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R ABERIC B> % Imipenem/Cilastatin sodium
(MK-0787/MK-0791) B84+ %5z

FPHEIE FREAR - RDEMNZF FHREZ-HFHXC
e B KRS HER AR

B4R ABHEBIC 3517 5 imipenem/cilastatin sodium (MK-0787/MK-0791) 0 Bt ¥ B ¥ %
foab, A%] 500mg/500 mg 30 43 AFEEIER O AEBERBERNE S X OBRNHEREORF 21T

-1

@ BAMEFEE : MK-0787 » MK-0791 xM#fts JOFE, i, MEOZMEKTIEIE
A UELR Lico MEEREED C— 7 X AWK TRT 48pg/ml Thots, Fio, BIEAHKTE
CER LT EEER LOFEESHE CH 10/, JIE, IETIH 13 g/ DRERRL
L% 5~6 BRI CHERRLUT Eitotco ¥, BRIEERETE TIL 2~3 B TH 8 pg/ml DR

ExRL, 12 B THERFUT LE>T0

® BELH: TEABESBX1A, ERTENRRE2H, BREGKL L0, HROBHREGR

% (9 v ABERRY) 14, MARE GO 6PN D, EX LA, BRh20l, EH26l, fbH
BRAOLDTELATH >0 EH2 010> b 1 I FERRMEOFREGKL (V v TR
%) THY, 1FRSHEEREHEOMARRTHY, WThi MCR T TERLI,

Imipenem (MK-0787) 3 kE A L7 L Y, Stre-
ptomyces cattleya % B 5 his 3 o p-lactam EX
EWEL LHT~% thienamycin o N-formimidoyl
B#Hgk (Figl) ©hh, KOXS5k5 0&KEEFT
3, 077 A5, 77 2Bl RTBEOBECKL
BoPBEHETRT. @%M B-lactamase TRETH D
BEESELYET 5. QBVWREFAYTT. OFREE
+H® renal dipeptidase THAEIX R % i»RFEUR
KBV, OFMERTEH V- FERETTo

Cilastatin sodium (MK-0791) (Fig.2) @R UK ~#
MIBCE S THEEIh, KDX53o0HYET
%o OMEEE L\ 6 @ Renal dipeptidase #* @R
By, T e L MK-0787 o 5@ % il x 5. ®@MK-
0787 D BEH X ET 5o ¥k, MK-0791 5%, E#
HTH %,

Bf MK-0787 % X vt MK-0791 % 500mg/500mg
1:1) T4 L MK-0787/MK-0791 »i8Al{LI h
o Z OEAF IR, MK-0787 oW HIE % BF
Loo B @ailz bhsfew, BORFERKELH,
POBBUENBRT LW IMAEDIVLDOTH B,

bhbhiz, AT LEAROBALBZABT S LT
BERMIC D\ T Bt % 4T » T 2398, 4F MK-0787/
MK-0791 o Tzt T 5L BroT, KA 500
mg/500mg o 30 4 & EER O & ENRE D RITE,
FICBEREEEEEBTREOWELT -0 T

Fig.1 Chemical structure of MK-0787
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Fig.2 Chemical structure of MK-0791
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B 6 AOBKRFCEFZERLREE LV CRET
ZJo
1. H#MRT (BEEE, KERBTRE

D HERSE

BT E LMt BT L9 flic oW TFER XU
B2z x5 MK-0787/MK-0791 DMEBBTERES X
VIRAFE LA T Lic 4 oW TERIEER H
BRETREY THZHRIE Lico HERI 201 L b B
BB, FFHMECREM R ERD L D& EAL,

2) ®EHE

MK-0787/MK-0791, 500 mg/500 mg % 4 FA& # 7%
100ml wEMEL, BHABEARY7 (BAXE
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Table 1 Assay method of MK-0787 and MK-0791
Bioassay
Type Disc-plate method
Test organism B. subtilis ATCC 12432
Inoculum size 1.5%10° cfu/ml
MK-0787 Medium Brain heart infusion agar
Diluent 0.05M Morpholino-propane sulfonate buffer (pH 7.0)
Range of standard solution 4~0.125 pg/ml
Incubation Overnight, at 37°C
HPLC (post-column derivatization, fluoescence detection)
Equipment WISP 710B (Automatic sample processor) (Waters Associates Inc.)
System controller M720 (Waters Associates Inc.)
Data module M730 (Waters Associates Inc.)
HPLC pump 6000A and M-45 (Waters Associates Inc.)
Hitachi fluorescence spectrophotometer 650-10LC
Columns a. Guard : MPLC RP-18 SPHERI-10, 18-GU (Brownlee Labs.)
b. Analytical : ERC-ODS-1162 (4.6X100 mm, Erma Optical Works,LTD.)
MK-0791 c. Derivatizing : 4.6X250 mm stainless steel column packed with
glass beads. (40 #m, Whatman* 4338-015)
Mobile phase H:0/Phosphoric acid (85%)/Isopropyl alcohol
(91.8/0.2/8.0 v/v%)
Derivatizing reagent Dissolve 1g of o-phthalaldehyde in 10 ml of ethanol followed by
addition of 0.5 ml of 2-mercaptoethanol. Mix with 1000 ml of
KOH/Borate buffer (Boric acid 6.0 g+1M KOH 160 ml — to
1000 ml with H20) and 3 ml of 10% Brij 35.
Flow rate 2.0 ml/min (Mobile phase) and 1.5 ml/min (Derivatizing reagent)
‘Wavelength Excitation/335 nm (slit 10 nm), Emission/455 nm (slit 10 nm)

TFV-1000) %/ LIEEK 30 HTHELRTTH IS
iz LT,

3) MRS ICBREREE

BB TREC O T, SrEEA%, JPEIpET
3, JIRBIIRE XU FEBRIMEE /R LICEAY
->C, PRFEERS ICFEERDHRE T, AAUTFE
BIRE R LIRS b - T, ThEhOHEBBTEE
DORERRE & Uiz, MHBEARX b, EbLITIRE, pE
FERLT, FEESHBO4NFTIAOEEEBLh3E
M# lg L, £EAERTHRE L, »— ¥ TEL
RE, F#EBOERYFMIHEL, 480 1M
Morpholino-ethane sulfonate buffer(pH 6. 0)/Ethylene-
glycol (1:1v/v)] (MES/EG) %fnx-rEv%— b L,
FODBER, LiEvEBIE —80°C T THERE Lico
—HFEDIRSEKRC, FED - IR0 X O F#IRm
S Y) v L, EOSELIEY E b ZE80
MES/EG %% T —80°C TR L1,
ERFEEBERBTEREC >\ Tk, BEREEZS
B, REMCY Ty, 2T —FA®(Z—H A L)I6F
EEN L ) BREEETIBA L, HE®R S, SiEEG
# 0.5,1,2,3,4,5,6,8,10,12 R0 L TH 7
=7 XD ERIEERBEN 2ml HEHIL, EOHOH

%, EBL%ED MES/EG inx T —80°C & THf
FRLUIC ¥CRBCHBIIRE b~y viigmL, f
WEoML, 8D MES/EG ¥inx —80°C THMER
FLT,

FHAMS LB RIFERBEROR E 8 €1 Table 1
WRTHECTEE 2 v 7 #H (B FERC T >

4 JIEER

FHEB B L O EFREBREE B 17 & EONEER
Table 2 ¥ X0 Table 3 /R L7,

(1) #ELRTROEPERE

9 GIOMBBTBENT R T - IcEAIC x5 MK-
0787, MK-0791 O hFhDOFihE: 47.56 pg/ml,
50.27 pgiml THhotoo ¥, 4FIOBFRFEEREEY
FREWNEZT - LEFIOFHMEE, Thih43 48
[ml, 49,45 pg/ml TH -1,

(2) FEBIR FEGIR FEOHIRERRHBIRD
bR

RS 3EDEIFENT LR, BEALRALLIIR
% & HESRIOREE & b e MK-0787, MK-0791 &
b, BEABOEETEECHE LT\ o ThHOfE
% Fig.3 TR L7,

(3) FEES FEERGEPRE
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Fig.3 Plasma concentrations of MK-0787/MK-0791
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Fig.4 Concentrations of MK-0787/MK-0791 in
genital organs -1-
ug/g
. MK-0787 MK-0791
. Myometrium ° .
Portio vaginalis a -
§ .
- o
s 10 °
- a
&
Q
g a
&)
T
g @
a a
0 o m 8 Il I} am
0 4 6 hr
Time
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BEIMETL, 6B5R 49 A TRBRERALUT TH - 1o
hbofE% Fig 4 TR Lo

(4) X, VEPRE

JRE, PELIBIEAUEY LD, 28 T 18~14
18lg THoteo LMBITHEREIOEBE & b ISR K
YL, 6B 24 HTRIBREBALUT TH-70 2hb
DfE% Fig.5 iR Lo
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Fig.6 MEK-0787/MK-0791 concentrations in plasma
and exudate of pelvic dead space
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Fig.7 Clinical course of adnexitis (Case 1, N.T. 19y.0.)

Date 13/ 14 | 15 | 16 | 17 | 18 | 19 | 20 | 21 | 22 | 23 | 24 | 25 | 26 | 27
Days 1 2 3 4 5 6 7 8 9 | 10 {11 [ 12 | 13 | 14
() MK-0787/MK-0791(500mg/500mg) X 3/d(30min.d.i.)
WBC 39 10600 7000 5300
CRP 5+ 3+ -

38

R,

A

VIR A

Lower abdominal pain| # | -

Tenderness of + + + _
adnexa uteri
Bacteriological Uterine content: Uterine content :
examination No growth Alwoffii
GOT(IU/L) 9 13 77
GPT(IU/L) 3 9 98
BUN(mg/dl) 8.6 8.3 10.1
S-Cr(mg/dl) 0.72 0.69 0.69

0791, 500 mg/500 mg *A4FE AW 100 ml 252 L,
1 B 2@ ik 38, 30 Hh T REHE Lic, #54#
iz 7~15 H, #£H5 812 MK-0787 & LT 8.5~17.5
g Tho71o

2) BRHRHIELEE

BRZRHEIES, B, EPHOIRETT, £
DEEIRD X 51T LT,

EZ5% TEEAMEERS I BUACELLHKEL, B
BIZE 1B 8E.

Bz TEBMEERS 3 BLUAKHEED @& 5 % 7=
L, XDHRERCE-HE.

@ FEAMEERN3AEBLCLEHE LIS

o

¥k, FM1, VLSO BN EELHALCBE
13, ZHTH-THILTERE L1,

3) ERIRRUE

EH 1 N.T. 19 %, FEMBRK (Fig. 7D,

B AfE BRSS9 E£2H6BXY7 BH, BREREC
METXEZEl, 3A8HK, 40C 0oR#, T
&, THRIZXRL, BRIV ROUBHMYZAD, 3A
12 BEESRZ, TEMNRBAS LUFEIMERD L
CTUB~NBANZTHh, 38 13 HRYBRZ L, WTE
=T, SISO 50mg #5#E, ABPC 250 mgx4/BPHRD
BEY ST,

RIFRERICEYE, A2 CTFES L UEFREHERC
HMEOERY B, TEMNRBAL 2H, MK-0787/
MEK-0791 500 mg/500mg 30 S &XE8RMZE 183
Eoiks ¥ B Lo #5BtaR, WBC 10600/mm?,
CRP 5+Th oo BHIDP#MEALD, 4HF WBC

7000/mm?, CRP 3+, TH#fHE, FEMNBREOEMD
SHHRIHKEINS A 24 BRBEEYKT L, 34
26 B WBC 5300/mm®, CRP— kg7,

HMEFIRECT, FERNE»O ARV TAER
RHY, FLREHK%KE6EE (34 19 B) ki,
A. lwoffii ##H LT,

MK-0787/MK-0791 #E#& Thw GOT 77, GPT
98 LEFKMEYRDLN, 1hABRCIEEECE LT
Wit

MBEFEMZHR T, BRYREIFEYHELHE LR,

fEfl 2 F.Y. 58 X, #MAIRKS (SHEsE, LRsE

wgfi%) (Fig. 8),

FEfn 59 4£3 A1 B, ARBC TRANERHRTE K
Tl BETBic CTM 2gX2/HOHEEMEKE
DT T, M%8HEE (3A9H) ik 39.5C o
R LI VCAARETORMER, Rk, ROVEE
T fo D CTYIBABER Lich, MBMEANADOLTIA
11 B X b, MK-0787/MK-0791 500 mg/500 mg 30 %
AEsMzy, 1 A3MEZEELMMBLI.

BEBBES BER toTh, RO RBF, EER
2, HREAC S 12 b, BMERRRDLAT,
38 16 HX b MCR 120mg #7a, 12 Mz & 1H
2@y gL, MK-0787/MK-0791 % 12 RffiZ L1
B2EWCEE L, MEPHEiny, SMLBALEL
», 38 25 BRCTHAOREERT Lo

MEEMRRR T, BT (34 10 B) S5
BB HRILI-f8 X b, P.aeruginosa, P.vulgaris,
E.coli, M. morganii % XU E.faecalis % #H,
MCR #tf# (3 A 15 B) RRLAEMSUH XD,
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Fig.8 Clinical course of wound infection after radical operation for vulvar cancer
(Case 2, F. Y. 58y.0.)
Date 1070 11 12 13 14 15 16 17 18 19 20 | 21 | 22 23 24 25
Days 1 2 3 4 5 6 7 8 9 10 11 12 | 13 14 15
MK-0787 MK-0791(500mg/500mg ) MK-0787/MK-0791(500mg/500mg) X2/d(30min.c.i.) ]
(c’ %3/d(30min.d.i. ) 120mgx2/d (i.m.) ]
WBC 12600° 13900*
CRP 39|04+ 2+
38
ANAM AR A A
3 Wi 7 TN W N
Discharge - (pus) +(Serous) —
Redness & # | + — I
Swelling 1. Pacruginosa 1. P.acruginosa i
Bacteri_ological ézc‘:l[:"'” 2.P.coepacia 1
examination 4. M.morganii
5. Efaccalis
GOT(IU L) 10° 14 9**
GPT(IU L) 8 9 6"
BUN(mg/dl) 9.4° 5.5 5.6"*
S-Cr'mg’dl) 0.9" 0.8
19 ttI30/1
Fig.9 Clinical course of parametritis with underlying disease of cervical cancer
(Case 3, F.T. 62y.0.)
Date 23/11f 24 25 | 26 | 27 28 | 29 30 | 31 |1'V| 2 3 4 5 6 7
Days 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
MK-0787 'MK-0791(500mg/500mg) X2/d(30min.d.i.)
()91 MCR  120mgx2/d  (i.m.) (9 V)
WBC 14600 1610 21800 16500 15500
CRP 39| 2+ 4+ 3+ 3+ 3+
8
B VAR §.0F 8 MW AJWW‘ILJV J‘v“q“ AT
|
‘ T
Liacteriological | Vaginnl discharge : Vaginnl discharge : Vaginal discharge :
examination | 1. Pacruginosa P.aeruginosa No growth
| 2. P.anacrobius i
| 3.7 Streptococcus !
GOT(IU'L) 14 ‘ 10 11 9
GPT(IU L; 9 | 13 6 8
BUN(mg/dl) 9.8 6.5 5.8 4.9
S-Cr(mg/dl) 0.8 ‘ 0.9 0.9 1.1
P.aeruginosa, P.cepacia % Kitf L7, /mm®, CRP 24+ TH 70T, BFREAHAODM

MK-0787/MK-0791 5 ithic s\ T, FF, BHshe
REDERBREMBCERLRDRED - o

MEFHHRE AR, BEHRIEYEHTE LI,

EH 3 F.T. 62 %, BREAMA (FEWMID)

(Fig. 9),

FEFE Wb it *Co B4R D 1o, FRFI 59 4
3A 19 AAR, ARZE; X b 37.4~38.0°C o R, F
EREMFBROMm - RER R Y » 3 A 19 H WBC 14600

T MK-0787/MK-0791 500 mg/500 mg 30 4 &i% 12
Bz E, 1H2EOH%S %38 24 BXoBEBLE,
BRIATR, ©eMAEM L Aot 37.5°C B O w3
¥R, BABW I Y P aeruginosa % #H Ui,
3A 29 Hxb MCR 120mg #fr 12 B L 10 2
B Lo IEFHC L 2 » 38 31 B WBC
21800/mm® CRP 3+, 4 A3 H WBC 16500/mm?,
CRP 3+ LHEEAL RDOALVOTLH6 Hiz T
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Fig. 10 Climical course of postoperative pelvic cellulitis (lymphocyst) after radical
hysterectomy (Case 4, H.O. 41y.0.)
Date 28/N| 29 [ 30 |1/V| 2 3 4 5 6 7 8 9 10 11
Days 1 2 3 4 5 6 7 8 9 10 11 12 13
|l MK-0787/MK-0791(500mg/500mg) X 3/d(30min.d.i.)
_|er/w) MCR 120mg X 2/d(i.m.)
WBC C"i| 7900 11900 8300 5600
CRP 1+ 3+ 4+ -
39
N A/\JA j/A&V@JX~ﬂk)\
37 “1 ————pe——— M‘———— e b niaiaid '—"va =~ v -ALJ'.‘
36
Lymphocyst
tumor ** ++ f -
tenderness ** * - -
. Bacteriologecal 1.S.aureus No growth
! examination 2.8.epidermidis
3.E.faccalis
GOT(1U/L) 12 14 1 13
GPT(IU/L) 7 8 9
BUN(mg/dl) 16.3 7.9 9.3 10.6
Fig.11 Clinical course of puerperal intrauterine infection (Case 5, Y. M. 24y.0.)
Date 15/V | 16 17 18 19 20 21 22
Days 1 2 3 4 5 6 7 8
) MK-0787, MK-07911500mg, 500mg) X 2/d(30min. d.i.)
' X3 d(30min. d.i.)
40
WBC 11900 4900 8000
CRP 39 6 + 4 + -
38
37f----—1 e | R SRR b ——-
3% L/\v”\wVN
Bacteriological Uterine content : Uterine content :| Uterine content
examination 1. S.aurcus Anaerobic GPC |No growth
2. E.agglomcrans
Blood : |
No growth
GOT(IU/L) 23 20 18
GPT(IU/L) 20 17 13
BUN(mg/dl) 9.8 8.8 11.8
S-Cr(mg/dl) 0.9 0.7 0.9
PR O B bk ik Lico EH 4 H.O. 41 &, WEERSARRE (FEHEB

BEREYOMEFMBRECT, 38 24 H (KRS
#7) & P. aeruginosa, P. anaerobius, y-Streptococcus
#l, 3 5298 (MCR ¢t H#) i P.aeruginosa
ki, 4 AS BRIIEREERDAE, 50

MK-0787/MK-0791 #5gitkic s\ T, B, BHAE
HEDHEAREMBCRE RS 510

MBEFADR B, BRRETRELHE LI,

Ib, KAFELMKH%) (Fig 10),

fEfn 59 F4 19 BFESHEM Ib c TKILTER
W7o MERBR T CMER L v 7 A CZX 2gX
2/BOBRERIT 510

48 29 B (4% 10 BE) 37.9°C oRMLEHIH
CETHSBH KL, ERELBCFLROAHLERER
ROBH I X CERLBD, Kk v BE~OBRE



CHEMOTHERAPY

1077

Fig.12 Clinical course of puerperal fever (postoperative pelvic cellulitis) after cesarean

section (Case 6, H.K. 30y.0.)

Date 18 VI 19 | 20 | 21 | 22 | 23 {24 | 25 | 26 | 27 | 28 | 29 1 30 | 31

7 Z 3 7 5 3 7 5 3 0 [ 11

Days 5 6) 7| @ 9 | 90 1 12 13 | u | 15 16 a7 | 18

SN-401 1gx 2/d(i.v.! MK-0787 'MK-0791/500mg, 500mg ) ¥ 2 d130min.d.i. |
: co % 3/d(30min.d.i.)
WBC 11300 15900 9100 6400 6300

CRP 6+ 6+ 34 24 _
39
38

37

36

_— _»ﬁwﬁ};%;“ -

W‘*M .

Uterine content :
No growth
Blood :
No growth

Bacteriological
examination

GOT(IU/L) 20
GPT(IU/L) 20
BUN(mg/dl) 13.7
S-Cr(mg/dl) 0.8

Uterine content : Uterine content :

Anaerobic GPR No growth
19 23
12 17
11.3 9.6
0.9 0.9

2L, AE XY MK-0787/MK-0791 500 mg/500 mg
0 SAM8RM L 1 A3EORELEIK L,

B5MB3AHE (541 A), WBC11900/mm3, CRP
34+ T, 38°C fikDREAMNER, Vv HROER,
Efc i ELARDORAL W2 MCR 120mg ik
L2KMIE1IH2EYHAL .

DY voERaDOMER, EFLHEL, FHAL 37.3
~3.4C TR LTS5 B9 BT @RS h
ELl*s 584 A (MCR $t/%) WBC 8300/mms3,
CRP 44+, 5 4 11 H WBC 5600/mm? CRP— } g3
L7,

Vv A BRFRE O ME¥ENKRE < ¢, MK-0787/
MK-0791 # 5.8fwcix, S.aureus, S.epidermidis 3
XU E. faecalis %M L1z, MCR #RJCIzES
HADIED o 120
MK-0787/MK-0791 &5 §i#%c 35\~ THF
EOBRKBREETRE R RO oo
MEFR RN E, BRDBIED L HEL .
EG S Y. M. 24 i, EHETEPRR GFEYBIN
%) (Fig.11),

WA 59 £7 A1 H, #kiEM@eE, MESHHEC TF
TUBRMTHfTo % ¥ TP SN-401 1gx2/H 7 H
Y, BBRIFT7 A1l BBl 7H15H
(P28 14 A H), 221z 39°C D RBAK 3 TREZ L7,
X, Kol & BEFIRYRD Y, TEABGRRL L
Efk B ieh o tcht, WESWHH»RETH D, ERF
FEME RO W T MK-0787/MK-0791 500 mg/500
mg 30 HaEiEenM T L1 B3EoREEIAMLI,

BRRE

FHIDIMBL, PRl TT7 AI9A XY,
LR2KHMIE 1B 2EREEL, 7A218CERARKL %
il Lo 7 A16H WBC 11900/mm?, CRP 6+, 7 A
18 5 WBC 4900/mm?, CRP 4+, 7 B21H WBC 8000/
mm?3, CRP—rFEL 72,

TERARHO MEENBRRICTT AISH (KARF
B w, S.aureus, E.agglomerans %, 7 B19H &,
anaerobic G.P.C. ##®H L2, 7 B21B (BEHKT
FE) WX AEEE RO o0

MK-0787/MK-0791 #5ithic s\ T, fF, BHehe
7 EDIBEKRBREMBCRE LRSI, -

MBEFAHRIIME, BROBIZBDEHEL 2o

fEf 6 H. K. 30 %, EHEZ (FFEYH M &% &S

A %) (Fig. 12),

TRFNS9LE 7 A13 H M55 ME s, B ff'c T T IBH il
MiTo LA, MitkRHFEic SN-401 1g X2/ H % &4
Liohs, 38.4~38.5°C > R#MiFhE L, R, i &5
HHRAZAS Y, 7 H208 WBC 11300/mm3, CRP 6+
TPEW A L 2 W, 7 A21H X H» MK-0787/MK-0791
500 mg/500mg 30 7 &iEH 8 M & 1 H 3@tk
BRtA Lo

B BE®% 3 HEXMAKAARD T, 7 H240
WBC 15900/mm?, CRP 6+ ThFlicATL LS &L
T A48 XY MREMEA 2 A D R D TEF O b
BEATL, 7 A29HW(x 12 BMIZ & 1 A 2w, 7
AR TS F I L,

7 B26 3 WBC 9100/mm?, CRP 34, 7 jj28H WBC
6400/mm?, CRP 2+, 7 A31H (L& THH) WBC
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630/mm3, CRP—2g=E L7
WEFERFEC T, &E5F (7 A208), MEER,
FENAL LCAEBYRD T, BEEB%6EE (78
26H) FEHNAH S anaerobic G.P.R. ##H Lizhs,
BEKTHE (7 B30R) CRTERRCERERRAD L
)
MK-0787/MK-0791 # Laiic s\ CH, B#RE
EOBKREBBCRE X RDID 510
MEFODHREITH, BROHFIHEDLHE L.
II1. &) % A
HEHBE © 13 Flk X OEEKRARE © 6 flicix, &K
FINRE L Bhh s BMENSEIERR RXZED bhis
Motee REBERBEMBECE T, GOT 292k 77
~, GPT »3m5 98 ~ & L7 L7-fIp, RO
FEF LR ohich, 12ABRICREFRE LTI,
Iv. # ®

MK-0787/MK-0791 500 mg/500 mg 30 4 i {5 # T
, MK-0787, MK-0791 (xMu#hss XL OVF5E, SR,
P& DB/ TIZER UfE% 7R Lico MUAEHRED Y —
7R TR A8 pgiml THotoo Fho, 1R SEHK
TR Lcb D TIRFEES S SCFEERRHE T
¥ 10 pglg, IRHL, ORE TR 18 pglg DERERRL
LItk 5~6 M CRIERALUT Lieoteo FoBHIENE
B TIE 2~3 BT 8 pg/ml BEDORERRL, 12
B CRIERR AT & 78 » oo

KEIDFHE Y v R 2w 2B 5 A EREE Bk D
FEEEN Y 25 &, MK-0787 i2xi4 % MICs 7% 1.56

LUT O, S. aureus, S.epidermidis, S.pyogenes,
S. pneumoniae, S.faecalis, H.influenzae, E.coli, C,
freundii, K.pneumoniae, E.cloacae, E.aerogenes, P,
mirabilis, S.marcescens, A.calcoaceticus, B.fragilis }
7c b, Pseudomonas < FELEBITNTE : h
Do THOLDEEMRNBE L B LICHE, 28
L EBEE #FIhsz iy, BEEERLE
2 bhBA, SEOKRFCK T 5 MBRE DK Y25
L, HERERAY E S, EERRECIT 1 B 3@
SLEBTHELENR DD EEZ DN B,

ERIRHIRRES 21T - 72 6 Bl TiX, HEBINEREIEN TH
ST 1 BIAERD, 2 BIn ERD, 2 BihER), fhFISHA
D7d 1 FINTRBETH 1o BEH2H0D5H 1 HIXTFE
S itk DB B AL () v ZREGY, 15t
FEREBMHROMABZETH Y, BEBRRCEREY X TE
BlThoteo TD2HEEDHEFE 60% wRLIc L
X, REOBRAIHEN DD &bk,

X [

1 % 32 EBERCEREFLFARZRRSE, FE
vy w A T, MK-0787/MK-0791, L,
1984

2) fERE, EHEEH, RHRE FHRCD: ER
ABHEIRC 17 5 Sulbactam/Cefoperazone ®
HEHA9, BEKRMKE, Jpn. J. Antibiot. 37:
2193~2202, 1984

3) BRI, KD, FESE FERES: FE
TEE M R REC T % SBT/CPZ (Sulbe-
ctam/Cefoperazone) @ E B ¥ & O EERAIBR o
Chemotherapy 32 (S-4) : 1984
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STUDIES OF IMIPENEM/CILASTATIN SODIUM IN THE FIELD OF
OBSTETRICS AND GYNECOLOGY

Kuniuiko Ito, Toshiya Ito, Kazurtosu: MAaTsunami
Mortokr Havasakr and Katsumr Nopa
Department of Obstetrics and Gynecology, Gifu University, School of Medicine

Measurement of imipenem/cilastatin sodium (MK-0787/MK-0791) levels in female genital organ
tissues after a 30 min. drip infusion of 500 mg/500 mg was carried out to evaluate its usefulness in
the obstetrical and gynecological field, and the clinical efficacy of MK-0787/MK-0791 was studied.

1. Concentrations in female genital tissues : Levels of MK-0787 in plasma, uterus, ovary and oviduct
were similar to those of MK-0791. The mean peak plasma level was 48 pg/ml at the end of the
infusion. Near the end of the infusion, the concentrations in the portio vaginalis and myometrium
were about 10 ug/g and those in the ovary and oviduct were about 13 pg/g, after that, the concen-
trations decreased to below detectable levels in 5-6 hours. The concentration in exudate of pelvic
dead space was about 8 zg/ml at 2-3 hours and decreased to undetectable levels within 12 hours.

2. Clinical application : After MK-0787/MK-0791 treatment in a total of 6 patients with adnexitis
(1), puerperal intrauterine infection(2), parametritis(1), postoperative pelvic cellulitis(1) and posto-
perative wound infection(1), clinical results were excellent in 1, good in 2, poor in 2 and unknown
in 1 (used of a concomitant drug).

The two patients with a poor response consisted of one patient who had a pelvic cellulitis after an
operation for cancer of the cervix and another who had an wound infection after a radical operation
for vulvar cancer. These two patients recovered with the concomitant use of MCR.



