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B3, LHOLIDE) BB LV BEORRHEELEL
{ ¥ % 11 ¢ immunocompromised host £ 2 D, FERE
BOSTARETILEEDLD TEE L 5% I HHBI#
B L TOREARSOBREZER L 2> % Lovl,
EBICBEE R REL BE, RERRHZ LIIERE%
RIETAZLidEbOTHRETHY, LEHOHEARY
MV EEED 1o % { DHITREYFE DS empiric therapy & L
THAREENTOLIDOBRKRTH 54",

H NI A FREF R &Y H imipenem/cilastatin
sodium (IPM/CS) BR#XkDwbwaHE3IHK €7 » A
FAEME TR+ 2HEN 2 REL B2 > 7o Pseudo-
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IPM/CS 285 L7:BER2HENRELL, 2D
bHRIZHS L g o BB 1 F L FEERE 16,
ESWHIEATILE LG, BEHMARE 3P R 66
PIERRUEONKREL, BB ODVTIRLT2H
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Table 1. Clinical characteristics of patients

No. of cases (%)

Age (y.0.) 15—-19 9 (14)
20—-29 4 (6
30—-39 8 (12)
40—-49 12 (18)
50—59 10 (15)
60—69 9 (14)
70—-79 14 (21)
Sex male 30 (45)
female 36 (55)

%ELEDN, BRETIIKME & RINEDEV 2 &bh
¥T 458 (68%) 2o, MBHEICLDEES »
REXRBEORE TR b 0% BUMEE & L - oSk s
YOMMEFER 22T 28, MR iz_EE2RL,
TOMOME E AV HMEEZHRECBVLTLHS
RERBERPHHETEL L > b DO ERIMEORE L L
o

RBUTORBICHEY T SERIIH S U dHRH
S L7,

1) ST TFRIhZ BE,

2) R=YYURULLBRE7  ARTEYB T
VIW¥—-DBEDD 5 BHE,

3) BECAFICNT 2 ABESEC LIEE,
4) IPM/CS 0 ERRIGTREDBH,

5 MFiRE - RBADOBA,

6) BELXBEEBLUVTEELZDHBE,

7 BRESIPM CEETHZ L 8HS B
%o

8) TADPADEREEDZIPRMHEEELET
2 8H,

9) IPM/CS&ERIcfiniiER SRS INTT
TRERPHELO2DODH S BE, H5WIiZIPM/CS
BE/T 72 BRI I DR DB S hBR s v iz

» y-globulin, granulocyte colony stimulating fac-

tor (G-CSF) #f& 5 ani-B#H,

100 =ofth, THRESTEY LML -BE,

2. B5#®, #5%

IPM/CS 0 5B iZFAA IPM LT 1 H 1~2
gLL2~3EICAEL AiEHEC THRE L, AF
BRI 0 AU ELITFB I EEL, BEHIIZS
A EE Uz, EAlIE LTIPM/CS OB E L L
708, %179 2 HOHBEFRIBER L L { BMRET+H
DS, IPM/CS 24T 2L ba L Lz,

3. WsHE

IPM/CS 85 i MEDEERICDONT, *
ORERETEHMTT 2 L L bic, BSMkICITME -
EEERE, RRE, MEVZORELRBEL, PR
HEDBME LT, 2 LRERANEDSNIBEC
2, ®OMER, BE, RRE, LR, ERE LKL
IPM/CS & DERRBAMRERN L iz, BKMIERRIC
REXMMH SN BE b EAMORN 1T 1,

4. Endotoxin, (1—+3)-8-D-glucan & & ¥ Can-
dida RO RIE

HMREFD S & 17 Flic DV T ik IPM/CS DML
REMET L L 2BEMNLLT, &SN LIRS
1 EM# DM endotoxin (HEBEL 7z S SIZHE
RERE L T D Candida BB X 2B OHEHICD
WTHHD (1—3)-8-D-glucan {f & Candida HiE (i
THIE LN L 2.

(1) 1 endotoxin f§

MBME %~/ ~hnskMsk, 3,000 rpm T 40 #
.o L, $l/MRms (PRP) 2K L 72 M
AiMLEEE & LT PRP 2@ XM CRESR, W%
KE{EF b Y Y ATHhAL 7, Endotoxin &A%
¥ v b & L T Toxicolor & Endospecy (## & b &
EZTH)' AW TEREZMR, 545 nm ORKE
2RIz, RizH 55 Lo endotoxin % V> THER
L 728 AR > & E¥ D endotoxin PEE % K& 7z,

(2) M9 (1—3)-8-p-glucan &

limulus test (X % o K IGHBHE D #2 B b3 £ 4, en-
dotoxin DfLic KE O WHEKI TH 3 (1-3)-8-D-
glucan Kb RET 3 Z e 3I5h T3, Toxicolor
BARBEEZFIB L limulus test Th-o b8, Th
AT (1-3)-8-p-glucan i R Its + % Factor G
% BR v> 7z endotoxin K R LW ER TH % En-
dospecy SR a iV, SEIBHEDEZXRET 3
ZrickD (1-3)-8-p-glucan DER %175 72,

(3) 1 Candida HilfH

Y X4 Candida IAEIC L BREMET T v 7 A BRE
®x AW T Candida OFEAHR 2 #H 4% CAND
-TEC (Ramco)®™'2'® 2 FH W THIE L 72, M1 %
ERFERL, BIEZT v 7 ARMATREDEE LT
~titer % F DFREHTRIEL 72,

5. ZhRHE

(1) BREREHE

BALY ODHERE K> THERREUTOZ
ESHEL

ER: S GPtA% 3~4 B IR THRHML, X
51z 3 HUA EF#oshe &, RREYEICHE D BRKEERR B &
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UREFRROBBESED >l b D,

B3~ B TERCHEML, %522 DR
2% 3 HEAEME & RuE I ¥ 5 BRER 8 & UREFTR
NEFEhALbD,

PeEYM6HE  CuMRER ERL, BKER
BLUREFRRCHBEROA LRIz b D,

M6 HE  CRUMBHRNA SN, BRER
5 BEKERS X URERTRSTE E o i3EL 2 )
D, BLU3I~4 BEH & TICHEMMEEH A S 03 HHF
EYIDB2IbD,

(2) MBEERZRYE

BOMHEEHEL, HE, BY, TE, XK, F
BRD 5 ERFETREML 72,

II. & »

1. EBRKZR

(1) EpexBRl, BAUEFIEKLZR (Table 2)

IPM/CS D2k DEYWEIZ64% TH D, LWER
ATraMAmE BYY v S L UCBERERE
RECORULEDERE 2B, BRIMERCHLE
ZhE X, BRINEE T 43% (3/7) TH D, MM DR
WTI3 68% (26/38) TH o 7x, MFER & CRUMEE
BOEESbE-EURIZIMA%TH o7, £7:1 B
L&, #58%, RE5RFIEKZR % Table 312

Rl

(2) FATHERFIERKRR

BYRIE MY &k WA, AL LHAERICLD
EDHBMANRY v &@BT 5 BADRN b MIEE
ORE D85 DTETHAEROREEK S L VBT
124 TR R 2 B L 7z (Table 4), ETHEN
BRI Y L BRI+ THo LERATOAYE
1, £1T7HI%Z{ IPM/CS 2B E L I:BOBRHELIE
ZRAISOMERL, £ITHERICL 2 HEBOE LI
L+AMICLBIERTHEERLONT,

(3) ELEFBKLHR

BAELHELSLERICOVTHAS L Staphylo-
coccus, Streptococcus, Klebstella, glucose-nonfermen-
tative gram-negative rods (GNF-GNR) Tz 100%
(7/7), Pseudomonas T % 50% (3/6) DBNE %R
U7eo Enterococcus Tt 33% (1/3) OBEHETH -
Tro ET-MBERBICBEVLTYH 67% (2/3) OBEY*E
&7z,

(4) FHREOLER L BEKZIR (Table 5)

B, ViEBCEREDOME b & D EFhEREsS
ERHICED T 2 & 5 k- O THEH LRk
HATE ¥AREROIFPFRBOERCHEAL 2. 85
BT DFHEREIC & D 100/ul AT, 101~500/u] B &

Table 2. Clinical efficacy by underlying disease and infectious disease

Underlying diseases Excellent Good Fair Poor Response rate (%)
Acute non-lymphocytic leukemia 13 5 4 6 18/28 (64)
Acute lymphoblastic leukemia 2 1 1 3/ 5 (60)
Chronic myelogenous leukemia (blastic crisis) 1 2 2 3 3/ 8 (38)
Myelodysplastic syndrome 6 2 3 8/11 (73)
Multiple myeloma 1 /1
Malignant lymphoma 6 2 3 8/11 (73)
Aplastic anemia 1 1 1/ 2
Total 29 13 10 14 42/66 (64)
Infectious diseases Excellent Good Fair Poor Response rate (%)
Sepsis 2 1 1 3 3/ 7 (43)
Suspected sepsis 21 5 3 9 26/38 (68)
Pneumonia 1 3 4 4/ 9 (44)
Bronchitis 2 2 1 4/ 5 (80)
Pharyngitis 3 1 1 4/ 5 (80)
Gingivitis 1 1 1/ 2 (50)
Total 29 13 10 14 42/66 (64)

response rate (%) =excellent+good/all cases



VOL. 41 NO. 6

s I B8 g SR 123t 3 3 TPM/CS DBRBR AT 675

Table 3. Daily dosage, treatment duration and total dosage of
imipenem/cilastatin sodium

Daily dosage (g/day)

No. of cases (%)

1.0

1.5

2.0
changed

33 (50)
3(4
25 (38)
5(8)

changed case (No. of cases) : 1 g—1.5g (2), 1g—2g—1.5g (1),
2g—~dg (1), 2g-1g (1)

Treatment duration (days)

No. of cases (%)

-7 28 (42)
8-14 26 (40)
15—-21 8 (12)
22— 4 (6)

mean duration 10.1 days

Total dosage (g)

No. of cases (%)

-10 33 (50)

11-20 22 (33)

21-30 6 (9)

31— 5 (8)
mean total dosage 13.5g (4—30g)

Table 4. Clinical efficacy classified by previous antibacterial treatment

Preceding antibiotics Excellent Good Fair Poor Total (Response rate: %)
CEPs 1 3 4 4/ 8 (50)
CEPs+PCs 4 1 2 4/ 7 (57)
CEPs+MONO 8 5 2 3 13/18 (72)
CSPs+others 4 4 4/ 8 (50)

OFLX 1 1/1

Sub-total 17 9 7 9 26/42 (62)
No treatment 12 4 3 5 16/24 (67)
Total 29 13 10 14 42/66 (64)

CEP, cephem; PC, penicillin, MONO, monobactam; OFLX, ofloxacin.

U501/ul M ED 3R T TAB L, IFPREDOD
ROUBTENENPPEVEMEBD I, BEROD
IFRERSUC L D ERRIC 3BT B L, —EL M
BiED Shk o l, REFTIROFPREOLE L
BEWEr a2 L, BE5HI%OFHERED 100/l LT
DB BLTH 64% (9BI/146) OBERESFON

Tz
2. MHRFEHORIER
FlicBOTREINTERED 22 %05 bR
PREZELEBI-DIE Table 6 K RL2&S5 I 128%TH
29, HEAEIZI% LEN T, % 7 Pseudomo-
nas aeruginosa W BT b 60% DI EEHBE S h,
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Table 5. Relationship between clinical response rate and fluctuation of neutrophil count (/ul)

Termination

L 0-100 101-500 501 — Unknown  Total (Response rate: %)
Initiation
0—-100 9/14 8/11 8/13 1/1 26/39 (67)
101-500 2/ 3 2/ 4 47 2/2 10/16 (63)
501— 1/3 5/ 8 6/11 (55)
Total 11/17 11/18 17/28 3/3 42/66 (64)
(Response rate: %) (65) (61) (61) (100)
Table 6, Bacteriological effect of imipenem/cilastatin sodium
Bacteria No. of strains Eradicated Decreased Persisted Unknown Eradication rate
S. aureus 3 2 1 2/2
S. epidermidis 2 1 1 1/1
B group #-streptococcus 2 1 1 1/1
D group B-streptococcus 1 1 1/1
E. faecalis 1 1
K. pneumoniae 1 1
E. cloacae 3 2 1 2/2
P. aeruginosa 7 3 1 1 2 3/5
Acinetobacter sp. 1 1
GNF-GNR 1 1
Total 22 10 1 1 10 10/12 (83%)

AEIH L THERNC LA TH L LdFmanl,

3. BlifEB®B L UBKREMRY

T FMExtR 72 Flch, IPM/CS Dft5i1c k5 =
ENBFEONIBWERIZ 8B (11%) 1T, % LEEKRRE
HORKEIZ6H 8%) wabhi, BIFAONEIR
Bl, BHOMCBERTH - 208, E5E2HEL
1 B i T ROHERE 2 A LR 53T gE T
Hotz, BRREMEORMELTRINS VA7 34—
YOLEARELTHHMERBERRESH 7%) DiE
» BUN ERBIR1H (1%) BoHlBuTFh bBEE
T, BEPIEHBHP»ICHEL 7,

4. [ endotoxin {f, (1—3)-F-D-glucan & B
v Candida FilRHDZEE) (Table 7)

7 7 LR RERRE DK, BROMBIS I L
¥ % endotoxin B3l icRHE s hhiTLMcHERET
by, BEYLVAF R (Toxicolor) THIE L h
Tw3, 4M[EiE I hic Endospecy (Endotoxin spe-
cific assay)"? bRIBFICHIEL, T o> DEH L
IPM/CS iz & 2 5% E & OBEM > TKRETL
Teo BHICMIERFEDRBOSEICE S 2L S E#

DEEEM LIt BNLEFLIEERSAZDT, (1
—3)-8-D-glucan MEE s & LMl Candida Hi 5
(CAND-TEC) 0%t bEEBT B Licd D Can-
dida 3L T IHERREDSHOBAEIOL
TORN L oo 17T ERDOLMRERTB X F IPM/CS #
5 7 B ORMMm# = Avs7-08, %) 6 Mt 3 Flici
% endotoxin MEDET #EH 7z, %7 (1-3)-8-D
-glucan MED_LAHIX 8 6 (47%) i, CAND
-TEC filRfli LR B2 6 81 (35%) KFsd Shizss,
HERROERMER L NS DBEOEE LGSR L
L ZBEERB OGP o, £12TH (41%)
7Y/ —VRHFLAEA (miconazole ¥ 7 i flucon-
azole) BEOX X ABWHIEC LI VHAIA TR
BINSOHMABEAKRS L (1-3)--D-glucan {H H
& F CAND-TEC titer DX& & DRIC b Fic—ED
BEMRIBD SN of, L L 1H (Table7,
No.11) &8 W T (1—3)-8-D-glucanfE D EH &
CAND-TEC titer @ 1:2 25 8 "D LR % FEHH
HREHRSHEA SN,
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III. = =

EIBERICBOTRRMED ST 2 0HE L
TOFHS & 512 izBIF™ 2B ¥ 27758 b WD
HEBE LT TREY, TOBRIIHETHLHRNTD
D, BOTHHERREE T 2HEMRBL- LY
HELGEEICRS, SERK G IPM/CS 0B
IZoWT, T EEREROITFFREONE LIC
BREEHR U IEMBERREENNRL LT E DMK
KRR, MEEARRL S L IIFhIREOEIL & DM
YRR L, SMBERICEHT 3 MR ERRE
AT AERSIR L LT 4B OBREIIENTBY,
BlEAORME L P2, IPM/CS BRERZAEY
BThreHronl, -HMEHRCEEBESL S
LELX SN TV A RHMEFHREOE & IPM/CS
DR L EHBEL TH 2 &, IPM/CSH5/1% TIF
IR 100/l U TFTOBTOHOEDE6M4%E, ZbDT
EnrfitioteREHEN S, IPM/CSRZD &
5 % nadir DRBTH o THRBRYYE 2 EMLR & I
HRET LR EBMC B ZENTRETH S L H
Zond,

ZhETOEIMNRL 7 2 ARTEHMB RIS 5 L
M TER D3\ > F MK (3 Pseudomonas =3t 3 54
B8 <L, Pseudomonas =\ K127 7 LABY
BT 2 BB+ R A0 H - fz, IPM/CS
IXEFIC P. aeruginosa Xt L T, PiRREHR L THA
Shbcefsulodin k D %3 MIC, fEE2RT & &
W BRI S Z OB BSAR STV, FHRIC
BOITHRZHET X 72 P. aeruginosa \= B} 28
FRYETH 60% THEL 20% TCHEDEY 2 ED,
BEERR9IZ b Pseudomonas 2343 2B 7= HiE M LS FE
It UL, EM2BEKSBEHFIZimmun-
ocompromised host CH B2 Z L 2 EZE BT 5 L y-
globulin ® G-CSF 05 b bb¥ TIT5 2 Lick D
—RBOHRBHRFEINDZITH S,

endotoxin i7" 7 ARRMBREOMIE NI EFE T
2 ) REWEET, 77 LRMERERRIYEIC B TIE
BRI AN Z EBHSATWSY, BHL
BIEF D> b DEZ) 6 #1% 3 Fic Il & endotoxin
EOBTHEHESNT, LHLT~T10pg/ml AT
TOEBTHY, IhETOHED S 10 pg/ml AL
BREBBELEZ SN 5 », 4E O endotoxin
HOEBIZHAS R b D LIV VLEEYL, ZO/IZDW
TIRBRROHBM R AR5 S h, EB% en-
dotoxin Ififi # 23 3 EF Do 7212 HTHB 2
EEZz NIz,

— 77 endotoxin fll 5 ¥ T % % Toxicolor & Endo-

specy D3 (1—3)-8-D -glucan WEICHHL, X
WRRERRIC LA SR T3, ¥7: CAND-
TEC BREREUREBRECKICBAICAVSH
T3, WL IBEST+ILETIRE D3
o8, BEFRZRIEN L ENNEEDMOERIZEbY
T Candida BB DBKER CHET 5 2 L BIER S
nTwse™, (1-3)-8- D -glucan £ CAND-TEC
titer DERIC OV T HMEFL /248 1AM L v 5 G
Mz 31T ik IPM/CS 8 57% 5 i LB RIBHR O
HELOMICHOL LB RBD Shitho e, L
LifiTcIhsnMoRBr LRABSED 5h, KER
BosttnrRan’ 0T, IPM/CS I REOM
B UBH RN THLI L2 BRI 5L, XH %
ESKRMCHREST 2 WA IETREAR, BRE
¥+ % Candida ~DERRIZRIBCEEEBRET 54
Boths Lk biz, +ARARELEREOHRE b
WHITOIRETHBLEHLONT:, (BEKNAHE
BhE & DIRBY % 321} 72o)
X B
1) SN M HiE¥E, HRNS3E78:201~212, 1989
2) ik M, LEHFR GMKOLEEE. Common
Disease series, % - Bit) >/ MW, (BALE
#) pp.74~84, FEILE, MR, 1988
3) N M, LEFH, SEE NEEBICBI LR
RfE, 7 = ARTEYE REXEEE) . pp.230
~236, E¥Y ¥y—F 2, KK, 1991
4) _LHFEH, AEGE, SHEX, PN ®EmBME
BOREHRBLAE, MBAF, LEREOELT:
484~491, 1991
5) FESIE, EHEFEHR, FEE, MoE—, 26N
H, R B, PN MEMSMEEECHRETS
R i3t 3 5 thG-CSF (KRN 8601) DB k%)
B, Biotherapy 6: 1398~1405, 1992
6) HFEHE, FHRER, PN M SmMBKE L HESR
¥ufiF, Today’s therapy 91 15: 49~53, 1991
7) BENE FEEMHBEREFEORRKE TONE, &
MBERBICBIT 2 EEHAEEREORH, F£38
BEIAA{EREZSHALXERS, FU4EHS T
=V TH 7 7 vy ARERE pp.8~9, 1990
8) BEH AN NRXAR, NF62:4~9, 1988
9) X T7%88: Imipenem/cilastatin sodium. Jpn. J.
Antibiotics 42: 411~421, 1989
100 HFHEK, LHAFH, SEEE, oe— Bn
", NEH=FE, +f " LAMBEMEBICAHHL
7:REHHE I B8 1) 5 endotoxin specific assay (en-
dospecy) DEGK &%, Chemotherapy 38: 1092
~1096, 1990
11) #HH 8, kX JE, =@ffE, AKE#H, ¥4
B (1-3)-8-p-glucan FIEc X D ZW L - B &N
HEBERRIE N 5 miconazole DEGHKZR, Che-
motherapy 39: 59~65, 1991
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DI BRE (T B I OB R¥E XM,
PKIM# 25: 588~592, 1984

antigen in patients with disseminated disease. 15) Tsutani H, Imamura S, Ueda T, Yoshida H,
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diseases. Recent advances in chemotherapy. 16) Escuro R S, Jacobs M, Gerson S L, Machicao A

1) BALME, KHMMR, 5l

s

Antimicrobial section II, (Adam D et al. eds.)
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R, Lazarus H M: Prospective evaluation of a
Candida antigen detection test for invasive can-
didiasis in immunocompromised adult patients

IE, IER M BUSIERWE with cancer. Am, J. Med. 87: 621~627, 1989

Clinical studies on imipenem/cilastatin sodium in infectious diseases
associated with hematologic diseases

Hiromichi Iwasaki?, Takanori Ueda?, Hiroshi Tsutani®,
Yoshimasa Urasaki”, Shin Imamura?, Yasukazu Kawai,
Teruo Yoshimura®, Hiroyuki Yoshida® Mitsuo Kawase?
and Toru Nakamura’
Y First Department of Internal Medicine, Fukui Medical School, Fukui, Japan
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Imipenem/cilastatin sodium (IPM/CS), a newly developed carbapenem antibiotic, was adminis-
tered to a total of 72 patients with hematologic disease complicated by infection. The underlying
diseases included acute leukemia (33/66), malignant lymphoma (11/66) and myelodysplastic syn-
drome (11/66), and most patients were suffering from sepsis or suspected sepsis (45/66) . Out of 66
patients in whom efficacy could be evaluated using the criteria for estimation of the clinical effect of
antimicrobial drugs in treatment of infectious diseases associated with granulocytopenia by Takaku
et al. (1984), responses were excellent in 29 patients, good in 13, fair in 10, and poor in 14, The
overall clinical efficacy rate was 64% (42/66). Patients whose peripheral neutrophil counts were
<100/41 and who were continued on IPM/CS therapy also had significant effects on their clinical
response. The overall eradication rate of bacteria was 83%. Side effects were observed in 6 cases,
and consisted of transient laboratory liver function test abnormalities (5 cases) and a renal function
test abnormalities (1 case) . Among 17 patients in whom (1—3)-8-D-glucan and CAND-TEC titers
were measured, before and 7 days after IPM/CS medication, one episode showed both (1—3)-8-D-
glucan and CAND-TEC titers to be markedly increased, suggesting fungal superinfection. Long-
term medication with IPM/CS may cause fungal infection. Further examination is necessary to
clarify this point. From the above findings, IPM/CS is considered to be a useful antibiotic for the
treatment of bacterial infection accompanying hematologic diseases with neutropenia.



