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1) Antibiotic Prophylaxis in Gastro-
intestinal Surgery

Keighley M R B
University of Birmingham, Queen Elizabeth
Hospital UK

Sepsis despite the wide range of available antibi-
otics remains as one of the most important causes of
post-operative morbidity. The principal complica-
tions include wound sepsis, intra-abdominal or
pelvic abscess and septicaemia. The consequences
of these potentially preventable and sometimes fatal
complications in gastrointestinal surgery include
thromboembolism. malnutrition, anastomotic de-
hiscence, wound disruption, disseminated intravas-
cular coagulation and death.
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Prophylactic antibiotics should only be used
either when there is a high risk of sepsis or where
sepsis, although rare, is associated with life-threa-
tening consequences. Operations carrying a poten-
tially high risk of sepsis are those on the gastrointes-
tinal tract. It is preferable to recommend antibiotic
prophylaxis only when these measures have been
proved to be of value by well conducted randomised
control trials.

The term prophylaxis must be distinguished from
antibiotic therapy. The word prophylaxis is only
appropriate when there has been no pre-operative
contamination or established infection of tissues.
For this reason, antibiotics used in the treatment of
traumatic wounds established sepsis and acute dis-
ease are not prophylactic.

PRINCIPLES OF PERI-OPERATIVE
ANTIBIOTIC PROPHYLAXIS

The rationale behind antimicrobial prophylaxis is
that a high dose of antibiotic should be presented to
the tissues and to the circulation at the time when
bacteria are released into the surgical field The
antibiotic should be bactericidal.

There are three possible routes for administering
antimicirobial prophylaxis: a) by the oral route, b)
topically in the peritoneal cavity or the wound and
c) by systemic prophylaxis. Administration of oral
agents with mechanical bowel preparation has been
the traditional method for prophylaxis in elective
colorectal surgery. Many of the earlier antimi-
crobials such as neomycin and phthalysulphathi-
azole are ineffective against the faecal anaerobes
and therefore have not reduced the frequency of
postoperative sepsis. More recentlly combinations
of neomycin and erythromycin or neomycin and
metronidazole have been shown to reduce the faecal
flora of the colon and have also to some extent
reduced the incidence of post-operative sepsis.
However, oral agents have their own disadvan-
tages; they increase the risk of bacterial resistance,
allow overgrowth of staphylococci and have been
implicated as a cause of pseudomembranous colitis.
Topical antibiotics placed in the wound are capable
of reducing the incidence of wound sepsis but have
been shown to be inferior to systemic prophylaxis
because they do not protect against intra-abdomi-

nal abscess and septicaemia. Intra-parietal antibi-
otics have not been adequately evaluated for pro-
phylaxis though a recent study from our Unit sug-
gested that tetracycline lavage might have a small
advantage if used in addition to systemic antibiotic
cover. The best method of achieving effective anti-
microbial prophylaxis is to give a very large dose of
antibiotic with a long half life by the intravenous
route. The antibiotic should be administered imme-
diately prior to operation, preferably in the anaes-
thetic room, before endogenous bacteria have been
released at operation. Higgins and others (1980)
showed even in colorectal surgery that it is quite
unnecessary to prolong antibiotic prophylaxis for 5
days, Systemic administration also provides predict-
able serum levels which is an advantage over topi-
cal, intrarectal or oral agents.

CHOICE OF PATIENTS SUITABLE FOR
ANTIMICIROBIAL PROPHYLAXIS

a) When not to use antibiotics

(i) Clean operations

There is no justification for using antibiotic pro-
phylaxis during clean and uncontaminated opera-
tions. Clean operations may be defined as those in
which the gastrointestinal, respiratory or urinary
tract is not entered and in which there is no acute
inflammation. Such intestinal procedures include
proximal gastric vagotomy, rectopexy and pos-
tanal repair.

(i) Respiratory Sepsis

There is no evidence from the available literature
that prophylactic antibiotics prevent chest infection
unless the patient has established infective respira-
tory disease pre-operatively, in which case all
elective operations should be cancelled. Vigorous
physiotherapy and adequate analgesia should suffice
for elective surgical operations.

b) Selective Antibiotic Prophylaxis Advisable

(i) Gastro-oesophaageal surgery

In elective gastro-oesophageal surgery endoge-
nous sepsis is common following operations for
gastro-oesophageal carcinoma, gastric ulcer, re-
constructions for bile vomiting and emergency
operation for gastrointestinal haemorrhage. How-
ever, infection is uncommon in patients requiring
an operation for duodenal ulcer. Bacterial colonisa-
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tion of the stomach is dependent upon the pH so that
a policy of selective antimicrobial prophylaxis
could be based upon the pH of gastric aspirates,
however, in practice this policy has not been very
successful. We would advise single dose antibiotic
cover to all patients requiring operation for gastric
ulcer, gastric or oesophageal cancer, revisional
operations on the stomach, patients receiving
cimetidine during operations, and for all patients
requiring emergency surgery for gastrointestinal
bleeding.

(i) Biliary Surgery

Sepsis in elective biliary surgery occurs most
frequently following operations for common bile
duct stones or stricutures. In our institution we use
a policy of selective prophylactic antibiotic cover
which is restricted to the following groups of high
risk subjects: patients over 70 years, jaundiced
patients, subjects known to have choledocholith-
iasis and patients who have had a previous biliary
operation.

c) Antibiotic Prophylaxis for all Cases

(i) Appendicectomy

Approximately a third of patients requiring an
appendicectomy have established infection in the
abdomen before, operation, either because the
appendix has perforated or become gangrenous,
hence the term prophylaxis is inappropriate. Even
the patients with acute appendicitis have a 6—16%
incidence of sepsis. The risk of sepsis even follow-
ing interval appendicectomy or removal of a normal
appendix is sufficiently high to justify the adminis-
tration of single dose antibiotic to all patients,
particularly when appendicectomy is performed in
conjunction with biliary or gynaecological proce-
dures.

(i) Colorectal Operations

The greatest risk of endogenous abdominal sepsis
is amongst patients having elective colorectal oper-
ations. On account of the high incidence of infection
of over 50% without anitbiotic cover in patients
with inflammatory bowel disease and colorectal
carcinoma, prophylaxis by systemic antibiotics is
advised for all patients. Like most colorectal sur-
gery, I am convinced of the importance of a well
prepared bowel and the use of peroperative rectal

washouts, particularly now that the circular sta-
pling devices are being used so widely for restora-
tive rectal surgery. Faecal contamination when the
bowel has to be opened during a low anterior resec-
tion not only increases the risk of sepsis but also of
anastomotic dehiscence. Hence, antibiotics in colo-
rectal operations will only be effective if the bowel
peparation is adequate. If despite these measures
there is extensive faecal contamination, or an abs-
cess is encounted at operation, wounds should be
left open, anastomoses avoided or protected and
antibiotic administration prolonged for at least 5
days. The choice of antibiotics in colorectal opera-
tions should be by a combination of non toxic sys-
temic antibiotics effective against the principle
aerobic and anaerobic pathogens in the colon.

2) Role of Membrane Permeability in
Antibiotic Susceptibility of Bacteria

Hiroshi Nikaido
Dept. of Molecular and Cell Biology, 229 Stan-
ley Hall, University of California, Berkeley,
CA 94720, USA

The targets of action for most antimicrobial
agents are located either in the cell (plasma) mem-
brane or in cytoplasm, and the agents obviously
must penetrate across the cell envelope to exert
their action. It is thus obvious that lowered permea-
bility through the cell envelope can produce, at
least in principle, significant antibiotic resistance.

Antibiotics may cross the bacterial outer mem-
brane (and mycobacterial cell wall) through porin
channels, specific channels, or lipid bilayers. The
properties of these pathways are important in
understanding the phenotypes of permeability
mutants. For example, mutations in specific chan-
nels will produce resistance directed only to a spe-
cial class of agents. In contrast, the defect in porins
tend to produce a resistance to a wider spectrum of
agents, although the resistance level to individual
agent is likely to show a significant variation
because of the circumstances described below. The
properties of these pathways will be discussed; this
will include the recent data on the permeation of
hydrophobic agents through the outer membrane
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bilayer. The known examples of antibiotic resis-
tance caused by the intrinsic properties of these
pathways, as well as mutational alterations in these
pathways, will then be discussed. The former cate-
gory includes the intrinsic resistance of mycobacter-
ia and Pseudomonas aeruginosa. The latter category
will include the B-lactam resistance of porin-defi-
cient strains of enteric bacteria, as well as the
carbapenem resistance of P. aeruginosa strains lack-
ing a specific amino acid channel, protein D 2,

The relationship between the cell envelope perme-
ability and the antibiotic susceptibility, however, is
not a simple one. This is because low permeability
alone is not usually sufficient to produce a signifi-
cant level of resistance, which requires the synergis-
tic collaboration from processes that degrade,
modify, or excrete the antibiotics after their pene-
tration through the cell envelope. Evaluation of the
results of integration of all these processes requires
a quantitative determination of the cell envelope
permeability. This presentation will consider,
quantitatively, how the envelope permeability of
the drugs affects their overall efficacy, by using 8-
lactams as examples, and will show that synergistic
effect through hydrolysis g-lactamases is neces-
sary, for the low outer membrane permeability to
produce significant levels of resistance.

Finally, I will discuss the significance of permea-
bility-based resistance mechanism in comparison to
other, more well-known mechanisms of resistance.
I will also try to evaluate the significance of im-
proved permeability in the design of new semisynth-
etic agents, by using the “fourth generation” ce-
phalosporins as an example.
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EHERLCHAETICBIY, BRBERCESES
OREEEERE S TR E 2 2B 2o #
F/O0VtED L S RBE IR, RRERANFEOTN
CHEELT—EDHMETB I, MRSADEASH,
TR (G F mecA B A% L, Wil IxBES
¥ThH5, MEEOHBHEILD DI it, HHEE
HLERCHANERINLE S L, BiEtEORERIE
DicHiziz, WHLERORMEREHIRL, RE%
HWRCTILENDE, KV URIVATRR, UED
HERYAENCHEL 2.

BRI & LB 3 5 58

HEFRE
HIBEKX - REY

EHERIERTERICI->TEEN, HEMAIKEST
BIRsN2Ze8HONTWS, Lizbt-> THEKCE
AN YPRTEESEELZ L TY, £OHEHA
OEFARLEIT RISEMT 213 EittEd iz 33
LT %,

PEHAIc T 2 Sl ORERF L U TRETO
3oL LYEBETHS, 1) MEBEHREZAELTS
BEOELE, 2) ENBLOTIC L ) HER OB
MBETT 5, 3) EURLCEET L eMNTER
VW, T2bLEAEOME, COHhTH -k bEEL
SEENTL ZTEHROMWMERF I, 1) OFRELE
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RKOEEREIZ0DTHE, CD& S EMFELE
7 i E OT ARGk i3t T 2 H %2 LU T i ik
60

[. DisEAISEIC & 2R
FEAOBMESIC & D RRETIBS, MeEw:
GLEERNE I, VHICEHRE ESEERET
LZIENTEDD, *OREEIIVRESEETIX
FTRERERDLND, BL T in vitro \Z 817 5 G
BEN (bw3d MBC) &= X%V EBRIM
BRI 2 MMRR L AT SRR 2B T
3, TRbLERMAORES LY, HEFERD3
QDI N—FIAWET I eNTES, 1 DIIHER
PEASAROBNERCEEILT, EERS S
UVEERVITROBELEALRBEERETT LD
T, RERLZ DT 3/ EREHEYESF /oY
RHAEAZ END 2, 2RRHEREERXEIE0
EREERNEVES, BNIHEER LT, &l
HRLEVWESCINENLZERAERTLOT, K&
KHEbDIEEZ7LF I oRERIVY U END
5, SMNRHBERLERS L I2BOBEEER CH» b
57, BENRERAE2TRTLOT, =704 FRH
EPBEP I/ AT r=a—N R EBKRT 5, —F,
<7 A ZRGRIBERPIE N T 5 2 S OHEFID
BRSIR ARSI T2 L, 2RHCEBIHAERTIVY D
BEEZDHMHMR (EDso) 121 [EHS T4.35mg/
mouse T, 1 K¥ffEIRR 6 B 5 T 0.21 mg/mouse T
HY, FEKRESC X DEBESHREIN220ERFL -
72 LOL I RICET 27 3/ EEB&IIEWED Y >~
I2AY DB E1EREHZVIEIFERETLED
BEMRIIHN0.4mg/mouse THD, ERF VY ¥
DBEERRY, FEREIC L D RESRIIRFER
Slrdpotz, B k% OWEFIC D W TEKRZKREY
2IT0, BREZERE LT 2RI 0VR3BOLS
KEFERACBLTRENIOROERE L IHTVE
B, Ekicn L CiERITORE, —EEAREY—H
ARESL, —BOHWEERBELE L0 Y,
BEISE D 2 Wi EAEHERSZ XY, BIER
BEr T2 PIREBMFGESE 3 L 2REHED
HHs, 1355 RIFLIGEIENPRTEIbDLHE
Baxhz, £72 180 L5 EEOHEOERTHER
PO/ R—EORSEEHL, BYHREEELT
hET23Y, FhCHEL EESIRBEO NS D
NDEBbhz, Lo T, fIEAOEERSEER
ETBICEL TR, #DEXD in vitro BT 2 HIEME
BRR, HCERMERICE T A REEC OV TERET
ZYENH D, El00FE, HNRBRELMEL k-

TwaH, 20L& ZBRERETREEOERANG
HEOMBTEY, RENLERERTEN LD I,
230 ERMIC B 2REH ORVERIDFLS, Wit
ERFIEDIDIbRE L EH IS5 D,

oIt fbahic S VR EEAT S L, it
MAEDBERTIDbDEBbI S, Tk L ISHRINE
& BT ARBRKTENBRET VERVIERE
BT, B3RO 7 2 ARTEMHORR =ML
ez A, Whdb B-lactamase XL TEETH
Zicbhbe?, EEMTEDORRYRICENESD
Sihtz, Tibb in vitro TiHEEL LT WEK DA
Bin vivo CBLWTLENMLLTLRERLABS N,
ZDERZE7 2 ARTEYMBMOD B-lactamase %}
THEAMEB L UFHREEICHRT 5 Ebrol,

¥ EKE—EM T e —F—Y a3 T B HE
OTHEERS LRI D EFASNE, DL/ 0
Th7 222N ERENTHIRRC IZMERE
B 50%~T70% < 6 WHELEL ohs, BRETIRBEKRMIC
DI NDIKPAOEBBRZYETHLI L H b LK
bind,

1. HEFOHAIC L 3HEm
REDBEIBWTIE, EEEBBFIEOBNT3
AloOstRBEL—RNICITObh T3, ZOEXFH%
— A OTEERSIEIc D TIZH B Z EHBTER LS,
£ hBRL I ERREIC LD, i MSSA D *
o &2 MRSA #H0T, ¥ /o RiiEE L
DHFEHX A L8481, M rgucltrTy
DEIBET ORI LI, TOBERF* /ur®
FEELERARFSR L 2 BRI 2HALLBEL, B
CIER#F2E T2 ¥R 2HALIEBEL, L bicHl
HERBIC LT LAGREE T 5 20 5 5 Vo I3 BIRER
RLRkOBERTH > . BRNZERE L THAL
Te ST EALREIE D7Dt B LV E S 2 508, 64
THEHRALF /7o RRER LB HERASRO NS
AEENEIVEFI LW EEDbNRS, B iZF/ 0V R
HEX LS < OHEWHBEOHEERIC DLW TIKRN %
fToTWwaY, 78/ EMEHREYE & OATIRE
BExt LT %D FIC index 30.5f58TH D, &
EBIERE2RD T 0B, £6-7 75 L HEY
B L OBtATIE, MSSA ® MRSA, €577, &8
B L TE#1 5D FIC index i3 KEB4450.1~0.9
ThHY, ¥/ o rRREELOMBIEREZED T
W3, LL~v7o54 FRIAEWHE L OB TIZE
HEABRONZEELHEEL, ho OfR Y
EBSIED D IcEE LSkt Bbh s,

FRLVVF-LREDEEBEERCSFR ED
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BRM % ¥ 0 & 5 RIEFEYR L TiH O b i
BRI b D ERbNS, XV F—A
L B-5 29 AEMBEOHMAIRT K o REE L TH
HEEBESNS Z kD, UL D#iahTBY,
Lo MSSA kDb MRSAD AT D #BALEN
KAMNESND, VYV F—LbR3HEOMILERTS
N, BEHELTRAFA =y 7YRT, HRBOE
BEMRTOLOEEMTLERVET S, CD&D
YR OTMELE, B ic»wI EBHEREN, FEM
&R L OSBRI IEOBE R FRO—DIZ%
Z2bDERbh 2y, S8 in vivo BT EZERELY
EHEMU RN EMAERTITS LEMBH 5,

AL HATIRAVREEE L ERERETRT
ZEBPBETHEERDNS, Boikd /Rl
WXL §-7 79 AEMHEEHAL LBEORESHE
OREY, 7 F7TRELTWEY, ¥ /o0 Rl
LS X ERE AL, L DEELXBRAIEAL
Boh, hiz¥ /o RAEERCED 8-5279 A
REYBEBBERLP T RolchkbBbhb, (1
W OhDHETIHER L, ChEo—T—¥
avT5IEbMEbEBIET 3 DB LFERT
brr¥zoN5,

L ZFEEHLT O L EZLIPET 5
rxEETHE LBbhn s, M LEBEEIESZ
ERAEETH S, Lol, M BESES L
TETH, MUFSHKL ML TELBEIK, %
DOEDFERE—FHLECPIE T 2 BRBLEDL b
Lz,

i » o B 7 FHm RS 1k 3R
—B-F 78 LH T I 7) ay FREREBLIC—

# EMA
JEEX - K - MEY

EHMEESER > SME S n 28 L 20W
8], MEOELZARELSHCE L EA L OHLE
b2 OB EERCIBEL, BRI L
BEETH S,

1. BERAMBOY—~<A 72 2ADME

BRBEER OEME L T DEAMER IC 2T
HMBRONE, TOBEETIMEICOVWTELS
isolation #», colonization #», % % \» X infection »»
FERICKEOCKFNT 2LBHBH D, TOLETHRBET
LICEREE - BRI OV TOERARZHEHD, H5
D UHER SRR I 2> TBLLBBDH S, £

DRLEEMTORR b FAEL T { WERINME
D HBEABROBRTH LKL X, HEK
DEAEETHETRETDH D,

2. ERWERBRLRZOVEROLBE

MR RICE>HMETERLTVSLY, Ehb ke
BRLEWER EBOMASEEBERS, 8-5
2 % AFITMEDF e &AM IiZ, MRSA 2k
i¥ PCase % CEPase iz & 5 EH| O MAI WS EET
H2, PCase EEREFI P I VARV VKRS
NTVL3HLDONHL, BEBCREFORNML, WX
EHOMINT 2, ERERELERCEDIBS, %
DI:DREFOXREMP E L LBH, e LITMRE
WwHTHD CVA, SBT, TAZ 2 X DHA b EikbH
2, B3R 7 = LHix PCase CRETH S 120
ez OMy, UL, BAE CEPase ¥ E&ET
275 Lt CEPase * SR icEE LD, &
F% CEPase B4 ZREICH L TEROHR L HT
T3, FOLOBESRELBELRRL VBN, &
EXET7 I/ 7V ay FRERCHEN EDHHE
MIC%& /&L, SERMTREOME L LD
K& T2 LomtEERILicDRMB, %/, HN
# CEPase Z4 Rz F% ALK plasmidEL T
+aLMERBERAD Shizwvol, WK% CEPase
E4REF i plasmid © 2 € — 8, REFRICHH
LTREREOH 2, ABERELT 5, LId>Tod
% CEPase AR ELE % :BIRL i  WEMOER
LHRERE I & 2 HEREEORIN MG b0, §
% plasmid ¥ CEPase & & 8 0 BB 1k ic D 2 55
DT, RPRONELLBTHE, —H, 73/7Y2
YRRERNLL-F 75 AR LR TREKENCH
fap s EREEL, BERNICY XY —ACFALEASR
RHET 2, ZOEFOBERKIL, BHERICLS
EHOTEL () BEETH2, EHBERICL
TEBE LD {wABK 2 ¥ OXEF BB EE
LWt LR/ E W MIC (RRSH) 27T,
PR HHEERTHEBESRIREN S, ZOBRSLE
HERKOBIRIIE L EMd 2 EHMR L MIC LD
NBREVEFLrMFENG -, ISPOL S5 1EDE
oSSR EMPLTRAR, VSRR LTE
F7I/ 7Y ay FREFROTL-5 75 2828
AT 2Z0RE5 ORI, BREICHIEEHIN
HED12DFERELTERETH S,

3. SEHIFHEEF S COMMERER LR OMRE L BT
i

colonization % infection D EFRBE L+ b h 2 B
KOWTERZFET RETH3, TOBRE, B2
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aHL SN L EROMENM LA~ ), BINE
0 S ERIT 10~20 BRR U< DMEEIZ 2 W TEA D
FHEEORIRE A RN T E LV EBTHL, DB
A, Vb3 BB L MBEKIC DV TORN TR
Bz, B SIEENIC X DIV in vitro ROREILIZ
MEOHBR L EDRBIEIC KW/ IIDEBbh D
T, TOMUBNLND, L2 TEERITBITS
free D7 X /BMIZMH 70 A 5% LU FTH D,
2D#HETTMIC 2%k® % & carbapenem R ¥EH| D
MIC 28 LALLM L 7: D ¥ %, biofilm EakE» & D
TEEBIROBEZ L H 2 2 LBEE 25,

ERBIE

ARXTF, AET—, AARETE, FFHERTF,
BAEA, K — MBAEXEM BERR), B
H—, HEELF, BBETF AR & BEH B
(RARBERIIRERY)

PRI 33 R BYHE W B 1) 2 B RS 1L 5E
KE
RGKFEMBEREHFTRAE
FLOWHERORR & % OB S RRER
BIEEHRWTELY, —FCREEEEMORMES
BEANBLTE, WHTISNEHERTH- T
b, A—FEAORPHEECBE TRERRERNTH S
h2EHOREFTEEDET X LW X > TRABEOM

HAEPERRBRBRBCREIZbDTH 2,

I TREREMECOEEL ZOBEREHS I
T3 LSRR BIC B B TR IR D
DM DV TARS,

1) EAmMELoRR L EFFERAIY bo—1

A) EIZNIHREE I B 2 MEM RS RRER
RE BEAREOHBERAURIEXLPHEORBLAE
B4 7NV oY, REE, 771 \A7D3E
ErduLThot,

—7, BePitiR 8M T SUERIE OB RNREE
MEOEABECRBEGTFvERE (ZoF Lk
MRSA) L &iBHE L C S AR HLNERE L
ZoTwiz,

B) =a—F/origtkn#ETEBRERERFIL
& 3 R2MmEME: OFLX e 3 BtE & 17z 1985
FEPID 3 FEM%E 3T T, YRIBEMERC O
EBRBLFELELBEORE T P VERH L RBHICNT 2
OFLX @ MIC 285t L 72, WM i £4 OFLX
3 A THELDEITHHS L TH - 2o < DS
EHERRENREBRREEAB CL VREZECEDOL

feo B TMMELOMITHRETD > 1o 2K (A
BhE, REBE) T=a—*/ o REREOBAMA
% 1 0 AMSE2H1E U T % DRl T 5R I MR SeE L 4 B
D=a2—%/0r4¢H (NFLX, OFLX, ENX,
CPFX) wxt3 5 MIC 2t L 7co £ DRER, & b
oy y—, KK EOHERT MIC HOH MW A
Shie, #ZTaLIKARBRETHILXZILAM=2
—F /0 ROEFOEBEPIEL 2, PIEEROBREA
RBRE D MIC OMN TREBBRAKBEDO =2 —F /
oSN RRESENLTEY, Mo OEET
b MIC oS L7c, 27, MBRBRIVERRDOKE
TEURBERIREOBELOIPO0TIZDH 528
MIC H32t# L 7,

C) HEB7FUyREOMINOMMEMINE &
MINO {# B #IR O %8 A 7Bt T3 1983~1985 £E iz
BEBTRAEEAE & LT MRSA OEEM 2E/L, »
D MINO SEWHENE2ET 2 L 2MEL K, M
%, MINO DEERBERDORAM A S NI R, 1987
2% D MINO itk MRSA 08B L 72728, #0D
BIEIMINOHHRE2E— I7BEO¥EAFLUTCHR 1212
bbb o3 MINOEIXZE D& b EFTL, 1990 £
WITHMERE (MIC212.5 ug/ml) DO#E&5576.3% 1
FCEL, ®2T199]1 i X% B MBA L % 7F
B L, F—REEA2EGERL 2 OHREEOBL D
HAGDLEYEZRAVWEREA Y2 —NICE>T
MINO DiEFiR 2 X 5 Ic ¥ —7BED 1/5 & % CHIR
L 7zo % DFSHR 1991 £ D MINO it ¥ 12 43.4% =
FTETL, MEEOETICHRIED DIz EE X
ohlz,

2) VIEAIOMERBRBAAE T 2 HRAL EERR
DK

A) BORMEF: SHG - & bFRRERAE GHIC
Ao hTwaRONEFII=2—F /o, EOX
=)y, BOFL 72 ETH3, 2hbidnd
by FSh-Hgsc—a—* /0> CREREICE
THEBOEABAS NI, LeBICFhEFRICHSA
LELTBY, —a—* /0  TCRIKARE, <=
VoTR7TI7on 27, BOFL7 2 LATREBTE
VB EANDHENSTL I NS hTWw3, H
SRR T D% 5 ERM D 2 h S OEROFEF O
BERBEECHTI2HEMEII =2 —F /0 5383.3
%y =) 371.4%, BOFL 7 2 55369.7%
Thotz, bobbdbHBLHONLTWIZa—F /1
Y DFBE, 1987, 1988 EDHIMICBII 2 KBTI K Y
BRI BB RERAE 120 3 2 H %)X A5 100%, FIEE
MR BRELIEICN L T66.7%Th->eDIicxtL,
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1989~1991 FED M BV TIX KA T F V3R, &
MRBESE I 33.3% & T OB I & 2 MR R AR IEE 12 St
Taza—*/urHoEWEIZELLETLTL
fee ZOBRMZERL - OMEMICT 52 —%F/
oYVt DETERBRLIbDEH L S, —F,
AYI7NVI BRI UNATRIOSEMIIBY
3 EM/ R T oMbz o nd, EbHTT
CHI-EHREFE-> T, COWHIZ, MRSA &
IR RERIE OB S IR RE THEBW RO BEW 2
ERH L OPIHFIREORENE T L L BHICH
AT LeH2LoNT,

B) HHAGIEF: BEMBOEHE L L TidR
BHPEEAT P URECOVHEREIAL B 3+
Txh, 413RXA, -7 75— CEBESH,
Fhic7s/7Yay R, MINOEHHE, w705
4 FRERISAVSNIERTH D, EIL) IR
TOTEFAEAOMEMEMTRBBIE T 587
BT, 17NV UHE, BARE, 75125
D 3EESEREOHEIIE IR L 7 = 2F 2RO
KAWSLNTI00%BE s iz, 1 7 vy Vil
Mo 13ttt 7 z aXEERAL, 170
IUFEIZIEE L 7208 MRSA Btisk & 75 > 12 fEH b &
Shiz, Lip L—ME9Ci3 2 h S Bes RIE O FFIR 35 /%
REDBERBXR VI LA LA SN TEHEHER
BYShLEBERWESB SN TV B, —4, MRSA
IEIR SRR RUE I B S B A OB RE I3 1987,
1988 FEDFIMATIRERF LA T 86.4% LT <hiz b
DT H - 7258 1989~1991 FEDHIUT 13 57.1%c & T
ERL 720 B IE MINO OBSIE S E LD THE L,
OF L BB LLEROFRALbEL o, LD 2
KHEBMECIEMINOMMEER BB S S hicld,
MINO BHITCRAWSN 2 Z L 3 $tATCOFER
Roh, fihd IPM/CS+CTM 2 L3tz & 3
BUMEIEVWLDTH - 7208, MINO LSO HF T
DEMEHBET T 2 Ltic MRSA o3 2 E5#A 4
EOBEHERET L2 bDTH 2, £, FEENEE
RAELAE T B EF ATIERA OB L, ¢
N TRBEEHFILHERE S NIICO Lhb S T HiHE
HARTERPTCOBERHEDETBL SN,

3) #BVRUBHBHIE

PR 38 R HHE OBEBER O— 2 BHEFI 2 BLTw»
SRAUBELOBTHLERRZBRVET I LTH
%, TR IBU T RERRLE DR IR LR DRERIC
RREFYI—FILBZBMELIZS Bu2Tbe 32
& CTMRSA RREFEICE RPFEDTE Y — ¥ #ids
FAUTEHEYT B EE2RLI,

4) BRABRROIE

BEPBRIES vl L L T ORMEE R S T L IdBEN
BRERE L THETHE, AMBETIIBRE, HE
HBOTRPREOWEKOKBKICHD ST L TMRSA
DBERRL S DMWY L FHIBREDOEDIC bR
T,
BEDRMRL S, 4 HRMERTIE 2B LM &
LHBERDEIIZR D,

D MEMRIE{CEMikIC B 2 WY 2 MRS
D EMKE

(1) ELVOELAMORE

(2) MEADBHIE (MAXKLBERRTFH)

(3) H%hzptFAME

® TEBEBEAD S & WL L3R

(1) £HRMOB*

(2) RAFABREIR (WK, RELY)

(3) EEMEHRIE

(4) %A colonization DF x v 7

(5) ¥ ViR LBEDFEE

@ BEABREONH

(1) REENK (BE, TEE, EREEE)

(2) BRANEH, HE

(3) BEAEANEN Ok L TDa Y to—n

(A—RBEERD7 > 5 — 5B L UVEM
B5E2#73)

MERBETFHIIEYE L EARMELD
Bz DWW T
—5%1Z S. aureus K DWT—

all A"
HHRHIKPE 1 45

B EEOABFHEROM L2, Ehi-Hi&
MBI X AWMERREDOTFHZ L RBECLE0D
bELDHDTKEW, LLrL, MRSASno Z & ¢,
RAELZMEVEOSHIZ, BEbamttEsmma
¥, TOROERLBEELEILLEIN S5, L
Teddo T, SBHRBIC BT 2 ERIRHEILR LR L
T, MEBRATFHCERATINENEOEE IR
S. aureus Bl U TERMICKRA L -OTHRET
-

FE BRI 11989 1 A5 5 1992 E3 B TOH
UCT S. aureus #*BRE L 61 Hlic>WnT, S
aureus DT HERB & £ DEFIRSH % £ % retro-
spective IZBRFT L 720 7 4 X 7 RS ¢ MPIPC i
(=) £ (+) TEOMDE 7 x ARIZ LicHtt
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»RTE% MRSA &t L, MPIPCREZMEE2RT b
D% MSSA £ LTRAIL k., MK IL: #fTRIHRD S.
aureus DRERFT L, TOHREXBZHEOTLIZD
WTRIEL, HRBRTFHE L TEAIARHEND
B3IZ D\ T prospective icN L 7, 1991411 B
25 1992 4E 4 A £ TOMLRRETH 69 Blicow»
THRTO MM L AR, W2, 4, THEOHEBAD
S. aureus RERIEWEL, SREROEHRBNY,
a7/ 7—¥8, mecA DR L RAEL 12, EHB
NOREEREUC (XM E v, BOSRRER, B
BRI M EREEL, BOcaBobdao
——%BRK1020=—3FTHEL, 2777
MOLD%® S. aureus L LTHOWI, £, =2 =y
b RORRIT 4 3 I THREER ST 7o EHIR
Z 4 ZMIC-2000 % v T10°CFU/mlE /i T
30°C 24 FefGsE 3 MIC 2 ¥ L fx, BE L 23X
& LTDMPPC, ABPC, 2 ¥EHIER &L e %
72, DMPPC @ MIC %5 12.5 ug/ml LA £ % MRSA,
6.3 ug/ml AT % MSSA & LT#k- 7,

R RN QW3NS aureus DREZHBKT
X, MRSA i 25 CceHicmtE%2 =L, GMIZ 50
%, OFLX T50%BOEZMETH -7, L L,
MINO ket TH - 2y ThicrtL T MSSA
1219#%THY, ABPC 2 50% T DERMETH > -t
12, GM Kb T It 2B 1031312 REF 2 B2
2RL TV,

S. aureus RBIOMEERIEC OV TH B L, B
REPNRREE A 25 B E b o E b H L, R TAIESE 9 F,
Bh%, RS, »TREREERD, BRS 3Hlc
#Edtz, LL, 16FRBRBEREHED LI T
¥/, ARG, BRIEWINhH MRSADAHDRET
Hot-d, FOMOREYSE T MRSA £ MSSA &
ZEEZEDRMOTI,

IO DFEMURERE L TRERKBSBSL, R
HERBTIL - KNEDFHBPLTH- 7288, Th
SERPEE MR r MRSA, MSSA OHREIC 2B ICE
DM,

BB T & L TIHEBRFEMc L TIXE 2,
3, B4R 7 2FDFEAE LTFERLUAEA
nT4Aam, 2otoLKnEOFMe, EEFASE
RETIRT Bk E OBRARE R EBfTDbhTW
Tz T OERAEX L DBMFR%EA% L, MRSA 253
MLi-@28hr7 c ARIMBIRCERENTEY,
MSSA 19T D68% L D EETHo7, L
L, SN IEROETRE» o1z, £, A
Alica sk, $21#8+€ 7 2 AT MRSA BRHEHI D

o WAL 64%, W3 HATIE82%, WHAT
272% L, AROETIREVOEIHAR L7 = ALK
BWT, MRSA Ddid 2 WELML > T2,

iz S. aureus BAMENIBPICTODNVTHA S
¥, MRSA 2Bz 38\ T iz ¥ 12.8 H, MSSA
AMPTEHY17.8 8 £ MRSA MBI D HE L,
M7 BN O MRSA 2GR 1TH LS b0
ShhdTHot, 2D k& MRSA B KS
12, MHTLSEREL Tuled, HREMHHERINT
oL Sh, ThCHiOENRE I L D REHEHS
HBlhrohtHBENT,

ML MO S, aureus RERR % A5 £, 695
chhji - BRI & D oMt 105 (14.5%) MED
B 2H (2.9%), EBOAMRIF (13.0%) T, £
e LT214 (30.4%) THH, ZD>HMRSA
58 (7.2%) KRt Enl,

IR ORERTOELIE, 5 BB\ THRRK
EBTERPSTDTMBPUTODWTEHL 2, Witk
D S. aureus DMBRROELE A S L, WKLY
Lo 7efliz 64 Hish 518 (79.7%), MSSA i3 6
Bl (9.4%) Wkl & e, #%kic MRSA & 74
(10.9%) WS hi-b, ZORMIIHITD7.2%
EDELR>Tn,

FMERAIA it MRSA R % R 3 &, FFIERE
BEBLTSHREINLCPEWVERICH- 2, ¥
7z, MHT &L D OMRSADEL %2 & 3% &, WA
MRSA ®RH D 5 Pl 3F MR OLBELI-LOD, 2
Blizk L. Rb- TlkRFT - 46 (6.3%) i
MRSA s & h iz,

27, PHHRESEEANcELESL D L, fik
MSSA OMHIE S. aureus ~OHFEH LFEEL, B3
L7 AFMBABPE oL LB o, LvL,
it MRSA BB % A 3 L Fh O OER I B
WTHEERRD T, Bt T24), BIHARTL
B, BAHRTIPTH o7z, LiztsoT, SEOK
NTHBMD, Wikt AXR L MEkOEBAN MRSA
BRI REEZBD R T2,

FROEBADKRE T & 7z 64 B, MaTEH~T
EHITECER 2R U IERIZ 6 5] (9.4%) THY,
IhoDEZDODWTASBE, MSSA o5 fi#2 B
Hi MRSA &L L7: 16 (B-7 278 ~—FPEEH
X high»s (=) ~, a775—¥RIU»SII~,
mecAix (=) 6 (+) ~, T>7obFy oM
D»5C~, FLTTSST-11& (=) &5 (+) ~
E%1L) i1, MSSA 5 MRSA ~DEERITEZ S
Wiz, WAl S. aureus BUFTHEZ2HEBE X 7H
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Bz MRSA £#MRH L - 38T, MitkicMmian
MRSA i3+ RT Q-7 75— ¥HhBLEKTHY, 2
775 —2RI, mecA (+), Tr7abrFy B
C, TSST-1 (+) DBz 81 5 %7 MRSA
DNY —v R LI, LEktioT, HMiRERH
MRSA B3 hi-ch s 46, MaTE DL+ T
MRSA ZRE L T aTHEME S H > 7eo MRSA AD
TSI, 2HC BT ABPC DA 2 BBHD
BTERBAON, BIELIAER2ADEL-F7
Sv—VEEMMIPITIHEEES»S high~, 1
#IT high %6 high~, 2777 -EBizEn¥nV
BriIfithyouindb®Eibi, £, meA iz
TFhd (=) DFEEThote, TNOHIRR—KTDS
-5 77— V¥HEMIZ LD ABPC AOBZHET DT
HEMEDIE 2 St

WMEDOEBNEMBETE 645 78 (10.9%)
CRTERRELRE LIz, D5 b MRSA 12 X 51
HEERNRESIB (4.7%) KRELLH, Zhd
P b ATREBRRNIC MRSA 2R L -EFITH
o7, LIcdso T, MEBREBA LD MRSA ¥t
BBV TIIHE MRSA RROREFELF W &
Xz onis,

8 itk MRSA BRHBIIC iX, WMATL D T TR
BLTWRTTHMELE S, #itk 4 BRSO TR
RERICL > THOESHICHKNR, %7213 selection ¥
RITHET L bDLEZL NI, £/, MRSA I,
NOEFRZHEDETIIZ, 2BV TABPCOA
DEBAESN, Thidp-F7 75— VEEKDOE
ftickzbnEZONT,

INODORELY, SHOMEBRFRCBI LK
BRETFHRERORRNE L TR, WESREOEHK
RBNHEE LTDS 7 LARBEETHD, ZOFH
ELTOHERE L TRRSHLHFEHOEmL Y &7
bF (FBE2HRE 7 L) BhLbeks L E
bhitz, LL, S aureus DFFITHMEICRS IS, 5
iZ MRSA BB IER 2 ERT 2888113, Tho¥
HoERAE X 0GB L, £, ERcX->Tik
VCM 72 ¥ D MRSA i B 2 XA/ 0T & D 0O
BRELRELHATILENDBEEZI SN,

RegH7F—7FNVEABEBECBITS =2
— ¥ /o vt IRE DORB Lttt
B 1L 5

INEF AT —
BN S EE KL W RbT bR B E

SEEE, REBRRERE»SAIMINIELBEDOLH
T, —a—* /0 HICRHE R R RREOMMHM
MritoTw3, T Lkt RS n3EAD
HRAEFORNTIZ, REgH7—T7 VRARERT, B
M= 2 — &/ o ARSI EFATHC, Bt
BOHME RS W HERIBASNRT WS, 50D
BmHTI, REEH 7T — 7 VERERICE Y 28RO
50, WMUEBEORBCLDLIChhboTn{d
X EBBAY  BEEKAYICHEIT 3 5 e b i, BAT ORI
DBTERN%2ITo1. 1) AT —FLEABRDPOR—B
ZHEOF—¥DO MIC i2, —2—F/ o HOk#
BECIDEDLIICEMLTVLDD, 2) =a—
/o oS5k, B5HEEREEORBICEN
BHahE5H», 3) BE RREOCERKETHEZS
NTLIRMEIED A H =X A1, BEIEEKTHLON
AMELLEDEIEREGET 2D, LW 3ATH
5, ¥7c, THOORNBEREREE X IELBHER
K2V THHbETHRNL T,

MRE Ak NRIZ, BEREY T —7 0% RIBME
HBLTWIBEOLHT, REREGR YL ORBORK
RAEZZBMEBRY L ILWEREL, ZhdDER
T AHERORS 2 —RT Tk L, 5l
AokEhit s s #HFkic & D ERORESHEER
B, 2AZECROERETORNSFEAE L TEH
DERELX 1 0AMEL . BONRBERI—ELT
mER e MIC 28E L, R—BEHRXOR—MmMHE
PRTHT, 58 MICO LML S KD
W TIPS DA %17 5 72

ERO®E X, AR Dasen (#&BEFEA) 30
mg/3X%, B#; NFLX 200 mg/1x, C#; NFLX 400
mg/2x, D#¥; NFLX 600 mg/3x, E B; NFLX 400
mg/2x & CFTM-PI1 300 mg/3x % 2@ Z L e X EH
5, O5BcbiITiTo 1,

KA1, RWREAHTF— T VHBEMCBT IR
B L R

BoubOTRINA, BwbDOTH 10 £ER, MK
LTIREEA 7 — T VOSEHB E T v 2 ERIORDIEE
HBORMEAD L, BRBES21% L b5 L bFH L,
K> T Enterococcus sp.#315%, Pseuodomonas sp.
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b3 8%, Alcaligenes, Flabobacterium, Enterobacter 7z
FOMELDBI ATV, ZOELT, Pseudo-
monas aeruginosa, ¥ & U Pseudomonas sp. &b
BCLEBOIBRLULEEDTEY, BREL EON
YD 15% eV BEE OISR TV,
AT-TVERBEORRIEBEALZ L, 185D
BRNEREDS b, HMBERAGRZ1H0AT, M
WA, R 4 MU EOMBEBRAL L%
GH Tk,

2. HEFID RO MIC 24

AF—TVRBHBEE VLT, —RRERO®R
52 LR TAHBEINALBOMIC 245 L,
—a—F /0 FEBERG T2 0% Vb
NFLX, OFLX ittt # ;R L Twize —H, —a—=F
ZaYHUAOTREREE I TWIERA O MIC
NMarkHrBE, BUROZELEMNO=_a2—F /0 K
EBcHl~ MICAFRIEZHEME 2 LD,
NFLX, OFLX & id¥#HTh - /2,

3. REAT7T—THVHEEFRCBYZ=a2—F%/0
YRI5 %D MIC OEEICDWT

ZREREC, BRECRUCMER 2R L KO
5% MIC 0XEI* 45 &, /NEES5D 1 H 200 mg
BEKTR, —a—% /o AREGHKER, 2~48
®BThHh-o>TH MICOLADEE IIEL, B2HE LV~
ViR h s, PEEREETOMICOLERT
oDz, 1H 400~600mg Dh~FRHERS
BT 28Mo%E5 T NFLX LT, 6.25ug/ml
D MIC %R L 7=70kkHs, 50 ug/ml LA L DB EwRMEE
CELTERE, MICOLEBEL»o I, H—&
HFHEOR—MER 2 RTHEOLEHLT, —a—F/0
CHIOBE®ITTHELSH S NIBRIZ DWW T, THER
BRI 21T 128, NFLX200mg/1xX#& 58T
2, —a—% /o Ao AE{LL, gentamicin
B MH{Ld 5, nfxB mutant D HE M H 5 h,
NFLX 600 mg/3xX & E5EHTIE, —a—F /0 rH
BBt {L L, imipenem & [@ B i 1L 3 3,
gyrA mutant & nfxC mutant @ 2 - @ mutant 53
BLTWAAREMBE I bz, 7, =2 —F/0D
CHIEEOY 7 x ARIORBEORE TIE, MICOZE
Bizaohnd, MEHOHEIAOWEL ST,

FEDEEE UEORENS, —a—F /0 H
EHRELTVA0ED IMEEOHREZIFE T E 2w
S, B ET 5881, KRE5 L V/NEBRS
DOFHE TR & % FIHERE O REHMEL AIEEM DS
TRA NIz, £, =a—F /o AERBREOm
MALBEILE L LT, 47— 7 VEBESICB T 5k

WL EREOREIZTRL I Z, —a—F /D
Hl ORI 2 B ERLELBE /NS0T I2H
LV, REEH 7 —7 VERESICBVTIE, EWR%Z
FRIGME - BBUMEIC LD =2 —F /o U HEEO
HERRIZOVTHIHEHBL T L NAEBTH
D, THEEOMINT 5 EHE LA 12— R 2 X%
FOBMSORELHAZTINITL S LV EHTRERE
iz,

SRS L:2) HIERAR{LSREDMBAR

A&z id

BBET
£ EH B KT H MR

MEE T EERACERE T 5 BAEEREICIZRD
O uFlEH D,

1) RECHRBREOTMBEEFEBEEREIELILY
TEB3DT, FEPICL->TRLHHE LD LENTE
KRB O5N S,

2) 2ERE5DOBECAHSNLEIER (EHBMAD
BE, ¥R, B, BWEEZY) PEHT LI ENT
&35,

3) HIRRFTYH, WHELBEERIE, BE~AOE
Er@iIBs,

EFERIRL, 25 LFIRE2+2ELTIEMNT
ENITRAMEEREEED 2 LIz BRI LEREE D
BERICE D, b TR RBRRSEDEROSTTHE L
%BI3TTHL,

LinLgdss, —HATREBRERELT

1) \|EHECEARLLERICHD 5 —THEE DK
R 5 agetl

2) BERAENT ZEIEA—SRERBEORER
B, B8R, HBLCAOKE, MECEMYL S DRBRE
DE[HEM

3} BREth S OB & 3 2 HNEIER—DE, 8
BEZR ¥ OFRFDOATREME
REEHITBIENTES,

K YRY T AT, NBERFALERENERS
h, FRShTWIBKRENOR G REL, 1D
MR %2270 —X7 v 7L T, &L OMRNEHE
EEBEDH D R AL >Thiz,
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W& D

HAR=
AL BT ERAR

FHE I EREORERN & L AR E L CHEIE
&« FIESIC M H D, BRENDZViIZEEOR
BLoRans, 5RO LkEHCX
IHEBEN—BNTH S, hoDEETHR
2318 5 hur LY O RARBRYE CRIFER TS5
BITLRVHEIE, NEXORFREREREIN S,
iR EME T, RRRATCERL - EROM
BREXAEOR/NEHEHILREZIZIE2»ICBLEI L
BE, Lichio T, BEOBRYEICB VL TR
REBEALLBE, ERACECOMBENEL TS
3, 2T, NRGEIc B 2 RFbEREE LT,
MAEEOL7a VS VBRARE (X774 —6H) &
S P RABVKBEOHR Y 7 — T VERGICB VT
FEEOBEENEAREEITL, WO2HDOREAK
DWTHEL T,

B SGERIE RRJE X DR BN & B0 RIE
L, BT DELEBREREL LT W, FHERE
LB ENEEREEZ 5548, blood-bronchus
barrier D7z D ICEHDOFENDBITR+2FEXE X
2z, £IT, BRARELHEBNCITODATWS,
OFRIZ, [EX - MACHBEOINER X EHEER
SHBZIENTE, 2HNRBEIEARDZL, EF
EF-MNRwbBEATE, REEIHMELZHOEETH
AJRETH D, 7, [ELREDERBMEELHH
TEIENTES, BAIHEL 72368 D & % 1w
W, EFR, HiRME, TEMZEOBALSRARY
KBWLWTR7I/7Vavy PR, KAKL VoY
BEALPTVENLZ 3, EARMES TOREICE
3ESM, PCTRY sy 7425 nBEELLELR
bh3, IEERAKEIBYTRELRBTI 7V
IUYEPRBEENRELT, 7I/7Vav %
B—RECERsH, 1H3ME, #5HHMIZ7~108
BInER L XhTw3, &8, ALEL L TREXE
RIE L BRBEMEOBRAIBENTH 5, EMEDOK
BX iR L D OBRUCBAL TR, 8- 7% L%k
FELTREXED, 7377V ay FPRigmlatp
RIS 3 LEEBIN TV, RABRETIIEAED
MEMELPEREAT 20T, BRAEOWHILPER
ROE»ic, WEHEEHENDOEE IRT SV,

REAKRS, ESfEERE, RSB L Tk
REEBO-DICAT—TNVEBELEL T 2880

B350, BT 2 L REBREDREMESMNKT
3, ¥2T, BRI {LeMEOHS, @AW, K2t
IZ2WTHMNL 7,

fE 2 58 M, KM, »TF—FVRRET, 3way
NWh—vhF—7%Bvw, PL-B (PL-B50 7 #
fr+4&AS500ml) 2 L5k E I M TITo L
%, WkiCRBMAE637U/ml L MR 2R L 228,
4 BEMERIZ IIMERALUT L& > 12 —F, RN
Wid 100/ml AT IcAP L 1eds, ROBEDOETLE L
bicEHUMML 2, B, WM ETIZ246M%E T
E. coli DREOF A SN,

86 M, i THEIMIZ AMK (AMK200 mg+4#&
500 ml) B§EEITo 2o ROMEDY — 2 12138 ug/
ml25RL, URABICETL, 463MLIE1.7~1.9
ug/ml BRL -, BEE 1, 465G OMPBMEIL 1.6,
1.4 ug/ml 2R, BMHEL D ORPBSKEESHT,
Bt IXNIRAIC E DR IZBAW TH 505, 4BF
% I MATIC L 7o D& iC, KEATRARS
L2 BR5 %4 4 HETVLHK L, AMK TH&S
1M 73, ETFTRIBRPRED
BTs:BNh, VEKE, AMKI100mgl B 1 [E%
FTsk, MPRERZYIBOAMEL b8, 16ME
2 7.2ug/ml2RL, LHEL o —F, RPR
ERIRARECHLE— 7 3PREBEVLOD, BB
150 ug/ml LLEDE%ERL 72,

88/, AU TPL-Bick Bk, 757 %o
2o BHITIR, REXPRANBEMSIdDLITVT
ZHRMNM L Bontz08, PL-B b3 P. mirabilis i2 &%
HAHE S, ROMAEKIIRI 105/ml U LETH- Tz,

E, Bk D EHNLERSRIBASHTHD
», 1H1ROBERTR, RPFEDEOBERBDL
54, ROMELHES I L IEREEBDNS,
—%, EALBRRTEROER LRE D I-EH
(814, M) T}, 7FvEIERBESREXN,
Be2HO»5 AMKiIC X 2Bk * 18187 BT
ST X DBUBERA BRI, ZDX S iEM
T3, BtRmtEREOFRAENHSrEELI OGN
305, RiAAT—7VEBHACBI 2MERICNLT
B RIEEEIDb—D DKL Bbh,

HE DS

RE i
LEXRF—4HE

BE: RALEREOMER %, 1. ARMERCBY
2HEFRRRE OBEISKE, 2. FUEH OBRENE
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5, ARMERFOAARING, 3. H10H %M ORK
*»OBBER HMRBICL22R, MEOMICz &
3#8, QET E4&R HMEXHOHERE, NEFcLS
#R (FMOX, GM), @M WIc X 228 (& ME
HEAWT) 4. ZRHR—ET LROTEMOE
SRAL 72,

NRB L UHE:

1. YHTRRL PR A % 0t R REEE R
37—, KEREOICHRERBRPEERE L,

2. LBRE—NBITREL - FHRES %2R
EETIHA 285 L, A X cefotiam (CTM),
flomoxef sodium (FMOX), sulbactam cefoper-
azone (SBT/CPZ) k L 7o, sAiME (I1.V.) (n=
5: VA 1g 2 EHAMEA 100 ml iR L 30 5
ETHTLR. BEAKS (1.P) (n=5): FHEH
1g 2&BAEASOml IR L, BRENICHRESL .
M, Bokd, ROEUNE, (BE) BAEEHEL
oo (BIBARENEA LS 530, 60, 120, 240,
360> £ L %) BIEH ¥ FMOX, CTM i bioassay
® MEBE coli ACTT 25922), SBT/CPZ ik
HPLC &z THIEL 72,

3. %A flomoxef sodium (FMOX), gentami-
cin (GM) OWLFh b LMD S HRFER%E AW,
HHBEK E. coli ATCC 25922, EEKS B P. aerugi-
nosa, BRI MRSA 2R/, S#tkicn T 2%
KEHRERE K X 5 MIC (B/NRBHIERE) X E.
coli 3 FMOX 0.05 #g/ml, GM 0.39 yg/ml, MRSA
FMOX 100 g/ml, DMPPC 100 xzg/ml BA t, P. aer-
uginosa FMOX 400 ug/ml L ETH > 7z, & b EH
AT E O EHHRL 0.2ml 65/ L /2, ELSHE
RPMI-1640 %4, 4 —>D:® ) 70 v 91 &K
(ECF medium), &3 fiEA MIC i A (= v
AA4) BRWI, —EREERICE T 3 HREER: —
SE R 1 T U 7o ON R O B IR 3R £ RNk,
SPCIRTIRE S 3E8 L, SEKAIC IRRBHITESE
ZTfTote ETOHZE: b F¥ A7 —%y MZTH
ELT,

4. MEBIUHE BBRREREZABY, E. coli
ACTT 25922 % 2x10° cfu/kg, 5%H A MY v 7 AhF
v 10ml 2 HENEE L -, EROBEBRRE L 35
WHBERIL 72 WREE (n=7): £BAEK 2 ml EEA
BE5 MU (n=7): 458 £ E 2 Ky & FMOX 40
mg/kg MRS BEEAKRSHE (n=7): MifHEE?2
Fei% FMOX 40 mg/kg BEENR S, (RIEHE) &
¥, Mg FMOX #%, P> FrFo v
(ET), Bmxk# (WBC), M/ (PLT) % ERF

CHEL, EFIMNEEM7THE 2 THERL /.
FMOX M/ 12 bioassay ¥kiC TRIEEL 2o ET 2 b #
YA~y MZTHREL 7

R 1. ABMERIC BT A2 VIEANRATRS (BN
#5) OWMEERORFERA 27— 6 LLL, REEK
JUTOTHHLERILLKENREL D, 2. BH
HE OMBANE, RHRMEROEAME OmMks
BZBLWT, FHR5OEE (GEEH, Hiiz Yo
B MEOMI) W5 LETEA L LAYREDL
Bont, ONEFMEARS: MW HRE IR 5%
30~60 2> T Cax 1320~30ug/mlTH O, T, b W
FELEDb St o o, REHER IIMED 100~80% T
Hole, BUKDMRE IZKEHK 1~2 Ry 55 W I HEHF
ant, BEHkL, Bwuwtr—2/MICIzEsNn 1
2, BFERUBOERIBOh >, 3. EAK
MEORK: 1) REEH ERBICLI2ER, B#FHOD
MIC iz X 2 ZROBEMMOFE VIZHTIX, HEFI.
EUE L TOREYRIZBEr - co QBT 2
RPMI-1640 8531 T i3, &% FMOX (100~10,000
MIC), GM i3 MEKESICREUMRETRL 2o OM
BOMICIZX 3. E. coli TiZHiEE FMOX ix2
Rl T RIF 2 BRI R 2R L 1o MRSA Ti3H
WE FMOX 12 6 BB T 1~2 R+ — ¥/ —DHEH
¥R %R LI, P. aeruginosa TIIBREYREFADH
ol 2) ET EEBRONBEROERES E. coli 35%
RPMI-1640 321 3 R B EE L L &, 6 By
RCEtEERIug DA —F— 3 TEL Iz, HEA
DEET S L2 ET B4 RN ohi, OHEHIC
L 38 (FMOX, GM) ET EE4& &z FMOX>GM
ThHolz. BEGIZ X E. coli 323 RPMI-1640 523 6
BSRIE % T FMOX 13 10ng, GM i¥ng DA —%—T
Hol, QBB LZZR (L MEHEAWT)
FMOX HiRE 90 23T E. coli, K. pneumoniae 73
ERER LT 2LEBOBP 2B, BEEOEHK
X E. faecalis TH-o1z, 3) EBREORFHOEER (&
FiRKS5 7 HRTHRE L /2) control: 7 ¥tk 4 FI48 24
RMLARCFET L 2o EFHITIE, Mk, Mg, &
BOBBENBREEZED 2, 1.V:7Fd 1 318 24 BFR
PRI L2 £FFITIZ 1 P EEN, BBEE%:
Bl LP:THh 1 P 24 BN ICFET L 720
AFEQICIRBEEORE, HENBEE2ED 2, @M
HHFMOX #E 1.V: #5E % 400 xg/ml, 2 BT
1~2 ug/ml, 6 FFHEICTRETRE, 1.P: 5% 2 BT
20~30 ug/ml, 6BFRIT Y 1~3ug/ml TH 572, @
M ET 8 St clnd ET #EF 3 300 pg/ml % #
A5 EFTHBWIL 72, control: & - & b EiE %R
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Lize LVI3BEORLTIZY o & bW ERT 2,
B 12 24 BRAGIEAE L 7o 1.P: FMOX 8 5.7% 6 By M)
T control WVERLT 2 © — 7 {l 300 pg/ml %R L &
2, FO®IABICET L, @l WBC, PLT ©
TRIBRBTE. coli 5% %D WBC, PLT DET %2
B3, D% contro: WBCHDET, PLTHOR
#Wm1.V,1.P: WBC o#iin, PLT OMOER{L%E
W1z,

R ARIEBIC B A EKRIRRS (MEEPR
5) orEA:

1. RrcRiREsBohshsLn-T, RiHL
TRV, ORBOERTIIMBERES TR
MDD & leds, BRHNICIZ, WECLL,
HERERBoNLY, FHEOBMHKICID, K
BHOERIZB SN, Time above MIC 2tEHE
THHIErERTNIHEAN 1 BRS T TRLL
TiRWITRV, BERSOHABLETH S, QR
CREBENELNTY, BHERIYER SRR NS
v, BIBRROBEERL, BRBUOFEE
B2 HBEBH 5,

2. RS LE-THEIFRKRLBRES LB
CHERBLETH 2, BEIBRIBROOT, RFR
BErEAr028RE5CERMT 2BABEE RS0
T, BIfEARRICBR+AEBLLETH 5,

3. MPET LROTHEN: E. coli D& H kB2
%77 LARERESEEL, MEFRENS L, B8N
FREBEEET 2D 2 & 21213, BREC X 2BEHEDER
DlH—FFIcmbh Ly N b F o o8 ERT 3 ATHEM
Bhs, Lrl, HEFAFKESL D ET EEiddk
WOT, BEFIHE*E—ETRETH 2,

4 E= R

BKILI i E - FTERREF
TIL&& - FREHXKER
R LIRS B s

BEREHES I 81 2 NERRATHES OB ISR T~
EHDI L, OQOUBZTMBEROHES, O MR
EICNT 3N ANREROKBERYR S L US54/, @
R SREEC L 2L X U2OME (258
SHEE L D) oW TKRNL T,

ERBERC B THEEDOREEONRER S
DREHEETFVKE (H7H) 84 Ths, Q4B
THEERSIHEL 1-B 7 HCNT 5 RATAREEOHE N
BRI 3 EHOMMEE L DR L 72, GM i 25~40
%, FAIZ7.8% LT ittt % o fz, OPC-7251

DOt % 1% 1991 F£/E 12 3.8% TH - Teo QKD
MM TR, 2% FA KW/ ACERIERAZH (FA .
MIC=4 ug/ml), 0.1% GM 2% FA KW TR
M&GIEF O it¥ (GM - MIC=0.12 yg/ml, FA.
MIC=8ug/ml) RNASERICK 7HKIZBRE S
720 WO (FA - MIC=4 ug/ml) 2 2% FA &K%
210EAMARET IO 7BzBRETEY, HB3H
ML DIRREIREORBI D= — T D, FOM’K
LD MPIPCOMICOLRMRSh I, QR THE
ATCC 29213 #k 2 Fi\> fe v 7 A BRI & 5 RHEL
¥RNL7, Zo%MIC 2 GMO0.5ug/ml, FAO0.5
ug/ml, OFLX 1 ug/ml, MPIPC 0.12 ug/ml, mupir-
ocin 0.25 ug/ml Th -1z TDHDOHAWELRE
%, BXEFIOME 16 ug/ml OFHRCRF L coo=
— o0 Efficiency of plating (EOP) T ¥+ £ GM
1.5%10°° FA5.1x10"7, OFLX 5.1x10"*, MPIPC
5.1X10"°, mupirocin1.0X10"* TH - fze ZOEHKk
RIFhRED 7 ANBOREGOE i EEL, &
BARB L ULSREHEEERES L e, ENMNICHE
ML, MIC 8L UESHEXIHFERTOEOP %
WL, VIEERESERTRHEROENIIRS
nizhotz, 0.1% GM&® 18 1E4AHTIX, GM
16 ug/ml O FAR T D EOP 2, A BAETH51.5%107,
NASAE0.07, AFH108BH0.25 Th-o7: 2
% FAB® 18 1 @4 A T, FAI16ug/ml 0¥
T DOEOP ik, # Bais5.1x107, A HSHB R
0.47, #H10HE50.53TdH > 2, FA128 ug/ml
DR THEOP 3B I0BHT0.31 THY, ¥H
IR 2 BINL 72, ATCC 29213 (- SRIDHE, ~
VA EE% 2% FABE LA S5 B ML A
DRHNT, BBEOEBEDS8au=_—DFABLU
MPIPC ® MIC 3 EML Tz, ZHD200@L
b mecA gene i3BHT, 77—-VR, 27754
B, -7 79— ¥YELEHRE—TH >z, MRSA
AZ7Y) —VRREMADIDBEORROERTH
MRSA BFEZEL Twiv, SEOKEEREERIE 2% FA
WL 03 ATCC 29213 (kDI T 5 B RTE
FRELRIRLI-EREEL T,
RO NHE L LT 0.1% GM &E & 2% FA
BEEAL TRAEL 2, MEOHAT, 0.1% GM
BB ARFICHE L - GM it i BIRE h T,
MEDOHA 10 BB TIX 2% FA Sx 814 ARRICH
BL7FA OBEMEE (FA 128 ug/ml FiRICRE
B) BXUMPIPC Ot RIRs s ro T, T
Z OBt X checkerboard DRI T H % 7E 8 K
THRCHISERS R, 1RSI RBR > iz, E
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Ot RTHEERIRAOXNRB L UTIWH 2R 5 1t
DbInborHAk,

0.3% OFLX #AF i3, OFLX 16 ug/ml DK T
D EOP 2, # A AI#15.1x10°°, A A10B & T
ISXIP EIREALTMMHEERIRL 2o, 2%
LAY VEBE (APOyY YREER)ZFVLYZY
- VEFTHAREN ABTR, ATyl
pug/ml DFHE T D EOP 12, 4 AAT81.0x10°, 4
HI0B%T6.8X10™ i LA CTHEEELRBINL &
Mol L, 0.3% OFLX &%, 2% Loy Y
BENFE bME 1 ug/ml OFRTO EOP iz h®
h, SFARTHT4.3%x107%, 9.1X10* M35 10 H&E T
20.25, 0.1 THo7s, 1ug/ml LIEVWRETIE, &
b 2 RIR T 2EABR s,

NRABE L HRSHEEOHKETIX, OFLX 2 mg/
2 ARBEE S 0.3% OFLX A H#HE & ARkt
HERIRRL 2o, L L, HEMIOHBD
OFLX 1 ug/ml D 4 @ EOP i3, S FA# 5 520.25
It LR 58 1X107* LA ARG SARKESES &Y
HEE = RIRT sERBR S0,

UEXDHAEREO—ID b O Tt % RIN T
3T EHHEAL I, ENEEIE FHK 16 ug/ml @
EOP T, ##HA5B B TO0.1Ei22% FA®K,
10HET0.1E130.1% GM#& %, 0HEH TS
0LIMTEREAYHMEEE2RBIRL 2V 0Di30.3%
OFLX 8F L 2% L0y VB TH -5 12,

REEORFRSREAHCEREOD 21HESE
BREYOREES 7EHREE (Gs CRER) «©
v 2 ORFERIT, EEED D O IXRFREE IR
BOR L HEHEZRINT 2 TRERBH L2 DL FHF X
3, ThiREEZ EOFEVCEERRORE R EORAT
BETLVERTREALBbitl, SANERIIER
HTI30.1% GM#H - 2% FASR 2 HtHL THY
ZONFAEEZ B,
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4, —a—F/arORERICE XIZTER

HERNPTH), $HMENZIERBLEV
M, —DOEBERETT.
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| 2AMEO®RET 2 &, AR Y BIC
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ERORS L EOLE - EREANORNABITRE S
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(n=4) THok, FLROVSETRHFEARRR TR
1.94+1.02 ug/g (n=6), HARRR T X20.24%
0.10 xg/g (n=7) THH, miR, BOVEH, Hi
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PRERZ-TVIE, REFHRCBLWTHVWShINE
FIOIRNBT, TiEEYE, drviRrRetclT iR
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449 pg/ml £V KR TERLED MIC %2125 v il
A3 EKWEBBONT,
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h, 28U LMK S TR L I & N
BREHSBLRDZ DS, REFEORS X 2 :8MLL
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VOL. 41 NO. 1

CHEMOTHERAPY 149

R A22BPLEAL, ABRFERCBI L v%
BWEED2HH TEN M ERE L 72, DDS @
ERIMRERLIEODEER S,
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HEITIHIL B WIC B 1T 3 liposome % car-
rier & L =@ b i

AEF B - THEREKY - HREHR
WA « R R0 - HAZH
YA

1) AEBRMIAFEFNE A
2) ZEBHUKERFLRNAPRE

U I ETHLBBTIE, HITELEL 2B
ik, FEB, Vo iiER, ERERE Y £/
L®3<, IhsEROBRREEE LRSI, B
B8, VU NER, EREREOMIE & ERSER
k5,

IhSDBIRERAEEZBERELT, KL D AR
FROM L EBIER OB IR T & 5 DDS OEEK
ICHEEB L, EKICH S8E% Liposome- Adria-
mycin, (Lipo-ADM) , Liposome-Carboplatin
(Lipo-CBDCA) #*» g, FARL -, EFRNKR S,
EMETRERS, EEAKRECDLTOREMELE
LS PR ICRESE T &, 1988 FE 3 H X Y ZEFIIRMY
BE, O CERETRERSOBKICAERASTE
1o

MR - Hk BRI S 2 B9 L L 7 liposome 3
egg lecithin: cholesterol D ® WV HIZ2: 1 D b D % {#F
BHALTWw3, 1,84 7V LI egg lecithin 75mg &
ADM 10 mg &t b O 2 HRERREC TRIFL, &
FHASm CHEBLETEECTHEL0.45umD
milliporefilter LA L 7z, I ® Lipo-ADM i
DLTRRZAVEFRNE S OERIRT 21TV,
T L HEWMMLHER T E, 1988 FE 3 A L 0 EMAK
K S OBKICHAY*RAA T3, BRIETRERSIC
A L T\ 2% Lipo-ADM DK 53 7 D F19 13 3.85
umThH, ADMBT1Img/ml cEELERL .
% 7-BEE N 5 it egg lecithin 150 mg & CBDCA
30mg %4t Lipo-CBDCA % [Eskic BIfE, AWL,
59 MEKFFE AH 130 0BMBEREZE T VER Y,
BRI X 5 HESRERE L 7.

#£8: Lipo-ADM D#EFIIRAIEE 5 O ERERIRRET Tl
e sERETE, VX2 BEOEBEHRBETVE

RAvwi:NTY, ADM OENRIMED 5 XK 5 13 free
-ADM ickt, & 9 # < d ADM b3fFHlic targeting
an, L, BT ADM ORE Xt IicIEN L 2
D, FFEBROTIMEZI RN L LI DB HITH
ant, &5 free-ADM 2 HE R, REZIR, FHE
BOMARIR B & MR T &, AR
% targeting chemotherapy & U TEREAIC b MAT L
7c. ERBKAYIC Lipo-ADM D REMARMIR S & REITL 7
YIRTREGEB AT 10 THh D, —/ 198843 A
¥ Tt E I free-ADM % Z 2 BV TRMIRWK S ¥
KT L - TR T HEGB AR 9 BITH D, ThHfE
PlcMfRF 2 —EV 7 EBITLRT Y ' —/v— %7+
L, 20~30mg @ Lipo-ADM, free- ADM % 2 ;#1
Z1EOMBTRERBIEL 2, DR, Lipo-
ADM i2120mg» 5B 1,450mg o #E L, k&
Mz 136 H» 5 1,509 BTH D, £DFIF 475
HTh 5, BREFPRFERBBEERICHS LT,
BAT, TITHRIBBEEM, MM LFEBLED, BB
SYIR, PIRF 22— > 7 2 MEfTL, Lipo-ADM 0
BEEBRVEL &R, CEAHBIERILL, CT L,
FEEOEBE L GIKL, /L, Mtk 1509 BB,
TREEHBL T3, ThiERMOMmG ADM #F
Tt free-ADM ##5.1tt~, Lipo-ADM #5128\
T, BEEFRELABMRLED SN, /8516
ik DO FFHBAN D ADM #E & free-ADM & 51kt
~, Lipo-ADMBEcBETH > 7z, — i free-
ADMEZ2HWw 9B TR, HEEEHMORE X
253HTHY, EHEFWEML UIBTH-7, h
% free- ADM O MR 5 D 9 4 & Lipo-ADM
D 10 Flic >, Kaplan-Meier #:ic & D &£ X %
HE+ 5L, Lipo-ADM &#5¥cERCEFHMR O
EENTED STz,

Lipo-ADM O B¥E T RER S IZARM T 1o &K
HAEBOKE T I Lipo-ADM 2B L, BOFRRY
v 3Fi~D ADM DEM L HBEHOMREM/FL T,
HBAIC KR % B\ Lipo-ADM » BRSETIic//EL
WEt L 7z free-ADM DB IC H~, Lipo-ADM
ODREFHTIFAEAEY » #B~D ADM O BF 2 &%
BREZBHLOI, BIEALEDONY, BIKICH %
1989 £ 8 A X 0 YIRRTTRE 22 EREES 34 ot L T,
BBKICH2RBATE, TOBR, —KkKFL+—vY
VR ADM B EBEICEMNL, BCEBLSW
Y g ADM SR L B wiERSH - 12 B
BED HOH OB R ERRETIRY » /3
D 57.9% I HBFH W HBRRERD, Vv HH
ROFRE, BMRIHRLDEEZ, MERRBELT
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Wwa,

AH130 7 v b EMERER 4 £ 7 v % A \» 7 Lipo-
CBDCA OB S D XEMMN Tid, free-CBDCA
12kt~ Lipo-CBDCA e ERIC & ERHM O E AR D
s>h, BIfERA Y 2L SROMETCHRRENS,

HE Sk, HITH/LBMIC BT 2 liposome DR
KISE s —Mbag 212, LOMELAFETREC
FIR T 2 HEE LT 5 L3hic, MmO MB Lo
Tedb iz IFEA DA, HPNRMEANDIY AA DN
RDIEH, HEXKHF, BEHEFOMNOLE L2
%,

DDS 2f|AL @D -V v 7 v/
ek D

FRIRBARS - EAEMLE - (L OB
REFIEMKEHE

1. EERBETEA

PSR DERIRMETTHEF 13 FEHI R 53> O i R D HIEIC
FRHBBEorN, EHBREIRFBTELZLo7, L
L% OHEFITIZBEORMOSHERER DL THY
CKRVIZERTH 2, EERBREVERTIEISROH
BHIOSEERNFICREINTED, F0—B»EHE
BREFORETHERIRETHEEL TV 588, HilHL
L CHEARICERT 201, ZOEEREBOTERIT
b3, ZOFEBMIBHIREIEERCBRESNATVS
HER L B c H 2 DT, BERNFORAETS
DOERTRABESMET I 5L, RELICIOELS
25 ROVIBRIVESERN FOhoREENT, 20
R, ERREANBER—ECRihsblITH 3,
ZDEIELT, EERNFOFEETIHMATIE, ¥
—EDREDTERLEABESKICERAL DD, 1l
Flizgxr et Ean s,

HERR FEOKERESR® A B REEH
BESEERER L THWLNT, $IREEITT
V3, %< OHBEIRER I, BERCBRSEIh3L
BP0 EMME» S BROBPICHENEATLE
v, BENPREELCHBTRIcE®E T L3R
WV, —7, IEMEROBRZME T I EMMERE % %84
T, RSBERICED O, BRRIZY ¥ /35%H 5 RIL
AN, 7y FOBMEBRRETVICBIT S, EHR
®BE~A b1 C (MMC-CH) BERBESEED
RA M4 CRESFEANI LTS, MMC-
CH TizlPEANEES BRSO~ , b~vf4 > C
BEIRIFEICED BREEZHEO—H, £85~D~4
w4 vy CORHIZED TEY, MMC-CH 25+

4 +bv4 vy CRBHICHRTERNIRHFTMEAEE
R LeBbhot, v bz} 5 MMC-CH®
LD Miz~A4 b= 4 vy YChRBEBEDS.115T,
MMC-CH 0%z~ 4 b4 ¥ > CAKRBEIZ LK
LTHLBY, %7, SAEMMREICST 5 RATEY
Riz0&, Ty bORGHIMIEMME S BV TRNL
7:& 2 %, MMC-CH D mE#uE~4 r~v14 2> C
AEBBDOK 3B LEL T,

EERISAE LT, WEROMMIERSIC L 5EROIE
2 EHE, WRTIREION TS b2 SR H
D, OMMIEECHERSZ ¥ OHERBYIRET O,
VIER] % #A T MMC-CH OMBERE S 21T-7: &
Z %, MMC-CH #1581 1.5 £ 5 B¥EHNEA
DIEFTOTRTOMMT, HESHCHBRLTE
B EFEEERLI,

2. ®/7u—F LGS TEHN

BROKRZETHERN LI/, 70—F AHIKA T i3t
P RBBIC T A AFIETH B, CDATIRPL
70% DAMBIORER L Kt 508, WEHPCENIHLE
HEERELAYRIGLAV I EBRAIShTVS, &
DATERAAINFIAIF >, ©4 P24V CR
TEYV7vA R EDHBAZEENCRES S,
E/ 70—+ VB REESTIERIZERLT:, D5
T, AZFANF I/ RAIFORKEEE/ 7u—F bk
A7 (NCS-A7) 2WTHRNT 3, £ P KIESEPE
FEBOMITE B W TAT-NCSORBRNES %
competitive binding assay CHR/z& I 5, Tho
OHIFLICH L TEL ORI ATE TR L,

A7T-NCSOEKIGCH R KIBR 2 L KB 1A
B L TITo 7o REHRIIH L TIIXEBRKRA
W, MEE o dfPc&EL, TOBRREEVIRL
feo FPEERE8LIC AT RIARA , BHdRFE 851 (3 RRARA
W, BREBHCIBEERcRE L, BR5RIE
NCS & L T 4,000 8 £1 LA & 5% 41 64, 4,000~2,000
BT 2 BITH - T

FEBERO 156cBL, KKNMBRERILE
R, 4PCEEDOR/, 2HIcAEERONELR
Bz, EFEETIIAT-NCSESHCRIERSHCH
BLTEERORALELBED OGN, BEHI00BEHK
BHREMCERELED 2, AT-NCSHEHEHTH
fDOTER O#hE CRIREREESTONATE), W
Holis» s Bnif, AT-NCS#5 3 thoi@EHo
BhECEREEL D bAVRBEED LIS KEL LN
5, ¥ 1KBREESER T 23R % Stage IVOE
PITKEtT 5 &, EFRABLRVOTHERERZVHOD
D AT-NCSHREBOABPLPRIFTHY, SHOR
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HiICHARIT L S,
BWERODETIE, vV RAOHBTHIATIINT 3
Fr747F=RISPOMBOTRENI D 2 H3, K
BLEEOMEBTHEDSN-DATH- I, b
BIEA R uR L, - 40%CHMRNS %
B, FRREOKEEHFERT I L, ZOXBD
SfERE L BMETE R Do,

®/ 70— LHKOKRELT, BEL M EDOF
A RGFHROENL 2TV Oo0h 3,

Lipiodol #% carrier & 7 2 {3k

SEFRI - LT
B OME-BE M
REARKFERFIE 1 548

BALFROEIC BT 5 HIER OEERIREE OEMH 2
v, NUEESRORE EEEROBR X5 i
X, FEAEEBRTMPRE O, HEREL
EDLZEBNLBETHE, ZDNDHICiE Drug Deliv-
ery System (DDS) S4B L iz 308, BRA XMmME
¥ (MTHY, BEEEEEET S), Lipiodol ultrafl-
uid (Lipiodol) i3®h¥¥ 2 @2 OEHEREBEN
CERPOCR(EWHITE2ILERVHL, 20
Lipiodol % DDS ® carrier & L T B \» 7: targeted
cancer chemotherapy MBI % 1981 ELURITH> T =
7z Lipiodol CHiIfER % M /AT targeting 3 3 7z
Bz i3, &I L Lipiodol iz JTH H, Lipio-
dol P TCHRET, BRRWEMIZTH 25 T Lipiodol &
» o FAEANGIEBRIEH L 2FhIER SR L3
Bl ThoD&ERMIL, targeted Cancer
Chemotherapy 2E{Z X ¥ 52K B £ “mHIEH"
LIEATWB Y, ThoDhhLoRAEV X, BET L
CTRIFZRE®E S h 72 SMANCS/Lipiodol,
mitomycin C/Lipiodol aclarasinomycin/Lipiodol
adriamycin/Lipiodo]l H#EERAICAWT WS, Z
OMMHIEF B ORI, BEBRHIAEEIC
TEIHERABR OV TR LIDOTHRET 5.

MREFE (HREE) YIRTHEFMREE 300 81
LUIBRAREEBEIF R 122 B0t 422 Bl 2 R E L
oo HFHIRERE 300 BIOBOELH D T L ZHETRIK
BN 44 ) (Child A; 18 #, Child B; 17 U, Child
C;9%), 2 X#kM 99 41 (Child A; 43 #, Child B; 37
#l, Child C;19#), 3 XA 64 #l (Child A; 23 #1,
Child B;32 #l, Child C;9%1), 4 2XE % 7z 34
EBEH 3 55938 (Child A;27 41, Child B;45
#, Child C;21%l) TH- 12, EBMEHEI22H D

WIRIZH1; 184, H2;,448, H3,60%T, £ DK
FM R WL oL LB RNT, W, B JH
¥, EE, *OMOMTH -,

(%#I) SMANCS/Lipiodol % First choice & L T
RV, IS & 2T b AN Tt > 1Pl
B & kR AT A i st U T i3 L AT A A
mixture ¥ b 1z,

(5 mesmA o220l T,
1,632 E1T - 7o 28, % OS5 MR D PR I I &) Ak
250 [El, #RAFBIAR 422 [E, EEAFRIAR 689 B, ZEHHF
BIREIZEOK2TIETH - e, 1 AR5 ROF
#123.7ml, FHE5EKIFEREES T 3.6,
MR TIZ4.5BTH- .

R (FLEBRR) FF#HE %A T a -fetoprotein
(AFP) fHOBIERI% TOEL % AFP B4 182 41
(A 1134, FEASH) TH B2 E, EFLA-bLOD
162 8 (95%) TH-t:o BWBEDOKE & OHERIZFH
AIHETH o Nz 242 Fh, REERE/ANL 7o b D 230 B (95
%), FE6H (2%), WA (68 (2%) T, K&FL
DEERTHRBRE/NHTD SN iz, EBRE/IN i cm LU
TOMEWEFIZE, BWEARDD, 2ELLTIR
EXBROEMLETAT, S0%BUTICR 5D i3¥H» A
FELS, EMHHRELBBECI > TORIGLRVEEE
Bk EH3 5 Child CERITIZ, MBI bLIb
57, FRLFEH <, FMEDObL- L bRLEIEE
%z o5h 35 Child A, B THGEHH 3 RKEUAD 170
EGTOmEHBABERDEFEHMIX 1 EEEE
85%, 24X 48%, 5 LXK MUY TH - 12o LFEH 300
PATCR1IEEEXRT%, 24£E3N%, 5EE0%T
HoT,

SR AT B T 13 CEA BB 95 4 o 57 =T HE B
392HIT, 20> 5 CEAEMBBETLALSDT5H
(719%), A% 384, LR 146 (15%) TH -7z, K
BOK & S OEAIIFMMATHES 99 Bk, ML
D 60BN (61%), AE 148, WALz bD 258 (25
%) Thol:. BHMAE 122 HI&ET b YRR
DEFHBRIELEEEY, 24K38Y, 54X
2% TRFOBEREICH, ERICRBFLRETH-
720

(BIfER) FLBWERARENEYHICASHI-RBRT,
#150% DEFTTED stz EIEE® QLB IZFE
Faf@B T 10%, EBUEFIT I1T%DOEFRTHED Shi:
B, BE—BM%DO L DT, WE 159UNIC ITER,
HEL . FFBEERE L L OB T8N, BEOE
BB onlzbDOD, FLALEERIRLoT, ¥
7z, HHERIC X 2 BREHIGHNIIFED Sk d o Tz,
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# 3 Lipiodol % %Il #%#| @ carrier £ L TR WL I,
targeted cancer chemotherapy T & % 4 fil 1% #| &)
Wk, EEREIC 817 3 Frafam, BT Mec
LT, MR AMERR LGB L SRIERO
B - 2FERICRR L, WEMEICETSDDS 0
EEMERIEL T,

LUMRSY L 4) MWLMk G-CSF

CE R

WH B
e & AT FRTHS 2T B AT

BibEd: (b)) DEBICRIHEELLLOMD
D, —EOBTIIETLIRBTH Zhodbs THhli
WFTE, 37, thoMELOHBCLVESFCEFS
Ld3&5ckot, LML, —MZIZBRLT+52
THLEZEBFBVLOBTERTHY, TALRLE S
i BRFEOERKMMO—EE 2> T 5, BLW
REHECBERICIIEL H 503, BIfER, BBl
EBIUVTNCHI BRIVEREREDD, +5ED
iR S BT TH - 72D H 2 L IMEBROREEH
TERPONNTEILOKRELEBERTHS, Licht
2T, ZNOFRMBATHE L ZhSBILEOKKIZ— B
AEL, DB OBTEGBPRFTEZ DL H 2
b3, ThETicd, BHEENRKIIMLTRan
TERBOThOFTITHD, &5k, BB
BHESTONDI LS CEDVRBREDITFOOH5H, &
NI B IFPERE CoSRM M B L T A RE
T 5RBRYSER ¥ ORIESH 5,

ZDEIBRETIRBLT, REFIZOHESHIC L
D B OiF PRI O, HMEEE5T 5 G-
CSF7u—=CahTKBREENTREL D,
BERICABTES XS5 k>1:, ZhiCX ) BB
& UBHBHER OIF PR ORIE S EE S, R
DOFBh, HERAOARESBAIREL kD, FEHAHER
DELEICET2WHEESDH D, BWECFREH L
BRI h S,

K URITACBOTIR, ThETICLoL bW
HUEATHIBHBHES L UENEY N8, Bl
WREEHE, BARBLEREZCHALIEVLDG-
CSF DESKE# % dose intensity, ZHhE, R
BHIEB X UCEER EOEL» SKRIL, SROBZICD
WTHRLTWRELZ ikl

AU B 5 REFHERLEE b
Bk 0 o = —FIMEF DI

REFRE - XK —AP
PORKLEEIETHERT - MERRLFRE - AH

MEFHERAZE P FEKRT o= —MMETF (thG
-CSF) (XFhMm (R, MMFTRMETE, B
& UM ARAE, AIREARES DR B/ KA 7 — 1 R
ERERET 5, £, XAZOAREMAVTORIEAR
RFELAY OIS T I LML I EbAISNATVLS,
*hw2, rhiG-CSF iR RB M (BMT) 0
ML A THOERESD S, 1oL i, BREDHL
i2i 2 e B R TEMATIC Ui LXKV L 58
RER R L TR ZBERICBMEITRA 22> TL
32 LithBHh, thG-CSF *BHEA»S5HWE
LTENEHBEIERTHILENTED, &1,
BM% rhG-CSF * &5+ i, fhofak%DEN
PREXE B I L {FHREDIAM L EE L Ba%
DM/ HERRAE DB 2 {ET S ¢ RAZHENH
PEMTAILMNTES, 356, ANENEELD
OMEEI LTI RDIRFAT AL LT ES, FERAK
Lo TRBAHMORLY CEKHMEMAVLSEZ LRIV
tbdy, FELLS BHRHECHHLABEE L
FTIERbi3, Lirl, BEEGNSTIZEMAE
B MH rthG-CSF I & > THIM A h 3 Z t Bbdo
Tw3DT, Lok 5% rhG-CSF OEA RHET
ZLTRESZ W, ZOBE KR, CLIFHREKE
rthG-CSF 26t ¥ 3 L BHEDBREX T 28
BHEILEBRLIBERL T X, FnZThDrhG-
CSF DICHIC DWW TR T RERE R T R 2~3 K
nNTw3abOD, thG-CSF iz & b BMT Otz —
Bramtbl, FOMEL Ik T EIREEKL Tl
DITEPTH A3,

B o \E e G-CSF

Bl B0 @ARED - HE D
1) R FaiRbeAR
2) SARNBAEY Y —, MELERESR

CHOPY X D ¥ 5 7R P F ) Vo REOLER
i3, BL2DTk--HBRIC LD dose intensity (DI)
BREECEDOh, ThiftichBEREbmbLl T
fed, IFhREALEFEEL LBEIERCEODI2Zh
Ur&Ee s Z b i2R#ZREICH 5, rhG-CSF 08
BRIDIILITEHEE ) ORBCHF L VEE 2
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% 1 biweekly m. CHOP-G ? 2 — 2 J|¥xi#t5- & & RDI (CHOP & &%)
(mean+SE)
K122-2 ®3a—2 W4a—2 M52—2
(n=9) (n=9) (n=7) (n=6)
ADM | mg/body 56.7+5.0 72.8+4+9.7 82.9+7.6 90.0+8.2
mg/m? 35.14+2.0 44.8+5.8 52.0+5.1 57.743.5
CPM mg/body 700+ 71 856 +53 943+54 1,075+95
mg/m’ 432+38 529+44 593+ 55 685+47
RDI 0.96 1.20 1.37 1.56
ADM; adriamycin, CPM; cyclophosphamide.
RDI; reiative dose intensity, CHOP (ADM+CPM) ¢ dose intensity £1.0 & L THH
#* 2 biweekly m. CHOP-G ic 11 & i hERMOHEHS (X 10%/u])
(mean+SE)
2—2AN day 1 day 4 day 5 day 8 day 11 & 12 day 15
1 2.3+1.8 3.7+1.6 2.6+ 1.0 2.5+1.9 1.0+0.7 0.9+4+0.6
n=9 n=6 n=4 n=9 n=9 n=9
2 1.0+0.5 2.0+1.2 14.3+ 9.7 7.5+6.5 6.4+5.2 4.5+2.1
n=§ n=6 n=2 n=9 n=7 n=7
3 4.2+2.2 4.0+2.1 23.1+12.6 7.8+4.7 5.3+5.0 5.7+3.1
n=9 n=6 n=3 n=7 n=8 n=8
4 5.0+1.5 (4.0) 32.0= 4.6 8.1+4.0 5.0+3.8 5.6+1.3
n=7 n=1 n=5 n=6 n=5 n=7
5 5.4+1.3 4.2+0.8 32.1+ 8.5 4.5+5.2 4.9+3.5 7.0+3.8
n=4 n=2 n=3 n=4 n=4 n=4

bDELT, KEWFEh TV,

“EEREX AR IC T, rhG-CSF DiFh kK
REHEOE EIF, fFsREEEMOGEHE, FHEREK
BAORED S OERIBRERISTER S h, BEHEDRE
ERLED SN,

B2 CHOPY o5 R+ H & L 2B CRE
T 34tk (biweekly m. CHOP?) %1T-> T %
feo CORRERIZLT, ThEZZRARDSHE
L, thG-CSF #inz 5zt &, #5822 %
THPE 30 E#MET L7 (biweekly modified-CHOP
-G)o

$ 13— RXix adriamycin (ADM) 30~40 mg/
m?, cyclophosphamide (CPM) 400~500 mg/m?,
vin-cristine (VCR) 2 mg/body 4% 1 B B i #AkPI &
%5, prednisolone iX 60 mg/body #$1 H H & Y 3 H

MeEORsahnl, E23—ARXE1 - LER%
#5, %2 31— AKX rhG-CSF 2 ug/kg/day (&
K125 ug/body) (FH4K) 54 HE LD 13B8H%
TIOHMETRE SN, B33 —ABUKIZI—2
12 ADM, CPM 05 2 % 10~20% 3 >, ADM
i3 10 mg B 47 ¢, CPM i3 100 mg B4 THIE L 720
HEZ2EMBTINS S a—AnE ST,
MRERSIDRIERT ) VI ERT, &£
Wit 15> 5 86 ik, FH57.3 /%, ML, FEK
TEVY BT EEEMEES G, SEENE 46,
9 Bllch 4 Bl ATIAHRD B - 12, 50— A%E, Fy
4. 2B TH o1,

CHOP" ® ADM, CPM 0 2 #|% £ # & L /- RDI
1281, 23 —21320.96 £ CHOPY O 55t H & &
ERAIFTH-7 (R, B3I —R121.20, H4
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2—R131.37TC, 53— A131.56 £ CHOPY
1.5BETH> 7

1 a—215 HEDOFHRIZ 1,000/] 28> T
720 ThG-CSF 5 &8N TW3aHE2 3 —ATX5H
B (rhG-CSF #5 24 Rflitk) OiFchaR¥d 14,300/
l~NERBLU: (2. B3RS TMML
Tt Bea—2R, F53—-RALFPROBVIZH
Shikdrot, £/, £2a—AKXBWVT 15 HOFH
BR#12 5,000/ #82L THBH, ADM, CPM 0#5
REMOER AL SN T T,

F#E T b rhG-CSF kT 2 RISIXRIFTH - 12
», MEX, MMIEOBTEER, Ll,
JEEE TImER, MMIOBTREMTH >,

BRSNS, 20 -A%IZ24.2HEH]
I—REOBLZ 25, B3, FL -2k
400X%10%/ul &, 1 a—RED 4 25\ L MNt A
5h, BEAhfb¥MEERVBET L2 BH
DOEMBRIBEI -T2,

EREF & D rhG-CSF (100 #g/body, K T#5)
i, ERIFU) U RNBEOBEENBBETH D
CHOP® o 2 MR 5 0sm[ETH D, BEY >/
OLFEREDO DI %2 1.5 FLUECHEHD 3 T & 2 TTHEWR
B2 k-3 (A

rhG-CSF Mt EEC > < LWL IRE * B
S¥BLIIEETH S,

X 13

1) Mckelver E M, Gottlieb J A, Wilson HE, et. al.:
Hydroxyl - daunomycin (adriamycin) combina-
tion chemotherapy in malignant lymphoma. Can-
cer 38: 1484~1493, 1976

2) B =, KB, REXE, kLo Fr)
/3fE 233 % recombinant human G-CSF (rG -«
CSF i) 0_BERTXHLERAR, BibHEEas®
25: 2533~2548, 1990

3) Atsushi Oyama et. al:Cancer Chemotherapy.

Challenges for the futere, Vol.3. 208~216, Ex-
cerpta Medica, Tokyo, 1988

gt 2E %k & G-CSF
HHEETT
B ST FE AT 8 P R A Rl
Bz iz, KRR EFRBREE AR L HFRIL TFT
272G-CSF 2w 220 study iIc DWW THE L
72e
1. fBb2EHRIC & > T neutropenia # 4 U728
ZHDORBTFHHICN T 5 G-CSF O FBH%hE D T4 —

ERLLERIC & 35—

O 1. MM s 5 VIR THRE S
nreERE I CIEBENBLEHEES L)
neutropenia ¥ #% D #, 2. CDDP & % \» i} adrea-
mycin ¥ 8 U{LEMETHEMREN TSI ARPOR
#, 3. neutropenia &, 1 2R #1,000/ul LA TF &
L, 38.0°CLALDREMBILNT E,

#aMik: G-CSF B T, G-CSF 70 ug/body/day
¥H T s, SMBRE4,000/ul A t, £/i387
B THETAZEELT, 38.0°CELEICRML B
aiciz, My, &, R, XKE GWHIBE L L ORE
HMRESUBB T 5HME % 1T\, empiriic
antibiotic program ic & > THER &5 L 7z, con-
trol T Y, 38.0°CUALEDORMMHEBIL 18812, FH
BT,

WRATF ABFCEL8ANERINT, FETME
fEH X, control B 716, G-CSFEETT6HTH -
T2

B #:1) leukopenic fever G-CSF # o leuko-
penic fever (26.3%) i, control BN F iz (38.0
%) EEREWIERITH o fodd, HHFERCEEEZRR
o Tz, WBED cumulative incidence of fever with
leukopenia i, #HENCBEERZRRS5hkVv, G-
CSF B¢ ¥ 1 A B d leukopenic fever @ episode @
BELE,-, B1HEZKR & G-CSFB®,
BIRBOBEEBEVERABDS -/, TOZLR, G
-CSF 83, + TR KIMIcH 2 BE % rescue T
ERVIELERTHEEETRRT 3, 2) RBRECHTS
FREFORNT ¥REFOSTERIFOER, B
REDOKER, EREIBHRBR L HHENICHERERBEY
Ronl, SEBRBIN T, BEFBOMKE, £BH, ¥
@, G-CSF 23, leukopenic fever iz xf3 % #i7
LB FTH-o 1z,

f&5: G-CSF oz, #irEmcERIRRSh
e, ERERRICEESL M52, G-CSFOD
prophylactic e £t 5 i3, cost benefit DRI, EHE
LEFDFEDORLWILLORRYBDD IS5 RTE
PLRETIMETH S,

II. EBRYH/IAKEEIC BT 5 G-CSF 0B HEK
& % dose intensive weekly chemotherapy o 3¥iff

H#&: NIC Canada Thi# & h 7> CODE regimen i
DLTENE, £, B OVWTRHLE, ¥,
G-CSFC ##Hiz X % CODE regimen @ dose intesity
o, BRFHIZOVWTHRAT 2,

FEFEREE: Mi/NMEke® ¢, ED&E®H, PS 0~2, &
LB, 75T,
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¥#i%: CODE regimen, /NRIARIC B R 723X 4
- (cisplatin, etoposide, adriamycin, vincristine)
2RIRL, TR 3I~4 K%, BEHCIZ4FDD
S RHENFHOB 2R R RET 2 HETHB, HR
2, 9:8M%*BEME L1, G-CSF #5113, BEA
BT L, G-CSF i3, 50 ul/m? 2Hi0sA K%
BETIUAORRE L,

B

1) E|:ghE

G-CSF B ® CR rate, response rate {3, control #
DENICHRBIFTH > Iz, G-CSF B D response
duration &, control #® ® Nl REHENICHE
CRIFTH- I,

2) neutrpenuic fever MIEEE

G-CSF B3, control Bt b R ER CHEIW
RIFCTH-o 72,

3) actural dose intensity

vincristine A4 D 3EH| 12, G-CSF EETHEIC dose
intesity 25 FH L Tz,

) & FF

G-CSF 3 d MST i3 3838, control 0 % it 22
B THEERCHERCRFCH- 2,

o R A /NI 120t 3 % dose  intensive
weekly CODE chemotherapy iz G-CSF o # A i3,
{b2¥#EEkIC X > T4 % neutropenic  fever DR,
neutropenia ORE, MM 2H P ¢ 5, 7, LK
W O E4E, EH D dose intesity 21N ¥ 5, £
A L EFHEOERBE O N, 512, D%
BEREAT 3 72 standard regimen & O LLEAER
BLETH 5B,

WER# BHE L # ik & G-CSF

HREE - =KfEH
KBRRE IR AR £ > 5 —WRIER

W, WRBRHEOIBEIC B 2{LEFREDIERK
#ix, YA 75% > (CDDP) 2 ¥ OEN-HBHI D
BAREIDDEZ LLESELITTER, T, R
(Bh) EECRBLEEEBTREVWEHENBONS
FEOHRE RN, VI PBRBEERCBLTHHET
WOEEIZ, LERERESICEZLILIITER Y,
—H, oL EEC IIRR REWER 2+
5, HICIFHEREVEIRS - L bEELRSEHRA
FThb, B, ZDHFPERBAEICHL £ - FREK
ao=—H¥EF (G-CSF) oBF#ENREh, W
REEEKTH 1989 £ & VIR L8, HEEE%

i L RER DO IF R AEE o X 3™ 5 G-CSF @
ARMRSHRIC L SHKERTRNSh T &, &
TR E OBEE 2 e L 7z,

1. RS ERMICNT 2{bemik

HITHREMOFRIZTR T, {LRMEORE M
KL22d3, BHETORMEEBINTLboL
b H ¥ 2 ¥KHF i3 CDDP & methotrexate (MTX) T
D, K\ Tadriamycin (ADM) vinblastine
(VBL), cyclophosphamide (CPM), 5-Fus ¥ b &
ATH5, HEMEOWRIIT+HATHD, KA
MEBRLERD, %Ki CDDP, MTX, ADM, VBL
DAKIBEBED VbYW 2 M-VAC Mk 40~70% D %
MEERL OS> EOBHNTLLAVLONTWS, KR
®EH BRI L L VEFHMOER v RTE BT
+2THD, ERRICEIER, BICFPREDREDOR I
VEHELZRETH S,

2. FBEE TN 2Rk

SR B MEM5HL, TOFEHRIBZEDLD TR
RT®H- 705, CDDP ® A SRt B ERED
HAI & D BRI R EL, &5 ICMERN
HRICLDELEMEEAS 2 BMEEBEO—DICRD
D0H B, WRAEIE, FRREBRECTRTOER
FEFNIC £ FYIRLERE LT, TE2EDHICN
L, xRk, SRR, BESEEEEA4SD
BN REFRNERETILOTH S, {b¥EkkE
L T, CDDP, VBL, bleomycin (BLM) o PVB
Wik & Z D3HF 2 CPM & actinomycin-D (ACD)
#MNX 7z VAB-6 ENRRN T, 90%LULEDEINR
E50~70%DCREERLTWS, LrL, BI{EA
b, BECFPREVEOHIESEELRE L
%,

3. (EEEEC & 2 FHEREAE IC T 5 G-CSF
=AY, )

WRBEEBICBWTIZI989FE LY, RELE®
& RIER T B LR AR OF PR AE 203
3 G-CSFOERMN, V/ISRAFLALT4NTS
AF LD 2D G-CSF iz DWW THRRIC L B HEK
ABRTRET AN, UT. v/ 75 2F ADEERN
BRBROBRE2HOLICERE L 1,

HREBAER, REMRBECLERE1 2 -2 H
(BEW o, FPERHA71,000/mm® (& I B K
2,000/mm?®) PATF & %% - 725EB (BRE& b B2 35 41,
BHEEE25H, Z0M108)) wonT, {bEEED
BRI ERIMIEAEIT 21Ty, AR (326)) 21t
¥#Ek+G-CSF, BE (384l) it @EEDiL L L
T, 2HE OB EIT o 1eo AL IbEREL ¥ 2
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v, M-VAC Meski3, 30 mg/m? MTX & 3mg/m?
VBL ¥ 1, 15, 22 HH, 30 mg/m* ADM & 70 mg/
m?* CDDP % 2 HEHC#i, PVB M3 20 mg/m*
CDDP ®# 1~5H, 0.3mg/kg VBL%1HH, 30
mg/body BLM %1, 8, 1I5HHIc#5, VAB-6 #
it 4mg/m?* VBL, 600mg/m? CPM, 1mg/m?
ACD ¥ 1 H H, 30mg/body BLM %1, 2, 3HH,
120mg/m* CDDP 2 4 HBXHETH2HDTH 5,
G-CSF i3, M-VACR&ETIZ 2 2 —AHKREKRT 72
BMELY, 2ot RETIEIRERTEE L
D, 2ug/kg # 14 EMBEAR THRE L oo 238, IF
hERECBIL TIZAB30H, BREBHICOWVTH
wahi,

FFRERSK 1,000/mm® KMIZET L2 - IEFIK
T, ABI30FH 168 BEED B FATIMcEL
%L, 1,000/mm KOBEKS ABTIXIHL B
D 6.7 Bt LAYV, FHERMOD nadir & £ ORI
2WTH A¥, BETEA®H 2,034/mm® (11.6 H
H), 401/mm® (16.1 HE) L BEMDZE%RRL X, #F
thER ¥ 2% 1,500/mm® LA B EE T 5 2 ORI B
LTH, AENI3.9HEE B#D23.5HE £t &<,
{CEMEDOEMIC £ > TEEY 15 HEHOIFFHRED
H&TdH, ABFH112.674/mm® iz xf L B B ix 768/
mm® EFELWEERLL, U EG-CSF&EI &
DIFPFREOBREBEOER LR LR, FHRELHEM O
T, LEREEROFPEREOEREE TOREZE
BEDON,

LR, BICM-VACEREDZLBITERIRG-
CSF &5 CIERSBICHL, ShbOTEI T,

BERIX 13.9%DEFRIC RSN BHFICEEZ S
DTRBRMLoT,

U EOBKRBROER LD, (LB OFRRE
DIECEAL TR, FAYBLIULLHOED S G-
CSF 0BE#M% ixBE»TH Y, M/IMIEAE VS 8
M5 5 L i3 2 BHEEE L v S BIER ofRic—%
S Iino L2V ARARY 28 o I

28, EEREOSBOFEIO>VTLERL,

AR FEREIC 81 5 G-CSF 0
&

HETE - FRFHHE
RARELERKZERAR

ERAREEEEOTERCEOELEAB L,
D40 FHTFER (FCFESH RBAADL S
19.6 25 3.5 KELWEDRRT—F, B

0.835 2.7~k 3.5BDOMIMERL 2o & 7-IAMM
MM BT, CEMESFHMELZ6ATEER
FIRRMTHE L0 d, I TIRIPRBICMEL
2> TMABRRIC B 1) 5 WMIEF¥EMKICBIT 5 G-
CSF iMliz DTt~ 3,

1. IO Tk TFhUBOBRS

UG XS BB T 1T, TbBIINE, IV
ERATHEZ LFL, TNLBIIREBLEOFRER
RiZLTWw3, HHAEMALIME (FIGO) 0%Hic
shid, 1XOSEEFEIZT0%, 1MWt 46%, 11
Wiz 17%, V5% THD, ThizZ 10 EMb
T HBORAZBD T2 DD, B> 1E
ERFELTWVLERY, ) I ERIMORRRERL, #
TR FREBOLTE*HLOTEBTHH LY
ALTWwS, EITHONEEL TR, (VFEHICLS
redility ®FE L, 2QHMLFERE (LAITIEMER) O
dose intensification, (3}EFEMZH 3 5 salvage 7t ¥
BHTSIEETH Zhs i LRESICRY EHAT
%7,

2. ¥Z B} 3 Maximal cytoreductive surgery
(MCS) & High dose CAP ##ikDp#&

B2 IBEBFEHOBRBELA LEE S DX
» 6T M T & RIS RBUIRSE, FESEWF,
KETIBRMcmE, HARKGS L CBRY » 1 HH
H, MEAROTREVIRKE (LERHNITBYILT
%) ®H L LEEXHKR maximal cytoreductive sur-
gery (MCS) kL7, $70bMic BT HHEXRD
CAP ## (cyclophosphamide 200 mg/m? adriam-
ycin 20 mg/m?, cisplatin 35 mg/m? low dose CAP)
IZ 8 \» T cisplatin % 70 mg/m? i f£# (high dose
CAP) L7z, choo#laBbEiIZL D, Old-opt+
Low dose CAP @ 54%E4#% 15.6% % MCS+high
dose CAPic & D B. 1%~ ARCALEEE, —Hh
o DR, HICEROBIER %4 % & high dose
CAPBo MR 3% 4 BB b2 BITLT
W BRI & 5 1 WHO toxicity scale T Grade 3 B4
L+ (B 2,000 L) 2RT b DBHWI5%TH
27, ThoidG-CSF OERAXRTHD, Thick
DEBEL FPEMEBITLAEEZONS,

3. WARMEBEIC B 5 rG-CSF DK

L% 2 72— AL LT O MAREGEERETE ]
I—R (BREH) FPREH1,000/mm® LLFETF
L 7-fER 58 ZH e RICE 2 a— A 2B E5MELT,
F2a—-ALEBH LY 14 A rG-CSF 2 ug/kg/
day R TFEZ{TV, HIMMRE, FiFhREOLHI
DLTHEL L, B5H L BEBHOFHRHEITOWT
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a) BRIE{H, b) {LFMEBAMKH S 1,500/mm? LA L
AT 22 TOMMW, ) B 5 7 L TD 1,000/
mm* U TOERZEEHBLAL L 5 90.4%DER
2@, BfERAE L TRRB L UARKTIRE 1 517
2BBHIH, WThLBETHD, rG-CSF 3MAR
B X ZIFPRBACHLTEDODOTHRATHS

ZEASHBAL T2,

4. BRIMEMNT 5L L G-CSF

#ETIT-o Tv> 3 High dose CAP #¥:ix, 10 a—
ATHRT ELTW3S, MCS+high dose CAP % #{T
L4780 bR, h3ERECERLEY
DX16H (34%) THo e T B IR L TR,
second line chemotherapy & L T cisplatin+ VP-16,
carboplatin+ VP-16, carboplatin+CTX %t ¥ 5fTh
nNTwad, FTCEBENFHNOHPALH D, G-
CSF 5z X D{LEORITHAIRE L & 2EF LD
RN,

5. Neoadjuvant chemotherapy & G-CSF

HETIRRBEER DT iX, FIEIFRTEF B O
HEELERALH Y, T OB IZPIEIFRERIC IZMER
HBROERYE, BBOLL) 2R T H520HICEED
T+ 3, 2L T % D% D{t# (Neoadjuvant
chemotherapy) BT 2 b Th 53, URKRF
BEEL S, BEAMOGEC L DGR ERLE
EROE/NE XY, RERBTICH > T OHHE
BTHs, L1-55>TG-CSFO#HBIZLETHY,
&4 b carboplatin 600 mg/m?+CTX 600 mg/m? @
{t# G-CSF %#HtHL, EBE2 23— 2 KT, B
OR/INE #, BIEFRE2RZLEBERAZEEBRL:, &
FEF I PIESABRBHERTE 19 A 28R L 7o B EH O
BRLZ(BETH S,

L ERARHESREIC 513 5 G-CSF 0&EI2FE X 3
£, 1) G-CSFBEICE DAY Y a—ED DL %:
v 3, 2) {LEORSEMM, H2viER5HHE
DEHE W X b dose intensity #IME ¥ 3 Z L BT
%, IDEWHESHESEGL S B, BEBDITS
ha,

L L G-CSFo#%s5 &, RE5HM, BREHER
Y, SRIVEHcRN I AR ThIERSRVLELS
¢, 85I G-CSF#RAIcL D, EnVTFRIHK
BN DR EENY follow up L RITVHLETH
%o

HR RO L S-1108

FL®»

1
RS R MR & PR

S-1108 i3, HEFHMMNELASHFRATAMN SN
LV AFNVEEOE 7 = AKIT, NIREMBE »
SRINENPBEED TR T 5 —¥I2 & > THEEE %
HT2S-1006 CiAkAMEENZ T F7y7TH
3,

EMARETH D S-1006 i3, FRMEX 2 IIMAMED
75 LB EBS LU ABEEICRL T, BLVH
BARZ ML EBOREL 2R, 2OEMRIREN
TH2, BCHAT P IVREERLDETES 748
HERE I L THOHEN2E T3 AN E S hT
Wwa, 2L, XFYIVURERBTFVEKE
(MRSA), BREB & KRB ICH L T, HiEE
HEBLZV,

72, BERFEIC L 2 EROBIEBRERICEY
THENTEBURYB DL LEBTBDLN TV B,

A, —MEEHR, —MEBRR, £H - RE
EMHR, TREAMER, TIFERARSEOMEKSAR
BIUEEKB—HABROEK» S, £ FTORLMED
BRI hiz,

BB X EREE OB & b RS At
B ENDT, 19897 B oA 2HEBL,
BE ¥ CRBESIC B TEREY - BRI 5
ShT&,

B ¥R &

REB%E
Ui 2

S-1108 BIAEANZ b7 LD A FVEEOE 7
x AT, ceftibuten (CETB) @ 3 8 X U7 {8
DILREMIC X VIEBART P AICHEL, EHK
BOBRRMEE2EDE-HENQL VA FYAF LI
FhELIELbDOTHS,

S-1108 ¥BEE L X 75— ¥ TRB#Eh, BHHE
S-1006, ©/8Y VB8, RAVALT VT E FBERT 5,
41 X 3hARBH/EHAERT S-1108 400 mg/kg/ A%
Q%5 & D BRGEESSA LN, ZORREZER
THELHIHEORHEYEA A CEELI- LIS, BN
) UBROBCFRIARFOEESS S, FEYEE%



