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Imipenem/Cilastatin sodium (MK-0787/MK-0791) o ik fty#: )

HFEZH - RE R
AR AERBE IR

Imipenem/Cilastatin sodium (MK-0787/MK-0791) % 11 ﬁj@ﬁ&%&ﬁ'ﬂ:ﬂ%b\, T DB et
Lo REGUIZBAD, METEEYH S SHBEELX HlRkL - EREEE%L HREHREES
16T, Zohol flickE Ll ASLO XM T, S. pyogenes BEELE L bh, 23514
FIOERH 2R TH ko FKE2 kKL 1A LMOX, MINOEZ DRz 1 FlitEZTH -1z,
MR A PF L E.coli e X BHF - BRI D 1 Sl BFRA R R CESYo CEZ ORTRIRIC L hig
KEXDBETE ol 1 FlERMER & L1z Ecoli wk51B0BMEEBAOIMMEL
BB LOEHTH-Tco B CT TRWiZh, FMREOWENS E.coli & B.fragilisi\ylEsh
T HELAROAE ARBEERTEANEE L TESTHoTco S. aureusic X 3 RMEE, Lot
S.aureus t A.anitratus PEH UCHEEERMED 2 FIO 5 L A& EY, BEIEFHTH-
foo AKNC X B YEEPICEIERCHERREMED REIXBD LN -1,

LROBENOHHEE LI S aureus 2 TR B MK-0787 0 MIC i3 0.013~0. 025 pg/ml,
E.coli 4¥Tix 0.05~0.1pg/ml, A anitratus 1¥Ti3 0.2 pg/ml Th e,

Imipenem (MK-0787) i iF&it, KD 75 25
H, BEBORSCRENCBHAVHENILEL, @
B B-lactamase CHEETH BN, EARNTERE
=¥\ T dehydropeptidase-I i & b KRB Ih S
7o cilastatin sodium (MK-0791) &1 : 1 ;&
ENRTZOBRIEBZEEL T\ % carbapenem #|T
Hbo

RELRFAOKYCESE, 77 2BHEERER
CEHBEOL WL RBRERRIES Fl L IFRUEE L BEH
HOBEKERRE IR, RHV0R S aureus ¥ X T8 S
aureus k77 4 EHBEC XS RME2 AESt 11
FIcERL, BRFMETR 70 CHRET 5,

I. NREFERFE

MK-0787/MK-0791 DA, »oMb7ciiEFHa
ISR UCEE, B2\ X EMNE ORRYSE 11 flicER
L7z XRIX 1983 FE8 At 1985 £ 1 A% Ty
HCARBREYZTEEE 11 SITHE 36, X84
FEipi 17 gD 86 MTH 5. EHADHFIBR, 7x
DOCHMETRES & # 5 EiE/AWRIR, RANRYYE 3 A, T
SEO_KREYR 1), HRARIVEBEEELCLL
B, RBEERCADF LAITIBY - BHEEIRE 1 61, SnfES
B 1 Al S UBUEBREL 20, REABROLEER
FEIBE) 1 B, S. aureus 35 X UX S. aureus iz A. anitratus
PNEELUCKOES 1ATH %5,

MK-0787/MK-0791 o 1 [Efix MK-0787 & L T
250 mg 22T, DO 9FIL 500mg ¥4 1H 2

Fvie, Rz 6 HALRE 61 ARICRAY,
II. B K R #&

BB Tablel iR Lizo 43, 70, &4
16T, BiE, HEERMEY NS L LeRRELTR
HEEZ RS, ThERDERC O TR EICHET
60

EH 1~3

RULHERE L - CRFL, EM2:1 AMPC LS5
g, 6HM, M3k MFIPC 1.5g, 3 BMoNER
BE5 I enERETL, E61, 21300  BTESE
TV, SFECERELTLWE - RIEE YTl EALR
WEZEORELRER, BRY, EM2, 3ENENKD
K, Bk RE - T2R, 341 IHUERY v4
gomR, ERREELL,

3 d MK-0787 & LT 500mg % 1 H 2@/,
LABEIEPHENLD, 6~9 HEOERLXVER
LTRBE L, MEERCRAROBABYRICER
Motedt, FEF2 DR ASLO ERIENER S h 480 f§
Btk C, S.pyogenes BRI L#Ex bhic,

EF 4: SE_RER

B U D 7o DB & (A BIRS D B h 2t b o o R
ELARMEREAHRL, OF, BwResr7/ -LH
BLTRAShAB L, BmERY 10800, fF4R 9
% ¢ 38°C Hi# D BMMHBE L Tvwiz, MK-0787 LU
T 500mg oXR#Ax1H2EAE, BREAY HFAL
Too 6 B HRIRE REMIR « FrhERAmE 75, MM
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BLTWwiA, 14 BEMOESITHEIL, HmERE,
FHRABESERILL, 20 B CHREEHRTL, H%
Tholo

EB 5: Mk

W7 A2 — A RBCEALEERY Y, RELED
i h ABR LI, 38°C Bitko RE M EHRL, B,
BABECDY, WBXBRECEAE, e
EEENEE Y S B R T, LMOX, kT MINO %
v BB M XKRE S 3E ¢ ¥, BRmEET
S.faecalis B LD CEFTEE L, LhL,
R ITIe » IR MBS R L EM: T, 2BOEKGEI D
4 S.faecalis ORIMAE &+ 5BHITZ L, BIIRMmIE
n®OBEREEL bR,

MK-0787 £ LT 500mg o KA % 1 H2E MW &
5, ABRLUR 3B LR 4 EH, & 37°C
LT h, 5+ @ CRP it &7 oo Kol X B
BARIERBNC B ES, RO RERIELMEF
b, ERMHBCEY Scm OMMAESRE L ED L
hize MK-0787/MK-0791 XSG 0REY AL T
61 BMEALER, BERLLRERLELOD 34
TETHoIo B, ROUWEL, BRNCIZEYHTH -
o .
EG| 6 FFIRS - el

JEBHm OB BRI FFAE 5X15cm DFFRE * 4
L, Fr—viTBEMCHRL, @»ix E.coli :
B.oralis pifeHixh, LCM A&iEic kb fE3h L CTui-
B, FU— viBARMOBBEC LG 4 CEORML,
Fr—vnboRHdik E coli »RHxh, MK-
0787 L LT 250mg o&Klx 1 B 2EER L, &M
ERCT3HAR Fv— vl % s, oo s reE
&1, 17 BM AW BB e 3, BT H o Too A
DHR, —RRE, HECLEENHD L LOBHT K
V- vEBAC L BB T bhi o DT, AR
LEVDORBELARWEEL bR D, Inds, BH»LH
Bxhi Ecoli wxi+» MK-0787 o MIC i1 0.1
uglml TH oo,

G 7 BEBEBA

WA 51 Fr@BEBALBISh, hEolE
O%ﬁﬁ$maanrmao%@us&weo%%on
DEMRBL, YUEEKX ) CEZ 2g ##iEShicn
BT, BAABL, RE#EFEokH, HEED
RBRREY S LB 7o MK-0787 & LT 250
mg0$z2152@mv,7aBm%%tﬂmLto
AAEREEREN D D, SEARYH MG ER Ui 24
HRERTO WRE I L7 F=v - 2075 22 20.2
ml/min O EMEC, BRB~OEFBHTA L LV T

FTETOREEEZLOR D,

fEG 8: BHBHREL

REO 1 »AMCKEERCTERYZ2, £9BEK
TFx, FREREY ST TRAEELERIh TV %,
SEZARMMmMR, HRESHBELTENS h T AR
L, £33 R, MK, »7—7 A REROTHSH»
5 MK-0787 o MIC 0.1 ug/ml o E.coli pi#x
hic, #1A 2g, 3HM, 42, 3HM»D CTM &
TxTi e @ Lot MK-0787 LT 500
mg OFHE 1A 2EA WL oA RMER YD, 8
HERTELTMAM LI, FABEREL CHKEELYR
», BPRBEBNORABITLTROCHEEHNEBEL
ktdboEEL bR,

EB 9 AERERE

EERYEFE LTEERABCARLEATA,S
#H 39°C oF#Mp L, 1H 2g o CMX % 3 HM
ERT 5 L BEe Y, BAShTARKL &, MK-0787
LT 500mg o&AF%1H2EMA, 4 BB M
L, AEHREXHSAEHL 6 HERIELRHXL,
CRP % 5+ 67 HEIRIE 2+ &b, HHTH-
Too RAUX AR O I X BRIGE THMBREL, NED
BaKxRD, EEBORAFAARL & SE T XFRE
YRS THHE CT #gx ot n, B, R
BERL, AEABCHBE T BT AEERES
REBGEERRDL R, RAFRLAREL2LEFET, %
RERBEIBER TR, REXEKREIHEEL, A
TR, MAT2EED T, REYR, HEREYITR o
FEMBTBORIEBIT» 5 E. coli & B. fragilis 3\
H s hteps, MK-0787 @ MIC BRITE X hich 70
FEGI 10 ¢ BeumfE, s PR EE R B
3XAFIPLEROLDELEIDOEFY L TW
2, EREEREFL L LI 41°C R L, MR+
HABELTo ABBFREOMI 1M 14 mm, /g
4.3 5, FDP 1z 10<<40 ug/ml, ATm 155<25
DERT DIC AfREL bhi, MK, REEERC
aztreonam lg, 1 H3E&EMx S ve — L LML,
Reanbal xhic 105/ml © E.coli ik 4 H#%O R
TEMNE LTV, T3l DIC RELHKELEL, -
fro & T AMNIMEEEH S MK-0787 o MIC »: 0.013
ug/ml @ S.aureus H R & h - D T, aztreonam
26 HHEEA L, BRI ER THhIE L MK-0787 i
LT 500mg oA H% 1 H2EF>60M LI, KAMEH
wmAEEERD, 7TAKCFEHRE ch, DIC L~
CHEL, BRHEELL, R0 Xhi Ecoli o
MK-0787 o MIC iz 0.05 ug/ml T, A& 5
AFEACTOh LS LREBYERLTHELLLD
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Tablel Clinical results of MK-0787, MK-0791
Clinical diagnosis ) MIC of Administration of MK-0787/MK-0791
Case|, , Sex Causative _
. |Name . MK-0787 | Daily dose | Duration | Total dose |Response
No. Age Underlving disease organisms s | )
nderlying dise (10°cells/ml)| (mgx times) | (days) (g)
. M . . -
1| KIL 54 Acute epiglottitis 500X 2 9 8.5 Excellent
F |Bilateral tonsillitis S. pyogenes _
K 00X 2 .
2 IMO| 17| et peritonsilitis (ASLOX480) ? 7 7.0 |Good
F -
3 |KH 28 Bilateral peritonsillar abscess 500X 2 6 5.5 . |Good
4| TK M |Secondary infection of 500% 2 2 2.0 |Good
“| 74 |pulmonary emphysema
M |Pneumonia
. 500X 2 61 K
5 | 3K 75 | Chronic alcoholism ? 61.0 |Good
F | Abscess of liver and abdominal wall
R . coli 0.1 250X 2 17 . ¢
6 |TM 68 |Cancer of gallbladder E. coli 8.5 : Poor
F. )
7 | HS. 57 Chronic pyelonephritis 250X 2 12 5.75 |Good
F Chronic pyelonephritis E. coli(Urine) 0.1
8 IM.M 75 Septicemia E. coli(Blood) 0.1 500X 2 14 14.0 . |Excellent
Right hydronephrosis
. E. coli )
9 |UY. F Right perinephric abscess coct .. 500X 2 9 8.5 |Good
55 B. fragilis
F |Septicemia )
10 | AE. S. aureus 0.013 500X 2 20 19.5 |Excellent
86 |DIC
F |Septicemia A. anitratus] 0.
T. ‘ X . Good
K 68 | Diabetes mellitus <S aureus 0.025 3002 18 7.5 ¢
Table 2 MICs of causative organisms isolated from the patients treated by MK-0787/MK-0791
Causative Initial of Inoculum : MIC (ug/ml) )
organisms patients size(cells/ml) | MK-0787 CPZ CMX CAZ LMOX .| PIPC GM
S werons AE 10° 0.013 15 | 0.78 6.25 1.5 | 0.1
e = 10¢ 0.013 313 | 1.56 6.25 | 50 0.39
S, atirens KT 108 0.025 1.56 1.56 6.25 0.78 0.1
aurens o 10° 0.025 313 | 3.3 6.25 1.5 | 3.13
E ol ™ 10° 0.1 0.2 0.05 0.2 3.13 0.78
= ot - 10° 0.39 0.78 | 0.39 25 25 6.25
- . K 10° 0.1 0.2 0.1 0.1 0.1 1.56
£ colt MM.(Urine) 10° 0.2 0.3 | 0.1 0.2 0.2 3.13
108 0.1 0.1 0.1 0.1 0.1’ 1.56
<. coli M.M.(
E- cot MM.(Blood) 108 0.2 0.2 0.1 0.2 0.39 3.13
£ coli AE 106 0.05 0.05°| 0.025 0.05 0.39 0.39
ot - 108 0.2 0.1 0.05 0.05 0.78 { 0.78
L amitratus KT 106 0.2 50 25 25 25 0.2
o amlranes o 104 0.2 100 50 50 %5 | 0%




rBbhio

CLRIRR: ¥t

FRBEIKIE D 1 LRBE RS BT 70 BREIARL
<RE, 2BEMECERM, BAROLHEEYER, &
MmO EERERXRDTHBMAR L ko ABRRYRE
39.2°C OE#EH L, mEHEEY Ty MK-0787 o
MIC 0.2 ug/ml o A.anitratus & MIC 0.25 ug/ml
0 S aureus B Ih, BELFEHELIOT A4
HE»H MK-0787 L LT 500mg o&# % 1H2[H
B Lo BE D EERETHTH -0, RAEM
CIWFELTAHENGFRHE 5T

CIII. MEaRRET (Table 2)

MK-0787/MK-0791 T Lic IEGID O SRS i
75 A B, BHEIRTS MK-0787 o MIC izo\v
TREREEOIER OBB O TR~ 7eh?, FAFFc MI
C R PIE LI HLEF & B Lic I 2L THk~
bo ARIFERIICHBEI NI AHEIT S. aureus 2 £k,
E.coli 4%k (1 BRIZAFMEAINTIL Aztreonam (2 X
hi4%k), A. anitratus 1 RO T TH 5,

S. aureus 2 BRiw kb4 5 MK-0787 o MIC (3 0.013
& 0.025 ug/ml (10° g4ERF, ITRL) THh-72 @
Bz MIC % JIE L7 OH AR TiX GM £5 0.1 pg/ml
TRIERERIE N %R Lizigh PIPC, # 3#A ce-
phem IR EHR10E, W LENRL EDEBETH - 12,
MHBEHELTEL, #21# cephem < macrolide
DEEFRT LS, AFNL FLED HBE L7 S. aureus
KIREVABE N E R L,

E.coli 4#izx+2% MK-0787 o MIC (% 0.05~0. 1
pg/ml T, # 34 cephem *(3IFFAZ, PIPC % GM
IVEPATH -t

A. anitratus xt+% MK-0787 o MIC 1 0.2
rg/ml T, GM L A% TH-7n’, & 31 cephem &
PIPC 3. 25 pg/ml L - CEEIRZIR % A% L1872\ » MIC
THo1o

RELSDHE LI ST, 7HR w3 T 5 MK-0787 0
MIC (24T 0.2 pg/ml LT/ 5 aMtk, IethEdicxt
LTHEVWHEERY 2oi, = h b 3@ LTz
GM miAFIck ¢fEL MIC fE% R Liz,

IV. EBlfER, BERREMES

BRI BIPERE 1 % BB s » oo

AR fE IR DERFRMZ % Table 3 1I0R Lic, fiE
0I5 xAFEATIA S GOT, GPT, A-P FH2% b,
ERBCET, 55 IFRETHB, 742 — LB
RREBLDTHB, FEH 8 X ABLRNCIBAE THEHEAE
BEviEmshTs b, AMEMFN S GOT, GPT +
RhnY, ERkC 2 BREREC 12, KAlLR
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BB L& Ui, FERTEERM L o BB L

B, KERTHEOBEIIT - TWigle G 10 114

FlERARZ GOT, GPT, BUN EB»4b, EAKC

BUN 2#k, fuE#ILL7ch’, DICIZ X AZ{LTH

Bo LD 8 BITIFERBLICEFEELE LcL Didicly
V. % =

MK-0787 % carbapenem A& L T#)s TERILX
it B-lactam H|T, MPED F-lactamase xf L TE
ET, 77 sBE, BEOKTEEOWBICRENICH
MEERZYRTY. 75 ABHERE TIL S. pyogenes (%
0.025 pg/ml, S.pneumoniae (% 0,05 pug/ml TLF%F
FEPAL- L, S.aureus, S.faecalis ®» MICq 12 FHFH
0.39, kXt 1.56 pg/ml LAFT, P.aeruginosa, A.
calcoaceticus © MICyo 1T FNFH 6.25, L 1.56
pg/ml LIF, B.fragilis @ MICy i1 0.78 pg/ml LT
TH 3L cephem TH L TIFFITHL, o r 5 A
fetERE T35 MIC 573X cephem &RZED
L DB,

FLE LA MK-0787/MK-0791 % B\ 7fEGI 1 25 5
DETIE - FRBEPAEDH, FEGI1~ 3 O - HRIEF
B DLIBM RIEDR KB & LT S. pyogenes X HETE L,
TE, fEFI2 TIXMFFEMIZEIC X YRR Ih T, D
4 Tix H.influenzae F&G% 5t\~, fEFIS5 TRE MK
BEREEDOHY LE X 1oh' S, faecalis EYE & % 2 THH
HREIRLIcOR bl Lic 7 5 a5, BEEOTRH T
THRCHEFRAZ &G LT, HIEARZ b
K% b DH5E 3 cephem 72 HIEEH1~3, 51
EIR LT TH D, SEFI69:5 918 E.coli DB
Er B M HEE L TARIAYERL, Frv—vaikd T
Fo b OB A TE I et L BN B v i h
ZhTH 710

FEGY 10, 11 \XAFHERRNC S. aureus H I EILEHE T
SE XM TWTERFIRFEIR LIch, AFIOMEN»&RD
BT\ % A anitratus * OBERERPEOIEH 11 134K
FIBITAESTER Lico ER 10 X AR ORI EY
b E.coli, MGEEEND S. aureus p I I-BEH
YT, BEEIHBE LT WFIIICHE AR 2 ¢
MK D Oy aztreonam 2EIRX W THEERIEE
FRAKC | & M, ExERLICD, TH»OEE
FRAVTUWRIE —BEVEABTER LB,
EMiE DA S E.coli & B.fragilis %8l U-fEH 9
O AR IEEORENMUFERE DL TR LB
WO TEMFEC X D EROG ET 2T » 7228, &K
F (A ch D figzh & FRRTAT R O h I L R
LAFOHE NS TER T el L Bbhi, &
HECERERY AT OBRBCRETARPIETIE S 5
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Table 3 Laboratory findings before and after treatment with MK-0787, MK-0791
Case N RBC(x10%) Hb WBC Eosino.(%) GOT GPT Al-P(KAU) BUN S-Cr
. ame
No. B|aA|B|A|B|A|B|A|B|A|B|A|B|A|B|A|B]|a

1 K.I | 419 | 407 | 14.8|14.4]10.700| 3,100 | O 0

23 |27 | 12 117 | 5.0f 44| 16| 14 [ 1.1 (1)

2 | M.O. | 510 | 451 [15.2]13.9(12.800|4.700 | O 1

10 | 17 6 5| 7.3 6.0] 10 8 (1.1]11

K.H. | 403 | 457 |11.0|12.6 |14,400| 4,800 | 1 3

- w

TXK. | 427 | 418 |12.7|12.3|10.800| 7,500 | 1 1

29 |15 | 12| 14| 66] 61 7] 111010
2 | 49 | 16 | 3.3 4.9 13| 12 {1.3]11

JK. | 308 | 332 {10.3]10.9 7.700| 4,300 | 2 11

W

78 | 37 | 42 | 18 |19.6(19.5( 19| 21 | 1.3|12

6 | T.M. | 283|338 | 9.1|11.0 7,100 8,100

12 | 12 3 217170 12 8 |1.0]11

~1

14 | 15 6 5| 56| 5.2 30| 20 {2017

0
H.S. | 400 | 363 {12.3|10.8{12.300| 4.000{ O 4
8 | M.M. | 337 | 319 [12.0}11.4| 6.200{ 4,300 O

69 |142 | 77 |105 | 6.7| 8.5 15 8 10910

9 U.Y. | 389 | 423 [11.7 [ 12.4] 9,000{ 9.200 | 1 0

45 | 24 | 32 | 10 | 89| 7.9 81 13 [1.0]1.1

10 AE. | 39 | 428 {10.5|12.7| 7,100{5,700 | © 2

9% | 24 |105 5| 1.2) 22,108 | 25 |25]|1.6

11 K.T. | 330 | 328 | 8.3| 8.3 8.400{5.000| 1 3

20 | 14 | 31 12 |12.3| 8.4| 10| 16 |1.0|13

B ! Before A ! After

LI LB, 55 \WINF AR LG X D
BERER S DI  fevas, MK-0787/MK-0791 32
DI IKBBTHE 1 BRINLNEERNEELOND,
MK-0787 1384325 T cephaloridine X h 55\ 1%
EMAERL, FAERTERHITH VT dehydropepti-
dase-1 WX W AKBRBLIN D IodITZ OFFER DR
BOBRER & LT MK-0791 » 1: 1 1cfa¥h, v hbo
RAPEIR R 70% BETHHY, Fi, MK-0791 o
BtRIC X b MK-0787 DB #H M L BRI h b, cephalo-
ridine OB#MH e P CRIEEL 201 A 4g LA
EExACMEREE 160 pg/ml X FBAETY, 7
L ERARTCEARERPCLHICAOh D FHk L
BRETHD, BROMRLNLD BEBCHT S MIC
HVRER B W BE DITAE DT L\ cephem Fix, ML
EENFHMERIZE LS > T D —TDHE 1 A ce-
phem Fj—E D penicillin FlHFEHATHDLHE L LS
CEBTRHWALEDRNT LIIMRT, AHOBAIZ

bHEAKTHD, BLELIILFE MK-0787 L LT 500
mg, »5\I% 250mg, 1 H2EMAT, BiE 550
CRHEYR YR RR Y I R e B R b T, B, R 6l
&S EMMER G B tent, FE X ZEIFRS
O RBRREERIIED T, BB THE
kD cephem #| & [@% L Bbhic,

X [

1) =8 #:HEN. 8§ 32 BB R (EREFLE
AALZBIAL, HEo v Ry T, MK-0787
MK-0791, i, 1984

2) EWH Fr: RIL - 4AE - OB - Bk, 565 32 @A
AEEREFLEARLRBE, FERVAEIY
AT, MK-0787/MK-0791, pqil, 1984

3) FOORD, R. D.: Cephaloridine and the kidney.
Progress in Antimicrobial and Anticancer
Chemotherapy, Proceedings sixth Internatio-
nal congress on Chemotherapy Tokyo pp. 597,
1967
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CLINICAL STUDY ON IMIPENEM/CILASTATIN SODIUM

Fusanosuke Yamasaku and Yasutossr Suzuki

Department of Internal Medicine, Suibarago Hospital

Imipenem/Cilastatin sodium (MK-0787/MK-0791) was administered to 11 patients with various infec-
tious diseases. In each case of acute epiglottitis, bilateral tonsillitis with left peritonsillitis and
bilateral peritonsillar abscess one excellent and two good effects were observed. In one case of
secondary infection of pulmonary emphysema and one case of pneumonia not responded by LMOX
and MINO, good clinical effects were observed. No response was observed in one case of abscess
of liver and abdominal wall caused by E.coli associated with cancer of gallbladder. In two cases
of acute exacerbation of chronic pyelonephritis, good in one which did not isolate causative organisms
because of pretreatment of CEZ, and excellent in the other one which isolated E. coli.

In one case of right perinephric abscess associated with appendicitis diagnosed by abdominal CT,
clinical symptoms and signs were improved and good effect was obtained. In two cases of septicemia
of S.aureus and S.aureus mixed by A.anitratus excellent and good effects were observed. No side
effect nor abnormality of laboratory findings was observed in any cases.

MICs of MK-0787 against two strains of S.aureus isolated from these patients were 0.013~0. 025
pg/ml, 0.05~0.1 p#g/ml against 4 strains of E.coli and 0.2 pg/ml against one strain of A.anitratus.



