W, EREMNEHRLALEDEORSYLEL
Lo P.aeruginosa REUWE, kL, B 59 &
6 ADH, ERWA D MINO #5 3 A7 » 7
B, HEEALCEDBORARE R Tl oo L L
1EHo®S L ) RYHO 3 BMEZE L, BREILT
&7, Bt P aeruginosa () — (+) - (#) <%
270 LU 10 B BY X ) DM, 25 1FRs 0P 0% bR 8¢ 13 8%
R, EBRRMELHE LcDBEROz228g L2
zZbhitce

G S 76 7%, Bk : Hoinfluenzae = ¥ 3 4,

FEf0 59 £ 3 AR hEW, BHRHE, BB
LAt MBXMER L, H5 FMFcE My
RO, BRLY Hinfluenzae ¥ o L1, 2 RS
13 BRI THH, R, R#howx BWESXEEE:
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Fig.3 Number of P.ageruginosa in the sputum

105 .
Case S.N., NAC medium

Number (cells/ml)

10°

TRBEERELHELEDHEH EEL bR,

EB 6 65 5%, L KB TIKELE P. aeruginosa
MG,

FBAN 48 ERE TINRIERC TABR. LIKWER, H1FE
ne R R MR L Tu o, BREN 57 £ 10 AE, BH
Z%k, HERTREENE, TR2EME LMEO46
L, FB%n 58 £3 8 20 H~6 A 11 HABR, BE#k{
ZEK, BR, FIERTFREEHRAL, ABREYEIERL
T, BBF1 58 £8 A1 HEARR LD, RETLH
A b REVIBKTT, WERREYLELE Ui, BRLD
P. aeruginosa (4) % BT T\ fo M FEFI 59 4 3
AEIYEREHNL, BMRHBLSLADLLDEF Y
BE5 Lo AFIEE 14 Bio THERK, BWHEL L, KiE
FRLHRBELAEE 2T

4) BEARLEBEROED

AR LT BT DBRFPDOBKE P. aerugincsa O
BROHBEBR L, BRE 1Y TFAL VAT A
VOSETAE LK TEASHEY ALWT—EE%Y
NAC 3g#th b C ERE#RY Tic»7?, MK-0787/MK-
0791 500 mg/500 mg % 30 }fHA I TR LAY, &5
B DV P. aeruginosa (3. 5x10° {@/ml, #5554 1
BERTCIE 1.2x10° {E/ml, 2 BERECix 8.0x10* {&/ml,
4 BERITIR, 2.0x10% {B/ml, 6 FFfITid 4.0x 104 {&@/
ml, 8RSt 1.0x10° {E/ml TH-7- (Fig.3),

Iv. # -3

ARV BERGELRET DL, RERRCK
T 5 E0RAERD, BBETHREGCORVEEHILE
EXZXTWALENSDIDEELOND, WRBRE
YIEC KT HIER DR L DO LOHBFED 1D
LLT, T TRARIOR, REXMkERE O

RoREY QIETH &2, FRATHA L1y
%o SEIDHN D, MK-0787 i3, #E 30 Himne,
240 77 ¥ TERHTIEET, 0¥ — 71X 60 Hahny
TERBELD Lo, T DR EIR, ABAEK 1
mliC X > THRVGHIRESLDTHD, EBECY .,y
HilgEhic RO KEX - RSO Kb\ g
B SORZOBRRLEVRHLHTRNDT, 190
BECTE R [EXMIBER~DEROBTLEL
MITHIDITUL, HEFRAFALERS 60 Sk, &
X - MREYEBNREKTL TRl L TR 0y
EXAiast e EUX LT, ERIBREYRET 508N
BBLDEELDIhB, ThThk, KELOREN
K& Z A% TAEBRNREKE, Whil e
THOTHZMH, HBOEFBREH SV ILELED
FHRELTAHCES T LKW EEL bR, B
AT, ThoXBELT, [EZMEEREKORMR
EXRETH LN, B%RHHLDEEX LIS,
FRPRATBRET 2 D13, RHEEMERGZ 2 0, I LAREE 1 41, 18
HREEZR 20, BETFRAELLE RESLRELN
CEEL, BEKEILLFITRRRERYDRNMDOLHK
XL THBL OB R B, BRAEYRATE LBLOR
66T, Z05bRELNMIAEME X vELXBL 20T
1%, AROBHEERAA TV OTHE R T LEBL
s, BEMSEB ORI P aeruginosa 1 ), H. influenzae
1 GITCBEN B OR, P.aeruginosa O 1 TRED,
D 1 FITIIAETH -1
EIfFA & LT, MLIBERT, &5 13 A AwEilS
X O ERCHTREVHB LA, REPEEECHT
WLl T 14T GOT o LR (18-271U/ml) &
GPT o LEF (30-501U/ml) i bit-h, HEHR
EFZE Lico SEIDKRBER D LR,MBIX, Blfef0
HEIEBENEVD, WThLBETH- I,
V. & » VYU (2
IR 35 YR IS R 3 B PR DR R & FHIT 5 TTHD
12& LT, ERBICEVTREIIMsELEA
ZOEIIROEFIBEXWE L, RARED - 71H
RS 1 BRE THD = LB bhic Lk, BRER
6 itk 5 Plic BRI ETH D, HiELBBHERLY
52 EMNTES,
X [
1D % 32 AERCEREELHERLRRSE, FiX
yvHEoY AT, MK-0787/MK-0791, L,
1984
2) MABEK FEAX KR ® FOAE S5
B 75 P M B E B i — 2107 /ml D BE—o
BB &EE 16 : 77~89, 1978
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FUNDAMENTAL AND CLINICAL STUDY ON IMIPENEM/CILASTATIN
SODIUM (MK-0787/MK-0791), CARBAPENEM ANTIBIOTICS,
IN THE RESPIRATORY TRACT INFECTION

Taxkesut Kawal, Axkio Onaka, ATtsusHi Ajisawa and Takasur Kamo
The Department of Internal Medicine, Keio University, School of Medicine

Hirosur UcHipa
The Department of Clinical Laboratory, Keio University Hospital

To evaluate the effectiveness of antibiotics imipenem/cilastatin sodium (MK-0787/MK-0791), a
derivative of carbapenem, for respiratory infection, following studies were performed:1. Intra-
broncho-alveolar concentration of drug with experimental animal. 2. Clinical study. 3 Number of
microorganism in the sputum of a case of chronic bronchitis.

MK-0787/MK-0791 was intravenously injected into albino rabbits with which was broncho-alveolar
lavage performed sequentially. MK-0787 was detected from 30 to 240 minutes after injection and
the peak of concentration was observed at 60 minutes.

Clinical studies were tried with each two cases of bacterial pneumonitis, chronic bronchitis, each
one of pulmonary suppuration and bronchiectasis combined with chronic respiratory failure. Good
effectiveness were observed with all but one case of chronic bronchitis, with whom evaluation was
fair.

Number of Pseudomonas aeruginosa in the sputum of a case of chronic bronchitis decreased
from 5x105 to 2x10% per ml in four hours after intravenous injection.

As the side effect, skin eruption was observed in 1 case. Laboratory findings revealed 1 case
with a slight increase in GOT and GPT.



