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PYBHE IR & B2 %3 5 Imipenem/Cilastatin sodium (MK-0787/MK-0791) ok i3t
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Imipenem/Cilastatin sodium (MK-0787/MK-0791) =2 ¥, EER-BERRICA T2 MIC, pf

FURBRIE X T 5B A EBES L1

1) EeE4SBE S. aureus, S.faecalis, E.coli, K.pneumoniae, E.cloacae, S.marcescens, P.
aeruginosa \=xt+% MIC 2+ <h Tk b, CAZ, CMX, aztreonam & HNTH EENHBH\

TERHBE YR LI,

2) FPREBBRPGE 14 4, MAE 3G, RESREHGE 1B, FF 18 FICAAET&HRS L, BRI
Z8 30, ARS G, CLEH2H, EH4H, TH1IGT, 17 fid 11 HITEHH D VIZEHT,

BrRIX 64.7% ThotT

3) 10 FlX hFEHEEI DS, 6 FITHE, 16TED, 3HTRET, HEEK 60% ThH-

1o

4) 18H&E1g/1g Rk EiED 6 FlOBRHR 33.3% LN 1g/lg LEREESR 11 HloF)
Rix 8L8% L3 <hTxY, 1BRFRRIEEECI-> TR leg/lg Rt LEhUEARELE

Hhice

5) fBFIESHFICK LTI 14 Fidh 10 § 71.4% THZTH > %o

6) EIfERITEFCRDbRIh 51,
7) BREERENIFACEDSR,
BEEETH -1,

2 ik GOT, GPT & Al-P %713 LDH ERTI1 Bl

8) AFDOEHREEEN L TUEAZBR L THVAE, SRECERRIERLLY > D THA I,

Imipenem/Cilastatin sodium (MK-0787/MK-0791)
1%, Streptomyces cattleya X - TEE XIS thie-
namycin 2 {E#i% 0% 7= carbapenem F D E&KIEY
BTthsD MK-0787 r, renal dipeptidase iz EiRRY
CIHEEEY AT S MK-0791 # 1:1 CEA LK1Eds
HThnh™,

E, 77 2Bk, 77 st RREOEEC R
LTEWHBE DR R LYEO™ d&z P aeruginosa =%t
L cefsulodin 3% X 0¢ cefoperazone X YW WHIE H%
T3 & & bz gentamicin [t P. aeruginosa XL
THHCHENEZRT Y i 3kt 7 - s RTEHN
B TH o7 S faecalis THLTHIHWHE D % T
LY, BEOMGHE R LT clindamycin X b 34
WHENE R T

¥, B-F 7 8= —CIZHLTHLELDTEETDHS
7%, BRHIE EE o renal dipeptidase THMEI h,
LFLSRPERRIR X 7L, BRHTIE, ceph-

aloridine X W g -2 BHEULXEHT %,

%%z, BiRAY renal dipeptidase JEHICH h HHE
IRV,

CThoRfARSETH ek, MK-0787 ofk+
ERRrHETE, BEUELIBBTE S Lhibhy
o

ShOOKEEHT 5 R Y 4 EABHERERECH
LTAW3BayBloT, BESEKRCHTS MO
LR, BT WTRET %0

I. 8 £ K &%

1. ABREANHED

BEER Bt S. aureus25 ¥, S.faecalis28 %, E. coli2l
¥, K. pneumoniae?22 #, E.cloacael2 ¥, S.marces:
cens24 ¥, P.aeruginosa26 #ico ¥, {LEREFEE
X O BRAREHRESRE MIC) 2RE Lo

AFlt, 0.05M MOPS buffer (Morpholino-propané
sulfonate buffer, pH7.0) ¥\ CTHML, pEREC
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105CFU/ml 588 L1,

WBEL LTy, ceftazidime (CAZ), cefmenoxime
(CMX), aztreonam, ampicillin (ABPC) % f\ 7o,

2. FERavBGEt

B 59 £2 A X b 7 Ao YARIC AL LcAE
SRRPETH LAR RS L, BRDE, MEFI%
2, BIfEA, BRBEEE~NOEET OV TH L,

HEIEFNT, TFRBREAE 14 §, RmiE 3 6, Rig
HPGE LB, B 18 fIT, BERBRL, RBEL, BMmERE,
fFehEkEl s, CRP, Mikfl, ERKEEWR, F&Ev v b ¥ v
MR, RATR, REEOWRLE T D, EWD, F,
22HR, E, FHIHELL, ’

MAEFOHRL, FEHEOERC LD, #HE B,
K, B, THEHEL,

FAFBEROBIERACOVWTHBEL, TR
AR SRR ST AR AK R E B OWTHREL

ek, ARBEC ST 2BARREBEOESELX, BMEK
¥ (¥ 3,500~9,600, 7 3,000~8,900), FIEkEL (5B
450 5~580 5, 4 380 F5~450 75), Mifask (5B 13.8
~17.2g/d], % 11.3~14.5g/dl), ~=+ 2V , + (BB
41~50%, 4r 34~43%), m/E (15~34 F/mm?),
REEHE (6~20mg/d), 7v7F=v (5B 1.0~1.3
mg/dl, % 0.7~1. 1mg/dl), GOT (9~27mU/ml), GPT
(4~27mU/ml), Al-P (79~219mU/ml) T# 3,

BRREMCOVTUL, FERER, ErAgOE:
DWTHAIEELIR h RE Lo

II. % £ & &

L ABREANEN

1) S aureus (Fig.1)

MK-0787 13, 0.05 pg/ml iz v’ — 7% & L, 25 £k+23

Fig.1 Antibacterial activity S.aureus
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Fig.2 Antibacterial activity S. faecalis
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<0.65 0.10 v.3¢% 1.36 6.25_ 25 _ 100
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MIC zg ml) Total

MKO7s] [ T T [ Tu[7]1 172] [3]e2e
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Fig.3 Antibacterial activity E.coli
) 10°cells ml
100

Cumulative percent of isolates
a
S
T

20
R IS T I I SO I 1
=005 : 13071257 50 T >100
Total
MK 0787 11 (1871 1 21
CAZ | |4 ]10]4°]3 21
CMX | 1316 [2° 21
Astrowary 18] 27 1 21

* 1 E.coli ATTC 28922

BRix 0.78 pg/ml DPFIZH i T B, CMX, ABPC 1)
4~5 BT R MIC R LTV %25, 50 pg/ml o
B 2 kB Hhis,

2)  S.faecalis (Fig.2)

MK-0787 13, 0.78 pg/ml iz — 7 %K L, 3.13 pg/
ml ¥ TT 28 Fkep 22 BRI LTV %A%, 25 pg/ml L)
L omttRb 6 R TRO BN, Lal, fid CAZ
CMX, aztreonam (% 3XT 100 yg/ml LI ETah b,
ABPC %, AETXL, HENTIORAEMEHERT
7%, RFNL, ABPC X b 1 EMRET Shs MIC %
IRL T\ B,

3) E.coli (Fig.3)

MK-0787 (2, 0.10 gg/mlizv— 27 %F L, 1#£:6.25
egiml D MIC 2R3 ERA D Dy, 21 £h 20 £
(%, 0.20 pg/ml LITFd MIC %R L7,

CMX, aztreonam (%, 0.05gg/ml, CAZ 2 0.10
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Fig.4 Antibacterial activity K. pneumoniae
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MK 0787] | 13[6]3 i 22
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Fig.5 Antibacterial activity S.marcescens
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<
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£
[

0 S (R T PR IR - S s

<0.05 . ; .56 . 5
0.78 73,13 125 > 100
0.05 0.20 MIC{ug/ml) 50 Total

MK 0787] | 2[3[16]1]2 24
CAZ | 1 1]2[1]2]7]8]1]1 24
CMX T a1 [303]2]1]9 3 24
Atireonam, 1 2 | 2 | 2 5/3]8 2 [ 2

pg/ml iz MIC D —7h%b, ThbDORAEIL1E
b4 % 2M2IERE%E D MIC TH 1o

4) K. pneumoniae (Fig.4)

MK-0787 ¥ 0.10 pg/ml ic v — 7% F L 4 ¥k 0.39
pgfml LFD MIC i/ fil T\ww5, Aztreonam (Z(3
1~2 B4 528 CMX, CAZ i3, 2IFRA%o MIC
s L1co

5) S.marcescens (Fig.5)

MK-0787 (% 0.20~3.13 pg/ml OPFICHAL, €— 2
(%, 0.78 pg/ml T, LWEFEKIN’RAL 2L, —HIchit
R AR EDOND DKL, BIFREZIEZ/R LI,

6) E.cloacae (Fig.6)

MK-0787 (%, 0.10~3,13 pg/ml DRI/ AiT 5 3,
12 #ker 11 #ki% 0.39 pg/ml LI Fd MIC % 7% L 72,
CAZ, CMX, MRS < DAL, —ifT
L, iRk aED b,

aztreonam (I,

_—

Fig.6 Antibacterial activity E. cloacge

("7) 10%¢ellsfm]
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0
<0059 05910 50 3% 751563 155 15 525 ¢y 1000

MIC(ug/ml) Total

MK-0787 z]5]a 1 12

CAZ T[T T i]T T

CMX a2 |11 112 o

Aztreonam 5121 12 1 12

Fig.7 Antibacterial activity P.aeruginosa
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(
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b=y
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.
8
T

20+
7
0 01051 +55 P i T 5 1
<0. .1 0.39 1.5 6.25 2 00

0.05 0.20 0.78  3.13 2 12.5 50 1>100
MIC(ug'ml) Total
MK 0787 716[10]3 2
CAZ 5/7]3]5 42 2%
CMZ 1(1(1 3(7]|4|3[6]2%
Aztreonam| 2|1 3(8[1[4]6 112

7) P.aeruginosa (Fig.7)

MK-0787 %, 0.39~3.13 pg/ml ORECHFL, €~
7% 1.56 pg/ml TR T ShicHENERL, Witk
13 b7\ Aztreonam, CAZ, CMX & §EEV
WAL, 12.5pg/ml L £ 0 #k & CAZ T6#k
CMX T 23 #, aztreonam T 11 #iciB» bhis,

2. FRIRAE (Tablel)

WL SRR 14 B, FROMAE 3 6, FREGREHE 1 B
il 18 Bl AR5 L1,

PR SREYIE DI, BliZe T 0, PRERKER
2, DPB, RilEs, B, RPEIEZHE <12
75 X< likE 1 FOTHE, k<A a7 FAH
ZALRF OB EHEH HERS Lo

515 i, &30 CHERT 19 Ly 85®T, 167
A S D EBER B D B,

HEREZREL, AR 6 B, Mifs4 Gl Migktis 108
Bige 300, SELMEL M, LA, EREIAT
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: dose of MK-0787

*

R2 B MBORE L AP LT\ 50 EREROEREE
FEEDL DHEV,

LE&SE (T MK-0787 £+ LTRRLE) i,
250mg 5 f, 500mg 10 fl, 750mg 1 @, &5‘i2§
L7cb D 26IT, BEHRRE4 A, BE 35 AR,
¥ 12.4 AMITH - 7o BB HEIX 42~49.5g,
11.9g Thoteo 10 GIbsLEREEE LTEA RS
hT\ 3%, K. pneumoniae 3 |, S.faecalis 24, S.ay-
reus, S. marcescens, P. aeruginosa, K. oxytoca £ 14,
S. aureus + H.influenzae DR SHHEH 1 BTH-1,
ZHODEBKRD S B, MIC % BIE Licb OeowTit
Table 2 &z~

BRZRE, 18k~1 275 X<fhREHBL, &
RZDRHE & DBRAF Uctedd, WRIESERRYEIT 13 fik
EZ10I, BL8G, LEH26, EH26T, 9f
THEBULOBBETH Y, FHRIT 69.2% T, Wi
X3 B 2 GIER), 1 IR THERR 66.7%, REmL
FEX1FIDRTH 1B ThH -1,

£Ti, 17 gl 11 fITER, H5V-REYHTHY
Rk 64.7% ToH -7 (Table3d),

MEFHNIL, HER66, B 16, REIHT #
RE 60.0% Thotco NEFNL K. preumoniae, K.
oxytoca, S.marcescens BHHITWIh D IS ¥ 22l
RERRICRE S i £ 1=k BREBITH B (Tabled),

DREREBIEEIRZ R, BB L 10 fih 3 fiTE
%, 3BITHZ, 1 AITRLRER, 3ATEYT, EHA
X, S.faecalis #®RH G 1, K. pneumoniae B 2§
T, RLFHENL S. aureus WHH T H-1t- (Table
5o

MEEANTIL, K. oxytoca, S.marcescens BT,
HIXHEEA Lieh - bbb by, BROTE, B8
TH» o

A&, 18 fith 15 i THREZIh TR Y, wThb
FEERENTITIER) T » T Fe D AFICEE Lo <127

7 X =it % 6l B < 14 Fl 10 6] (71.4%) TED
300, H% (7H) TH-t (Tableb),

3. EIffA, BRIKREMBE~OHE

BIfER & LTI b hieh » T,

AHEEC XD L Bhbhic REBXIATRDL
#26 El% GOT-GPT-Al-P o k&, GOT-GPT-LDH®
L7, FRREEOEK1HTOTHD.

BOBITH SR REMHEL, EBER, H5\IRER
FRBEOLBDICAVDhichEi X5 BREELELD
H, AFNC LD b DOTRIeh -7 (Table7),

KRG8, Ho B E TBEF L2 ENTOREME
T, T ORORIRIC X b x OWES R ERTHY,
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Table 2 MIC of isolated organism against MK-0787 and other antibiotics

Case | Isolated MK-0787 CPZ CMX CAZ LMOX PIPC
No. organisms 108 108 10° 108 10° 108 108 10® 100 F 108 10° 10
9 | K. oxytoca 0.20 | 3.13 0.78 1.56

10 | S. marcescens | 0.39 1.56 1.56 | 6.25 | 0.20 1.56 0.20 [ 0.20 | 0.20 |

0.025 | 0.20 0.10 0.39 | 0.10 I 0.20 | 3.13 | 12.5
1

0.39 | 3.13 6.25

11 | S. aureus 0.013 | 0.025 | 1.56 3.13

1.56 1.56 6.25 | 12.5 6.25 | 12.5 3.13 | >10)

12 | P. aeruginosa | 0.39 1.56 100 >100

>100 | >100 | 12.5 100 >100$ >100 100 >100

15 | K. pneumoniae| 0.20 | 0.78 0.20 | 0.78 | 0.10 0.20 0.10 | 0.39 | 0.10 ' 0.39 | 3.13 25

16 | K. pneumoniae| 0.10 | 0.78 0.20 | 0.78 | 0.10 0.20 0.20 | 0.39 | 0.10 “ 0.20 | 3.13 100

(pg/ml)

Table 3 Clinical response with MK-0787/MK-0791

No. of cases Exceilent Good Fair Poor Unknown ' Efficacy rate
Pneumonia 7 5 1 1 5.7 (71.4%)
Mycoplasma pneumonia 1 1
Secondary infection 2 2 2’2 (100%)
Bronchial asthma 1 1 1/1 (100%)
(Infected)

DPB 1 1 1/1 (100%)
Lung abscess 1 1 0/1
Pyothorax 1 1 0/1
Sepsis 3 2 1 2/3 (66.7%)
Pyelonephritis 1 1 0/1
Total 18 3 8 2 4 1 11117(64.7%)
Table 4 Bacteriological effects of MK-0787/MK-0791
regarding to various isolates
No. of strains Eradicated Decreased Persiste!
S. aurcus 1 1
S. faecalis 2 1 1
K. pnewmoniac 3 2 1
K. oxytoca 1 1
S. marcescens 1 1
P. aeruginosa 1 1
S. aureus + H. influenzae 1 1
Total 10 6 1 3

AREEBRILT LA AR X s BB LI ETE L\
EEXDRBH, BH LI 14 fleonTid, Bk
HERE Licfliz g b ichs % (Table 8),

LIFie MK-0787/MK-0791 2 %35 L= 3 fEflicol»
TrTo

EB 119 &%, B, RAEIEIWA,

PIHIVKSEXME DY, SHE HEAREEE O
B, ICUAS, 7v ¥= V, *7FVOERER XUV MZ

PC,SISO o gt A s fiisbh, HFBRRELHEL Tz,
Lal, RECROMM, F#h, HmBRMEAZSA,
Xy, S aureus, H.influenzae % BE#E Uit
FH 1E 500mg, 1H2EAHEE Lo AFICIE
EH1HE 200ml Ll ks igkittRd 100ml F
B L, CRP $RR#(L, AnRKLEE(LL, =
Bhabhisl st

WK D S.aureus, H.influenzae 3, —B S. epi-
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Table 5 Clinical efficacy of MK-0787/MK-0791 regarding to various isolates

No. of strains Excellent Good Fair Poor Efficacy rate
S. aureus 1 1 0/1
S. raecalis 2 1 1 1/2 ( 50%)
K. preumoniae 3 1 2 1/3 ( 33.3%)
K. oxvtoca 1 1 1/1 (100%)
S. marcescens 1 1 1/1 (100%)
P. aeruginosa 1 1 1/1 (100%)
S. aureus + H. influenzac 1 1 1/1 (100%)
Total 10 3 3 1 3 6/10( 60%)

Table 6 Clinical results of MK-0787/MK-0791 in patients treated with
failure with other antibiotics

Preceding therapy Excellent

Good Fair Poor

PIPC
PIPC+DKB
MZPC+SISO
BRL+LP500

Penicillins

1

CMX
CMZ
CzX
CPZ+AMK
CMX+MINO
CFS+PIPC
CPZ+AMK+MCZ
CFS+PIPC+AMK

Cephalosporins

Aztreonam

Others

Total 3

7

Efficacy rate 10/14

(71.4%)

dermidis w2 Lcps, HicHE L,
SR o MK-0787 1zxi+3% MIC 3,
1z, 0.013ug/ml ¢% b, PIPC 3.13 ug/ml, CPZ 1.56
pg/ml, CMX 1.56 ug/ml, CAZ 6.25ug/ml, LMOX
6.25ug/ml Thoto FABREFC HEIR T W &
MZPC, SISO wxt3+2% MIC X BIE LT\ 7o\ 2%,
COMERERPCECLERRETH D, Lird MZPC
2, TARS0gHELTWRILE22hbbLT, RO
WMEXAbhAZERID, BELLMEKTH L
Hihi, SISO 12, BHE S. aureus WIHE L H 5
EBbhicn, MIC RREIESh TR d ¥ &
FTHrLLY, HERTHSTEELEERXTERWT
Z’Oé 5 o

BRI, EHTHY, BFAREDLR T, KA
LD EBRLbhIBERREBEB~NOEBLADOR LN
o

JEG] 16 70 3%, 5B, BIfE (K. pneumoniae), &tk

S. aureus

FREBRYE B IR

LSRR IR B IR e T AR, HAIRAIC X5
WM¥6A20BXH7HA4H%THA BOREPL
78 10 H, 39°C &#, @kMirhX b K. pneumoniae
#H, MZPC t AMK o fff%f75 b ¥ okl TH
2%, PIPC } DKB #tE%f5 d BAEDLDEH
1[H 750mg 1 H 2EAECEE Lo 39°C HLHo
TR, KFIREH®, KA THRERYRL, BES
BHRIE, @EFHLE, X vk, 7510 BH
%, —EALHIBRE IR, o, AOREIBREL
7= K. pneumoniae \= X B KIFETH T & EL AN
=YY VRLOEGAEHACARNEY L LEATH
bo BERENCIX, ERELHEL T,

fo¥s, B K. pneumoniae o MIC @EACHL
0.10ug/ml ¢, CMX, LMOX, CPZ, CAZ, &% 0.10
~0.204g/ml ©, PIPC o 3.13ug/ml THoko

PIPC i 3.13ug/ml © MIC =59, 1M 4g8%
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Table 8 Laboratory findings after therapy with MK-0787/MK-0791

Case No GOT GPT Al-P BUN Creat. | Period of laboratory findings
"1 (mU/ml) | (mU/ml) | (mU/ml) | (mg/dl) | (mg/dl) (Time after therapy)

1 1.3 4 months

2 18 10 151 12 1.0 3 months

3 74 71 209 18 0.7 9 months

4 15 12 381 23 0.6 1 month

5 N.D.*

6 94 98 471 25 1.0 4.5 months

7 19 13 84 12 1.0 9 months

8 N.D.*

9. 31 20 168 16 1.2 4 months

10 19 12 247 13 0.8 2 weeks

11 N.D.*

12 20 10 287 6 0.8 6 months

13 26 7 228 14 0.8 7 months

14 15 13 226 21 1.0 3 months

15 38 29 128 49 1.0 2 weeks

16 25 15 153 9 0.8 2 months

17 ND.*

18 14 5 126 28 1.6 6 months

» . N.D.=Not done

Table 9 Clinical efficacy classified by daily dose

Daily dose Excellent Good Fair Poor Efficacy rate
0.5g 2 1 1
<lg 0.75¢ 1 2/6 (33.3%)
1—0.5¢ 1
lg 2 5 2
zlg|15—1¢g 1 9/11(81.8%)
1.5g 1

TR, TAMFBREIBELSTH S 5056, MPEIZ
WERLIcbDoD, BREROHBLITTSTHSKD
i, BB L E Sk ELHEE D -0 LEBD
hb,

73, 1H 750mg 1 H 20, 1 A& 1500mg 5 L
e, BrEIfERRRADbhichscbon, GOT 11
mU/ml 756 67mU/ml ~, GPT 26 mU/ml » & 48
mU/ml ~, LDH 183 mU/ml # & 518 mU/ml ~ &
LA L, RMFHCHMm, AREZX YREIH
TEY, ThoOBBLDD LXZELbhie), WEH
K12 ALROHDTOREMETH H, MK-0787/MK-
0791 W X B BIVBERTELVTHS 5,

fes, 1 A#% (8 B 11 A) ik, GOT 485 mU/ml
GPT 425mU/m! LDH 777 mU/ml & Ei B¥EZT
Liet, EEAT® 9 A 21 Ak, GOT 25mU/ml,
GPT 15mU/ml, LDH 263mU/ml » EH¥fECHELT
W%, PE1C 10 HEio BUN 9mg/dl, creatinine 0.8
mg/dl T, BBE~OEFIZLR TV,

B 17 65 %%, B, BmfE (S. faecalis), RATH
f=Ruk=

59 %3 ARiE, MATHBAnRAERO BHCL
D PIER RIS X IR X ) —BE, SFER ATV

7A3H, BMF, mEEECLH S faecais RH
CZX r AMK #t/f, CMX & MINO ot % fi>
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i,k TEET, AF 1E 500mg 1 B 2E&KR5F
EE Lo RFIBE %, ERPRTHL LY, KRBCH
nEELRALR, 8A2H FET- Lo

i S faecalis %, TOBHOERCTEI—E LR
HEhTwiswicd, HEFENPYRIBRLLLOLE
2Th 1, BRECIZEGHEHEL I

SEE o MIC RERERALHETE 15, &K
HoEED1oTH B S faecalis w3+ HHEH %R
$#—n cephem HOXHRIEKRATT L EH S hic Fl
ThhEVAL L Do

AT AR T, BRREE~NOEELZEDDL
hichoto

HI. # ®

Imipenem (MK-0787) (XA v 7D B X b
Streptomyces cattleya X W BOHh83D p-5 7 % &
FHAEWE & LFHTX % thienamycin © N-formimi-
doyl FHMLTH %,

MED B-5 7 2~ — X LTULRETHHH, &
RIZRWWTEE LTEIR R\ T dehydropeptidase-1 &
IOKBRELI WD, & DBERDOBFEMEAEHN & LT
cilastatin sodium (MK-0791) A BA% & h, MK-0787
FLU MK-0791 # 1:1 EA Lics %, MK-0787
ORFENESARECEL, HOBYERCKS TR
N1-BEH (tubular necrosis) d kT2 LAbor-
1o

¥ 1. MK-0787 13, 75 2B, 75 A2 oLEE
OHEBCH LBVWHEIEELTE Y, B P. aerugi-
nosa, S. faecalis, £EHSHECK LTIL, BVHESN
ZHELTWw3,

hbDRRYETHAFE S ERRACH % S
¥BLDT, BRSOV CEAF OHEH 2T
HLEDR, ThOLDBRABKRAKELWTEDL K
KBRS 5 hok FRIE B2, BT Liso

MK-0787 OHfE L, FES v £ OV ADRE T
77 LB, 7T Al ORBEOEMECK LEBV-HE
TMERLTWB, T 75 apEcT 5 HE T
B3RO 7y v 2k Y vHLIZERBETS D,
77 AEHEC T AHEHRE SHARD L7 > v AR
UYHDZRRE BN LDOWTED, XL = 2%
FERDEHTH T S. faecalis 3 LB HE N LT
T, XD P.aeruginosa HFDOHEARZ LT
EORILRAE R TH D, £k, MAHBETHL
T B.fragilis % 808 3D L7 » v 2K Y vH| X
DRINET CHAHBEHER LTV 5,

RAVERDME 7 5 ABHE, $ L0/ T ABHEEE
DOLORIRDNT, & FIOH B HTOWTRE L,
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aztreonam, CAZ, CMX, ABPC »xf@# & LT, MIC
LR Lo

MK-0787 oMIC S #iD & — 7% S. aureus 1%, 0.03
pg/ml LAF, S.faecalis 1% 0.78 pg/ml, E. coli 1%, 0.10
pg/ml, K. pneumoniae i3 0.10 pg/ml LUF, E.cloacae
1% 0.20 pg/ml, S.marcescens ¥ 0,78 pg/ml, P.aerugi-
nosa % 1.56 pg/ml THBE X h @AEN T CHICHEE
MERL TV,

&[E, H.influenzae o5t L TIIREF LT 7o ubh,
o v RO T ADRETIE, LTLY, 3w =
LFIEHARTERD TSR TS Sk z e W23, 90
L ED#» 0.78 pg/ml LITFD MIC TRIxbh, ®
BT EHhIHENERL, A5 v RADERHEAT
HBEVZ Do

ChEDHENOEEEYF T A%, BRATHV
THTco

FRRSRRRAME 14 4, BUMAE 3 4, FREGRGUE 1 61,
3t 18 Gl b Lich, =4 275 X<k o 1 fl%ix
< 17 Ble >\ TERBHRHEDON R E Lico

FERAD R, PREBRYSE 14 OIhER 16, B8
B, LEZh2 6, &%H2F, TEA1HIT, BRMER,
2 IR, 1BIEMT, RERPEL]LAERT 24
T 17 fiFk 11 I CERLL EORE THERIRIL 64.7%
Th-To

BEO Y vHECY AOEFTIXLMET, 529 fif 387
B, 13% DEMRTH Y, BxDEHRIHHTHT
Wb

R B RHEIC D\ T 419 @ik 302 fif 72% oF
ZRTHY, WaxD 13 Gl I 69% OFEPHERIH
PRIV TH S,

AN 13 FR 7 HlZ DTk H, TDO5B5H71Y
THEZTH Y, MOFPFRIBREIEL 6 Gl 4 G HRILL
LT 66.7% DEFHETHY, FBC X > TKRELER
BRI L - T BT TiLic\

Box OBEF LAPREBRERIE ThX, 13 BleF 12 fTfe]
LOOEBREXELTED, 05 HHIMR EES
£x 30, 4625, THALTAD LICHERIFRY
ETHAZLEERT DL, 2HEFT L HORELHL)
Rz, FHDOTSRICBHEEZTRLTVSB &2
X5, bicARiCE£EEH TIL, 419 Gl EBER O
FEGINY 159 A, HEBEZEE DB DEMN 260 FlT, ARy
BII% 4 T4%, 1Y Lic->Tuw b,

FEREICOWTIX1E500meg, 1A2E, 1H&E1
g BEEIIE VD, RAxOREFEMTIE, 1H 1g
BEIEGIL 9 Bl 7 BITERLL L OBEIRBEAZLH bR
T\W5b,
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1H#E 1g LEEREEGZIIGIcIERE 1 X h4d
WX 6 BT, BRESILHIZE TR BT, ZhhF i
3BT, BRI 81.8% 1o LEETIE, 2F0OHR
B THRRIL 33.3% L% - T % (Table9), 1H
ZE5ERD 1g Rilifls LU0 1 g Rii~OFEML, sk
20, ZRRRHLH, RRMEL G, JREJRPYE 1 B
Mg 1 BITH b, S.aureus (FEGI4), S.faecalis (FEF|
18), K. pneumoniae (JEf) 15), K. oxytoca (fEf]9)
PREINRTWB, ThbDED MK-0787 2 xt 3 %
MIC B 2RTREXINTE D, K. pneumoniae, K.
oxytoca L% 0.20 pg/ml THHo1-Z embE1HE 1
g R THLMPRENSELMITHTH-Tc L Bbh
575, RFTRELECTEELSHD, BWELTLE0
—FBETH->thbaanic,

RICHEG) 18 T, S.faecalis 3EBEIIFL LIb D
DEREINED 1o E S LEBEYRARTRBNET
BolckBbhs,

BE v ROy AORETHLHRERESEMT B Lic
LT, BRYIBIL LA I E-TWBI EnbY,
FEECI->TX1IARELT1lg e LERD TS
G LA N I EEX bR,

HE DRI, 2ELHTIE, 77 2BEECLS
RPIETI 81%, 75 28 E T 70%, BAERYLM)
TR 7%, &B56TXT72% DR HRLic-Tkbh, B
HERRIL, 75 2BHETIZ80%, 7o ETIR
59%, BERREFITIZ 74%, £ TIX65% LitsTu
Do

RxOBEETIX, EREOHH L7 10 fFEFP, EK
BT 6 ITHEBU EOBKSRVI RSN TE D, BK
RO XL Ieh > =PI TORRMEEL, S. aureus, S.fae-
calis, K. pneumoniae T -1z BEIKNBD XL feh o
TDRAFIFMENZ TSR T B b L EREE
SEEE, 1ARSEISBRLTV5EBbhs,

HKIT 10 Brh 6 BkTHOLR TR D, WkLish -
toDiX, K. pneumoniae, K.oxytoca t S.marcescens
T, S.faecalis Ti¥, WAL DDORBREIIh T
£\ EBIRANTIX K. preumoniae TIIER), L L, #
ZETIRERTHY, S faecalis HHHITEYTHTL
LEDOBEREBRBHBIT—FK L Ty,

CHIIEDORZMORDBEFET S LT 2 e\ ted &
Bbhb,

RCEARIB G RN 2 DHEFI D 5 Tt
215 GIH D, AFANOLEEIC X Y 10 fITHEL DS
KERHZDLRTE Y, TL4% OHFEHRINED bhic,
FE RS T ADEHIICE T BFIEBFITH L
TiL, 2T 687 DEHENRDLNRTE Y, iz~

NOV. 1985

=) YRIVERRDOICK T2 2HD Bz 83y
EF<ChTwB,

HFEDGIOK 2/3 DEFIT, HKFOHBEN EH,
hicz &, WRCERTS X5 REFATRE0 L L3
BBEREHNEHBETHD V2 L H,

Bx ORFHEATIE, HCEERAZED bR TWRL
B3, HEBITIX 1,385 iR 65 B 4.7% TRILHDE
ERPBDLRTE D, 5B 31 f2.2% Tixfr v
LT3,

RE, RBL o7 VAKX —ER, B, B, T
FIE o 1 LBIER, W, RE L7 MEER
BERDIDOTHY, FEMTITME L R THI S
70\, MRIEROMBUL, BBicalFRL LT
EEVDLETHA I,

BREMBRFL, FWxOKREH Tz GOT-GPT-AlP,
GOT-GPT-LDH L#, HFEERHEEME 1 3 oTa»
bhte, HiFlick\Th GOT-GPT L8, FErs
ENERSOTHY, FENCIEL 3.0%, 2.5% &
%\ 7%, BUN, creatinine X35 g% MK-0787 »
PHRBIC R\ TEEED, CER X Hhix BETHILN
BOONTWS LOBEDHHEBEIhLH, B0bo0
TN X 5 ThHDo, MK-0791 % HFA LAc1-H0BE
EEBFA~OMEIN DTl b X5,

KEE, Wx DR LIEEAI DB, AR OR - BHER
EECOWTHFF LS BRY LEXTHRED, —flbs
N DEREEDOR LRI eh - T,

BVWHENYET X7, FHOBRYENLTTH
SEAZER L THVRIES B IS ERATAR
B2 TH5H5,

AHBXDEEIL, MK-0787/MK-0791 Hi%4& (BiR),
F IOV 32 BIRAMLFERE¥LTERA T HE S (A
W), FIEY v Ho v sl WTRE L,

X [y

1) MK-0787/MK-0791 E

2) % 32 EAKRLEREFLTARITRES FE
o vHUw A T, MK-0787/MK-0791, [ Wi,
1984

3) KAHAN, J. S, et al.: Thienamycin, a new
B-lactam antibiotic. I. discovery, taxonomy,
isolation and physical properties. J. Antibiot.
32:1~12, 1979

4) KAHAN, F. M.; H. KROPP, J. G. SUNDELOF &
J. BIRNBAUM : Thienamycin : development of
imipenem-cilastatin. J. Antimicrob. Chemo-
ther. 12 (suppl. D) : 1~35, 1983

5) KESADO, T.; T. HASHIZUME & Y. ASAHI: Anti-
bacterial activities of a new stabilized thiena-
mycin, N-formimidoyl tihenamycin, in com-
parison with other antibiotics. Antimicrob.
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CLINICAL STUDIES OF IMIPENEM/CILASTATIN SODIUM IN
INFECTIONS IN THE FIELD OF INTERNAL MEDICINE

Axira Ito, SHiceki Moromura, Tamorsu Kaneko

Hisako Suzuki, Hikosur Harano and Takao Oxuso
The First Department of Internal Medicine, Yokohama

City University, School of Medicine

Yoicuiro KamiNnaGa
Department of Microbiology, Central Laboratory,
Yokohama City University, School of Medicine

Antibacterial activity against clinical isolates and usefulness in the treatment of infections in
the field of internal medicine of imipenem/cilastatin sodium (MK-0787/MK-0791) were investigated.

1) The antibacterial activity of MK-0787 against S.aureus, S.faecalis, E.coli, K. pneumoniae,
E.cloacae, S.marcescens and P.aeruginosa was prominent. Its antibacterial activity was similar
or superior to that of CAZ, CMX and Aztreonam.

2) MK-0787/MK-0791 was administered to a total of 18 patients ; 14 with respiratory infections, 3
with sepsis and 1 with a urinary tract infection. Clinical efficacy was evaluated as excellent in 3,
good in 8, fair in 2, poor in 4 and unknown in 1.
or good with efficacy rating of 64.7%.

3) Causative organisms were isolated from 10 patients. Organisms were eliminated in 6, decreased
in 1 and unchanged in 8. Thus, the rate of bacterial eradication was 60%.

4) In 11 patients treated with a dose of 1g/l g or more the efficacy rate was 81. 8% ; this was much
better than in the group that received less than 1g/lg, 6 patients with a rate of 33.3%.

According to the severity, a daily dose of 1g/l g or more appears to be needed.

5) Ten out of 14 patients (71.4%) who had received other drugs and were judged to have had
no response were evaluated as good.

6) No side effects were observed.

7) Abnormal laboratory findings were observed in 3 patients.

In 2 patients, S-GOT, S-GPT and Al-P or S-GOT, S-GPT and LDH were elevated.
patient had eosinophilia.

8 If MK-0787/MK-0791 were used after selecting the patient suitable for its characteristic, it
would be a more useful antibiotic.

Eleven of 17 patients were evaluated as excellent

Another



