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AR 1
Bacterial Persistence and Expression of Disease in the Urinary Tract

Gerald J. Domingue
Professor of Urology, Microbiology and Immunology
Tulane University School of Medicine and Graduate School, USA

There is a considerable body of experimental and clinical evidence
supporting the concept that difficult-to-culture and dormant bacteria
are involved in latency of infection and that these persistent bacteria
may be pathogenic. This lecture will focus on the details of the diverse
form and function of individual bacteria and their symbionts, and will
attempt to make this information relevant to the care of patients with
chronic and mysterious disease of the urinary tract. A series of
experimental studies involving host-bacterial interactions illustrates the
probability that most bacteria exposed to a deleterious host
environment can assume a form quite different from free-living
bacteria. A hypothesis is offered for a kind of reproductive cycle of
morphologically aberrant bacteria as a means to relate their diverse
tissue forms. Data on the basic biology of persistent bacteria are
correlated with expression of disease and particularly in relating the
mechanisms of both latency and chronicity that typify certain infections.
For example in certain Gram-positive coccal infections in patients with
idiopathic hematuria, it has been clearly established that wall-defective
forms can be induced in these subjects; these organisms can survive and
persist in a latent state within the host; and they can induce pathologic
responses compatible with disease. Utilizing the polymerase chain
reaction, previously nonculturable bacteria have been identified in
patients with interstitial cystitis, Whipple's disease and bacillary
angiomatosis. Koch's postulates may have to be redefined in terms of
molecular data when implicating dormant and nonculturable bacteria as
causative agents of a mysterious disease. Therefore, bacteriological
laboratories should upgrade their diagnostic capabilities so that the role
of fastidious and aberrant microorganisms can be appreciated.
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AR 2

TAXANE EFFICACY: ROLE OF SURFACTANTS
IN CIRCUMVENTING MULTI-DRUG RESISTANCE

James F Bishop MD
Professor of Cancer Medicine, University of Sydney

Paclitaxel is a novel diterpene compound originally isolated by Wani et al in 1971. It
acts as mitotic spindle poison by attaching to a single, saturable tubulin binding site,
stabilizing microtubules and inhibiting cell replication and rmgratnon Paclitaxel was
selected for clinical development based on good activity against murine B16 melanoma
and human MX-1 mammary tumour xenograft.

Clinical trials of paclitaxel begin in 1983. Over 12 Phase I clinical trials studied 1, 3, 6
and 24 hour infusions using single infusions or daily x 5 schcdulcs The recommcnded
dose for phase II for IV infusion over 24 hours is 200 mg/m? or 250 mglm wnth the
addition of granulocyte-colony stimulating factor (G-CSF) or 200 mg/m*> for
intraperitoneal use. There is good evidence that the 3 hour infusion of paclitaxel is
associated with less neutropenia than the 24 hour infusion. However, controversy
exists as to whether paclitaxel is schedule dependent. Major dose limiting toxicities
are myelosuppression, predominately neutropenia. With the use of G-CSF to
ameliorate neutropenia, neurotoxicity is dose limiting at about 250 mg/m? . Patients
have noted myalgia and.alopecia. Severe hypersensitivity reactions (HSR) occur in
<2% if adequate premedication is given.

It is unclear whether the HSR is associated with the solubulizing vehicle, cremophor
EL. We have shown that cremophor EL reversed multidrug resistance in vitro to an
extent similar to cyclosporin. Cremophor EL concentration during a taxol infusion has
been shown to be sufficient to reverse multidrug resistance in vitro. The importance of
this observation is unclear. We are conducting on-going trials of cremophor with other
agents such as doxorubicin to test this effect. Preliminary results reveal that
cremophor changes pharmacokinetics of doxorubicin in murine models and in patients.

Phase II trials have demonstrated important activity for paclitaxel in breast cancer,
ovarian cancer, head and neck cancer, lymphoma and lung cancer. Paclitaxel in
combination is now being evaluated with carboplatin, cisplatin and radiation in lung
and ovarian cancer. Paclitaxel anthracycline combinations are active in breast cancer.
Paclitaxel has been compared to CMFP chemotherapy in untreated metastatic lung
cancer. Cisplatin paclitaxel has produced superior results in ovarian cancer.

Docetaxel is the second taxoid available for clinical use. It is partly synthesised from
an extract of the leaves of the European yew. Phase I clinical trials studied 5 dosing
schedules including 1, 2, 6 and 24 hour infusions and a daily x 5 schedule. The
recommended dose for phase II studies was 100 mg/m? over one hour. The main dose
limiting toxicity was neutropenia. Other toxicities were generally mild and included
HSR, skin toxicity, nail changes, gastro-intestinal toxicity and neuropathy. Transient
peripheral edema was identified as a problem for later courses of therapy but may be
ameliorated by steroids. The vehicle for taxotere, “tween 80", has also been shown to
reverse multidrug resistance. 42



Docetaxel has shown good activity in a range of cancer including breast, ovary, head
and neck and lung cancer. Phase II studies in untreated lung cancer in 67 patients have
reported 23 (34%) objective responders. In a small number of lung cancer patients,
previously treated with platinum regimes, response rates have varied from 21-40%. A
recent phase I trial of docetaxel and cisplatin in advanced lung cancer we produced
responses in 32% of the patients.

Taxanes are an important new class of anti-cancer drugs. The importance of

surfactants as multidrug resistance reversal agents in the mechanism of taxane
cytotoxicity is still to be determined.
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PRESENT STATE OF ANTIMICROBIAL RESISTANCE IN AND
CONTROL OF MULTI-RESISTANT NOSOCOMIAL PATHOGENS

John Turnidge .
Director of Microbiology and Infectious Diseases, Monash Medical Centre,

Clayton, Victoria, Australia

Multi-resistant bacteria are an important cause of nosocomial infection
around the world and are increasing in frequency. Two of the most
important, multi-resistant Staphylococcus aureus (MRSA) and extended-
spectrum-p-lactamase-producing Klebsiella species (MRK), emerged more
than ten years ago, and have become endemic nosocomial pathogens in
many institutions and in many countries. Some institutions have also
experienced problems with multi-resistant Acinetobacter species and
Pseudomonas aeruginosa. In Australia, problems with multi-resistant
nosocomial pathogens has largely mirrored the experience of other
western countries. MRSA has been a prevalent pathogen in tertiary care
hospitals on the eastern states of Australia since the late 1970's. By the
early 1980's it became endemic in these institutions and began to spread
to hospitals in South Australia. Although the organism may have been a
single clone initially, it rapidly diversified such that there are now a large
number of circulating clones, with occasional outbreaks of specific clones,
as shown by a variety of typing techniques including antibiograms, phage
typing, plasmid profiling and restriction fragment length polymorphism.
In eastern Australian metropolitan tertiary care hospitals MRSA now
constitutes about one quarter of all laboratory isolates of Staph. aureus.
MRSA is most frequently a problem in surgical patients, particularly
those having cardiothoracic, vascular , orthopaedic and urological
surgery, where it causes wound infection, urinary infection, line sepsis
and septicaemia. It has also become established in many intensive care
units, including neonatal and adult medical and surgical units. Traditional
infection control measures, such as the isolation of proven colonised
patients and promotion of handwashing, have been unsuccessful in
controlling the spread of MRSA. Only intensive and extensive measures
such as screening for carriage, isolation, topical or systemic treatment of
colonisation and separation of pre- from post-operative patients has been
successful reducing the prevalence of the organism.
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Multi-resistant Klebsiella specie, especially Klebsiella pneumoniae, began
to be a problem in Australia in the early 1990s. there appear to be many
different clones of these around the country, but all share the property of
resistance to gentamicin, tobramycin and third-generation cephalosporins
through the possession of extended-spectrum B-lactamases and being
borderline resistant to fluoroquinolones. these pathogens have been most
prevalent in intensive care areas, and been spread to other hospital
wards through the transfer of patients. Wound infection, urinary
infection, line sepsis and septicaemia have all been noted with these
organisms. Successful treatment of these infections has required the use
of netilmicin, amikacin or imipenem. Although most of these organisms
have been susceptible in vitro to P-lactamase inhibitor combinations, the
efficacy of these agent in vivo is not clear.

The most troublesome nosocomial pathogens to emerge in the last few
years are vancomycin-resistant enterococci(VRE). these organisms have
spread widely throughout the United States and are now being found In
Europe. VRE are often ampicillin-and high-level aminoglycoside resistant,
making them very difficult to treat with our current armamentarium of
antimicrobials. Only one isolate has been seen so far in Australia.

MRSA, MRK, and VRE have all proved troublesome because of the facility
with which they spread within hospitals. In most cases the reservoir for
the organism has been the patients themselves. Because patients can
remain colonised with these organism indefinitely, the organism has
many more opportunities to spread than organisms that colonise
transiently, particularly if the patient is hospitalised for prolonged
periods or returns to the hospital for continuing care. The failure of
conventional infection control procedures to prevent their dissemination,
and the high of intensive isolation/eradication programs suggests that
the best strategy for the future is to prevent colonisation in the first
place, thus protecting not only the individual patient but also reducing

the recirculating pool of pathogens.
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OIS LEMESERMCTILD, 25T FY Y RAY
Zoaoh, LRRERIXHERERAH L RER 3.6.9
DHTRECEHNBOLHN, 120 HTREHNGE VI EHRER
Eh. NSCLC CTRILEMEIELLHSLEMDRES
LTWE LN EREINLTWE, LHL. REAHEE
RBOOALELTCHEDRREIAEEFEHMIZESL 3
—4ADHTHD NSCLC ODRERKBUBETILERE
EFO<XCRBEW, Lid->T, NSCLC O L@t
KEREBRRNERELERT <EITHS,

NSCLC Db B — RO ESMHGBLEREEZTS
N, EOWAERDIEMOBEMIBICO VT, 155 B E
OEWEKAE KT EME. IFX, CDDP. MEC, VDS, VLBE &
€55, —H. GEBRERBP TSABOBSAGHAILP
MEORMEHNSD . RUAMBHRERTNSCLC DL
MEcH-owT ONMEMIO DMEMN @CDDP. VDS,
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BENREIOTVWS, BEHFRIOALNSCLC O 5 Mo
AEMER. CDPEEAARLHERAIRL-BBTH
SN, EFEMM~ND AL X2 PRBLA-AYTH D,
F /-, NSCLC i %9 Bdose intensityd A iz, {LF#M
BEORMEURT IARBERYPTV, T LR, b2
MELLIWBORKERMA LRI RNIFTLEND
MRENRGRTHELERRLTVE, LtoBAH
S WIFENSCLC {EE MBI A V<7 V252 30%#%
DK B5HELWMIZCPT-11, Taxol, Taxotere K ¥ TH 35,

SCLCREBILBVTHEL2EKDI0~15% £ 5. R4
BEipsy v PHTHERCID2HEL.,. BR
BATRFRARLBRINh TS, LHOL. LE¥@mE
PHERSEICHNT IBEZAENGVWIEHEASAE
HETHD, TOBBERBRICEVT,. ABFHLE—R
RETIIERFEBEDT LV, THLERREIG, HE
BENERELTR, HALERHELPLE, KB X
VEHRREOHALERT S, CH5LERRMBEBEOE
BN R M H19815F Ic A K X hi-SCLCD “State of the
AIt"TH 3, COEDSILCOMBAROIRBBR - O
EENBRRALERISILETHO. ChipF oMMz
SCLCoO—MiyiEReE LTRAVLEHKEIN B, LHOL.
CONEDHBERRBIRKEILIBRIBBSATLEL,
ThiRitEMBEoERFENATRBZVIEKETED—-HE
ZExohd,

B DOrevievic K hid. T D20FEM TS5TEMHMSCLCK
HLFEESH, 208 DEOFHELERLAEEMNINS 3
A, EBOICEE S h 3FEMITCPA, ADR, VCR. CDDP,
CBDCA, VP-160 6 B TH 3., —H. S MG AR
Tk, CAV SEik. CAE 8Bk, CAVEREEE. PVP SEik. CAV/
PYVP ZBWMENTbOO I Y, Hid L “State of the
Art” 2 RKE(BASBERERT LOTRAT WV, SCLCD

dose intensityiR 4 BROFBMEFTOOMNRRTCH 3.



B BB LERERZEETHLOD

2. ILiE

BN At 2 —hRFRILIRAF

RREIA. BRIBOMEREOTRELRFEICONVT
BREZI0EMTIRZNBEOLPICRoTE R, FY YRV 2
)

TATR, 2B OREH 2 ERER 2D ?
B ISR ERED EEHES L L TDdose intensity (DI) A*
AMCBWTEOREMFTELZND? =DHICITRR
BICIMOLEREIIED L) 2 HAMETR Y ML RET
HEPIRLIDVTRADAY T4 TV —TORHEEF
LI LT, ENEOBREOEREZMZ THRET 5o

—. 41219804 A 5 randomized clinical trial (RCT) T,
3RICh o TERKRARYL 1T L. RENEREDHELICE
OTE&L, BEEEPAMEDREICE 2 [BEREOEFEYD
BROBIZRE JCOG)] & L T19854A & RCT TH Mkt
FIAR CEELLBHABRLITo TV 5, HIE2SHIRICL 2
% 3R ERRSETP LTV S, £ 2RD13HaE KR
T3, adriamycin + cyclophosphamide + tamoxifen (ACT)
#$ & tamoxifen M D V) |Z medroxyprogesterone acetate
(MPA ) & Fi\2 7z ACM B DEMEB L BEARE 23381 £ 1R
AT o 1M R. HUEBHR & EFRTIIACT EHEATY
7=h5. BIfEA &£ QOLTid ACM BED R TV A Z & %1994
F£NASCOTRK L 7o BEACT ICMPA 26T 2 HH
HICOVTHBRAREIT o TS, 53 TDE AT
BRI {EHT adriamycin 20 mg/m? iv, daysl, 8, CPA
100 mg/day po, days 1-14, |2 tamoxifen 20 mg/day days 1-28
YO LA EREDIRER LFH ST 5,
—. REREBRIABOERL BRICEAMMEL RRT 2L &h
TVAKBILEREIIOVTRILTVE, £20—2K

thG-CSF % #FJ L 7= epirubicin 130 mg/m?, day 1, iv, CPA

L& B

1000 mg/m?, day 1, iv (EPI+CPA) % 3 MH# 4 7 VTS5 7 —
VST BERRE 0 MR Y 7208 S ¥, EDFMR, Mk
5061 BVTIERMETIZ 1 16 2. BHFIICRTH
14%. PR 25 B150%TH - 7z, BIfEAIIZ grade 4 D H L 3RM
. FRIRBPA92%IC, M/MREA A 20% (ZEBH 5 R T
Wby P I — LA TH o 7o, RIERIE IR,
fiize LDNA ) R 2 2 NREBEFROERIZARESBWC
AR S NS, ESHDRIZACTORRIERE ZRT 5
bDTIR 2D o7 (1995 BEBERFLHE LI TRE).
£D—FE LT, MEDinductionft ¥4 |ZEPI+CPA % A\
T. PR U LOZHEHE O M IESIC Sl SR BHE % 6k
L. consolidation NDEARILFHEL LT, CPA6g/m? L
thitepa 600 mg/m2% A\, FOHAME 20 flicovVTHRE
Lo #DFER. BROREWIIHTI SR, $H2 HOEMIC
BVWTRHEFSRED O TV, L LELEEIELR
EHENCHRT 5101, FHREOCRBOFERBELE
ZVERRIZES N2V (1995FE B XABFLRBLETRER).
= —H FBERERICOVT L4 DBRKRS 2 HRR
7o TW5, & <IC, docetaxell3 Bt RABOHESL
T60 mg/m?/3 weeks DIX512BWVT, 7408 #EHFI+ CR
6.8%, PR37.8%DHVEZHEHEFSL M, BIEAL+5a > b
O— VI AETdH > 7 (Brit J Cancer 1996, 73, 210),

. IR ES OEY AT RS, E A A R
B, TELTERBMLICL > TFEMNRL2 22 LEABEDKE
VBB L L TRBEINTEL, BRIIE4 DFERT LB
BnS) X, Bt BES. FEBOERELBEE0 QL ¥
ZRLTENNIBRT 2 At ST 5,
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3. BiE - KIB&

BARRPRRBREHCERARAF

B, KB HER 0% RAMEV I & LT &
n, Thi CHELOHRBEIC L > THRMWMIBRAS
T3, Ehb &, 1) SHIGHHRE. 2) CDDPORI,
3) biochemical modulation, 4) FEHELEH. 5) +o
iR LT, BEOKRIR L RRICOVWTRRS,

1) SXIBERI#E

MitomycinC(MMC), 5-Fluorouracil(5-FU),
Doxorubicin(DXR)%Z &% M2 2 —4 K| 2 A S bE T
#ETHLDOT, MFCiZIZLED, FAMET R I EE T
H5, BFHDOEEKIIMMC, 5 FUTH o7z, ZORTHK 4
DEEKL7=MMC+Carboquone+5-FUTIX BBV T33
%DPRAGESL N, MFCICHL L THBLESHEIHS h
70 KBTS FUBMERZ b DIRALA TV,

2) CDDPDORS

Cisplatin(CDDP)2* 84 L T, B Ofb##Eiz—% L
& \vio T XV, CDDPHEMTIZ16% DEXERTH 5 2°,
Preusser 5 2 & ) 3 S N7-EAP(CDDP+Etoposide+DXR)
3IEHRTISHTH o7z, DYETHBERS42% LHE
Thoto LrL, EELEMFH L. ESGPHRIFO N
ZnZ o —MIcid b5k o, 7, CDDPIC
5-FU, DXR, Epirubicin, MMC, UFT %8BI ¥ 5842 %
A, 30—40%DEHEE Lo L., FUEEHRIHYH O
ERGERREOINZE o/, LPL, EGHROE
Tz Lmia e Cid e b o 720 KBRS L TIZCDDP
OREZWIIFEH S N2 o7,

3) biochemical modulation (BM)

MTX-5FUICIZ UE ABMIZ D ERIHAREICZ 512D
RTLAWICHEARL, BRIz d 5 2AKEHE CHOTH
B5 LE b s, S-FUBL TV R,
GREMoOBIELN L., 2 ABMOFRMEIAHTH S
CEAEHENAEDLIDIATHY, SFUICHT S &
LAEE o7, SFUNBME L T, UFT+CDDP,
5-FU+leucovorin(LV), 5-FU+interferonz £3%8A & 1,
Fhen, §HTIERPH0%OEHNELHB TS, LKA
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RE &

BRTOMTX-SFUIZHAS 2 Ic5-FUBBIC o> TV, K
BT E#IC30% % LA 5 RMIEE sh, ThET
DHEXREL TS EVoT IV, UFTICLVAHAT
% BMASESERMA b, USATIRKB B TI2% DER %
ARG S, HYETH EITHILBRRTERPTH S,

4) FHEHEH

19 9 04ERIC2> T, CPT-114%HL . HETI18%.
KBBT27% DENEE H T, DPEORBILSH
BHIEHI T, topoisomerase IDinhibitor& L THFMD b
OTHY, EEEBUFTS, BRMTIICDDPEOHFAT
41%Phase [T4# 5 N BIFEPhase [IICA> TV %, 5FU
Dmodulation < X 5 Xh R 5a & BIfEHER . QOLOMA L
* B LR ORRH O MRBL4Thh, BOF-A2, S1H54
B BHE LTRBL 72 BOF-A2 135-FUDSTREEEK
FHICNDPZ BEH IS UHERTH 505, FHT35%.
KBFBTH20% L LM TH 572, SLIIFTICCDHPE
oxonic acid Z B4 L7-&# CRER A4 { S RIHE
Phase [IASER S LTV B 0%arly DB CHBS0% & &
ATz, KB TIZ20% Bk TEE D EFNORELI
Tehde, A ¥) ATHBEN TomudexiZTSHEH T H
205, KBET26% DEHEE/RL, 5-FUHLVE DB
RRTHES TR 2, EHHBIENEOR
ARG TS,

5) ZoAt

BRATERT 2BBEDNI b1) »bH4) o5, 5
A2 BT —RE DO BV PS3-4DEFI R B E O R K
PRI EBR I8 0 BIELI B EE) LD 2
PERRICE > TRROBETHS, £Z T, CDDPD
5-10mg/body+5FU250-300mg/m2 % ¥ HE 2L il #HE TR 5
TEHEEZRATVWS, B, KBRL b CE2HF1E
b, PS3-4DJEFIAGER. RETE. QOLOMLEI b —
B’hoTwB, K72, BIEH. ZHHM. 38~ L
R RIS L SBOK— SR HF S,



B EOHBLERELEZETHCDOD

4. JRESE  MEDRR & SHEDOKE

L BE PEOR AR 0 FEH BRI LB R < (UICC: 1981),
T D20REE, {LEBEIIINRMERMO TR & % o AT
HBo BT, MBO%E V) BVBHELHGEIN TS
cisplatinZ & U LK IC IR K X 2PFMFLLN TR
7o LBL. BINLZERRTIR, ZoEhZEMERe
TLOBEEROKRM ZUHICIIRFLT, PRMCL D
FEUHR, RELT, LRD—BIZH D, BUTOMLF
FEOBMERI L. PEMIHTIRBERELTAH
AR

i) Comventionai Management

6381 DI B AE B (Tstaging surgery R, 5T— A D
cisplatin 50 mg/m2, anthracyclin 50 mg/m2 , ifosfamide 5 g/
mE4To BB DI0ERBAEFRTIX, BH100% (n =
25). I 85.7% (n="7). 10 56.8% (n=27). IVHi 0% (n
=4k, FHREETH L OMERIB DN EHMIC
HEEREON Loz, RAFESHOY A LB (THRY
RV EP) TREITT S &, FROZRIIETHBIOE
nibh, SHICHLDPTH 572 (97.3% vs 21.1%: 0.005 <
p <0.01),

SRELEDOLEATHAIZ, € D natural history DR ICE T F
B LRBEFR CTRES L, A, TRELBHI(K
5, LiL, ZOETHSETIREED histology,
grade, I ICHEIFAHT£D residual tumor DB % KIZERK
TRV, SEOKRFTY., BHERY) 2 — L08R/
It BRETHFREY, LFREDREE B L
HEIBINI,

2) neoadjuvant chemotherapy + interval debulking surgery
ME i fEERE TR 2 BITT 5 £\ conventional %
iz, 29 L b prospective IR TXHF I N7z b D TIX
%\, HIZ, KA REZBREASATELESHS Ve
B EDEFI TR, MR T RIFMRICEMEDHRL R
i FRIME LY.

RBACEREDRE DR T H 2 FEHE KD complete mac
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RERKEEN AT il I

roscopic clearance % B & LT, 2451 DBRIRBAMAEH I
neoadjuvant chemotherapy % B Z % o 720 #ATHIZINC (19
Bl) EIVHI(5BI) Th oz RERBAMA % Dneoadjuvant
chemotherapy iX, FRBMATREL:EETHHIZbHD
53, BEICIXEREPR EHMTE S ML RLA, L
b, 1360 (54.2%) Tid interval debulking surgery (2T
complete macroscopic clearance A F B TH o /2o THHD
MERTREFEIIB2% TH D, conventional IZEE S
- ERR R AEBI (12%) & retrospective (28 L TH EZEH
o bilice

3) AR OIFRMBILFERE

B HHIOBRIZFREAL LIS, paclitaxel LCPT-
NZZIRRREZE)FETHLY BHEL G ICHREIPE
WA ER LT, ¥IC#E % neoadjuvant chemo-
therapy & L THW /=14, J4 ¥ pathological complete re-
sponse Bl 53R b7z, Ak, H4 P A A Y RKMHME
MRz ETXRHSNIBRKBICEREOLAICL ) T
RFELTOILEREOHLENHAKT I ETFHEINS
A5, EATESNC A L THEE %2 maximal cytoreduction %
W72 B BERACAT D) e KRR OEREICKE CEL
TAHWENEYDH S,



B EORBILERERECETUH<DOL

5. uWhbR#RFHE (BERL - HAS)

ABRFFILEX AR £ > & —idbREEF

[BERERE (PREE LECAE) )

BEREAEIS. TUR L ERE R & BT 2 EHER
THY . WOBFREN. EBEATIETHROAT
1<, MEFRMATROMBBEL LTHLE{AVSNT
W35, BLREMS BT IIBIT LM THMMER—
THY. BITHE T LFRETREILOTMO RO
ha,

1. EITHIRES LB T 2L F M
EBEATHEITHIRE LRI T 3B RSIERER.
BEDL ZHAEHEREDHATH D, (LEREDGHE
ZhEiZ. M-VAC # 3 (methotrexate .
doxorubicin. cisplatin) DREZLIENE D HEIN, B
Zh® (CR+PR) 3. 60~70% L3I T 5, LL,
NC. PDi3bBAADZ EPRTH. EFHMOERIT
FH oL CR (surgical CR #88L) #FKRTEHN
3, EFPMOERN B OoNS, Licdi-> T, {L¥H#E
i3 CR ZBHETHOTRINTLE S0, KERAFALERA
Wy —IZBW T R LB 46 B (D~ 50 Bi) i<
LEREEIT 2720 LI XA Vi, CAP #E:% 15 Flic,
M-VAC #t#:% 28 #lic. MEC #&:4 7 flicAW Iz, 3F
P E7S 48 BT, E%HBIZ CR+PR31HI (65%) TH
272 7. M-VAC LD BN LI A Y ORR%E
B E LT, £ LR MHEIRE ERBICHT S
randomized prospective trial £ HHRIFPFFTLE LT
Tote LUAVIZ. © MEC # ik (methotrexate .
epirubicin, cisplatin) . @ intensified MEC ##&. ®
M-VAC #ED 3 Eb S RIERITH O 1) 70 EFRI.
EhEN 2041, 3041, 30 FITH Y EHBHRIZ. 52%.
79%. 48% T - 72, Intensified MEC #HELRIF A D
BMNENIREIZH BV BNIERHRET LT,
2. WiBhMLE A

RS MR OISR . ISR S BRI AR R
RIS IEMEE L > TV B BtBENANBEL TV

vinblastine |
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RHEHES

T3b U LORKBEAMTIL, BH2HMBRAEIT-THZ
DFRIIART. B DEFTEBES % &7- LTHIE
T3, EREMOR EEBME LT, #HiTd s I3MH%
ICHBRE & U TILEREDITON B K> TET
W3, KIRFFALIRAFR £ 5 —iIcB T, REE MR
PEBAT LB 23 BICREBES MR Gk ICHIBI L F R E1T
2720 5EELEERBIZT5%TH D . historical control IZH
NTFRBIFTH -7z, o, BEEHMET LM 32
FUSRATHBMLFREZ 1T, 27 BLICRERE 2 BT %

3 B BERE SR S BRAT % FAT L 720 3261 5 b T A
TH -7 30 FIOBEHETIZ. CR6#I. PR16 FITH
., BHRIZTI%TH -1 BIFARLEVEETHS
b BGNLRERIZZED o hEh -7,

(¥ 54087 )

1970 FRE TR EBEH T HETHRRIEBHDO FHIT
EOHTARRT. 2 FULEFET ZEMTIEA LAY
SO o7z, (LEREIENTSH, TOEHRIFH
bDD, EFROM LICRET IO Eh -7, L L.
1970 FRBEI VR TS F U HIBAINTO S . EBER
DINS WFEFID 0% EHER L KEWLBLEEB %
AT HEFDH 60%ICRMAEEN oINS LI
Bolce BETR., EITHRRERILERT 5 004K
EARINBEIICNE->TETNS,

KRFFALERATR £~ ¥ — T, 1979 FELIEEHE LI 167
Pl HRER (FMia) 055, WPID. DOETH
WRERIZ 726 (43%) T. 20D bD 66 I
BEfTo720 VI RX VIZ. PVB (cisplatin, vinblastine.
bleomycin ) ¥ & ¥ PEB (cisplatin .
bleomyecin) MET. 34 HI(52%)DCR &7 H, CRD 9
LD 94%i3. B NED (7S LARE) THhb, PR I
31 FlUT%)TH O _RILEFEDPRFHERICLD |
PR ©® 9 5D TT%HBAE NED Th b, 66 HI2ET 57
#1(86%)%¢ NED T. 5 FELEFRITBE%TH -7,

etoposide
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MEEOT LA 7KL b

HWHEOTLA 7842 (BP) CRMICliHS
WO BN %21 ZHIBEFNB P & BEERENRANIRE
TEA0EODOHEARERTEKOIBP OM A H 5 M
BROICEDEHLTORRETH 2, FENTREC
ESwib¥fkom L2 BiEL T, x¥2&TRBLM
BINZOBPRMYALAABTD Y v RI I LPHBRIT
bhtTi,

19936 BiciBA¥EDOIEEEZHNEERN
ZRAK L > TFRBEYIE & WU B4 B EEER 1S
BPitBMig 2SI hi, FAMEDOE4L3EE
FLBRLICBTEY BT YL (BERBEEREIES)
PEHEBESRSIKEVWTHBPAMD EiFohTwa,

bArEDOEELHEDBP REAETCEEXL, FIH
ENTWEBPLRED, bETOEHREREHEH

LEBEoHBBITHE L DER T — s icESVT, &
He IR AT S0 IS VIR 2R R AE & UMAE Ic oW T, BERYR %
3»Ea0&ﬂmsiﬂﬁtitbentbmf5§o

A%
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BMHZE (BFRAEEZATR)
REBE— (AMNKFEIBREH)

HHABZHEEORMEIRB O SMBED, BPILEE
ARETEHOBRICKR LoD, BXUEKLRED
HMEERMEINAERGBSNILLDTH B,
AVvyRUTLILBEOTIR, RRZOPKOBRIC T
BHEOBRVWEHEDF 2 I hEhEMoUBMS, 1)
BPOE#. 2) KMMHBP - BEKEMBPOKE, 3)
BP#&Ek L&A, 4) HM¥EMharaonization O
RPSERKERDLE LLEARICEIISBP LOHBA,
5) MEYREYE « EYBHME - HREBOKBELULOEE
MOEMIcL 2B, 6) FERKARD KM, SFHMIC
- THONAEBPLEDEERKRLEDEAHE, T) £
AROEN%h-> THESNIBPA2LEDLSICHABLE
KREEN LTI IENTEXENZLIZOVT, BIARK
BOBEREMESEZFZVLILE, X5k BEDLES
EHIREED TIT XEDDHE LEDTEREARN
fibhabolt WL TV3,



REEOITLI IR R

1. X

MICZVv A 2RA4 > (BP) Li3; —#W
(IR £ BP L BEERH BP & 1243 13 &4 &1
BIZTF 0T & MIC S Atk 13 B BR L) B Kk
SNDIMICHZ L 2B X ITREINBBEKDEBT
XLROZ ERBLHEKNBP BEETHY . 4
REGIRB R TE D/ M E DO MICHS 2
EERK L. TOREIZIZMEFHIBP bBEL 3,

BPREDEE ; BPERETIZ LI
KIILUTFO 2 RIKEHENB,

1 REEH I3 2 SEAEL O MICASHBA+h
. TS0 OKABBOBEE R V4D
FICBIRUTE LR S 2 TA 2 LN TE 3,
L2 LRBR OB DB CTEARS MH MICHE TH
HEND L, E5LTHZOEDIEN DN 5 A
AEBRENDZOB—ROTHB.—FH BEEED,
BREFEIZE-TIZ. HI3BREDHEHES2ED DL
NI RS ZERDESBONZ - LizAmoEE
THD. ¥, BEPHRBA~OBRTHESENEKA M
M HERCRIER 2358 < 5 B2 S Tn 324172
EDBEIIE. BRIZEE L THRNOEA L8
NDE T OB ENSEITIZIRARETH BB
<. T2bb, HBRIHIIHEAOAR TR
SEBERRIZRIETEADOHFELANICHELT
BREARTFNER LR, ZObicid. £EH)
ZLITEDRE D MIC ThIT Fesr 72 BEERE) B A
BoNDOPEDIRE L 2 DHEIBESNIUTEEK
KILL > TREBH THRAKOBN b D L2 3,

2. MFUOERBRZIHRRIIKRLLTFA R
JHBERE>TITbRTWBBERBEN., FRRITE
YIRREEORBIRZEN L LicEENRELED—>
THIM. FNLST, BEEES MO BERITH DT
REBETDI LTHOEERREEL2>TWS. B
ERAENTWARREIZIZEOPDO DD Y,
KADBREELETHONICREOBRTUCTITRR S 45
bHoTR—L XA THIEEOHEERE2HT5h
FIIZWr2Wn. FheRRT3biciz, 514 X
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MIC LA URS L FDEKBHESE

RAXFHEYE  LOE=

FREDREEZIZH,. M—tTDZLNBRDLEN
HHEL BX MU EORBEIZE W ICHh E O£,
RREALTRBY., TN ERLT—oDFEICKH
—LTLES Z L ITIZMEMNRD. HENLZTA X
VHELIFERYREZELL FRAITEZ3HDTHY.
EDRDITITHERYRICHEIZRMENSZ MICTS
LA VKA NOBRENHBEL RSB, +i2bb, 7
VAT RA Y MBEREESNIE., FRAERICET
TEDTA R ZERTIERNZ LIz Y., Hik
MOBNZH > THRKMITIZESHRBROS—D
HNEETDIZ LIZRY, ELRRFAXIBAET
OEHBMESRIcnDZ iz 3,

BP D&%, BP OMAIZEMNEL v izt LAK
RKIZBWTELS BASLBRIZEPERTNS, ¥
EHEARRERELBHLNCCLS)IZ. TV 1 7 #A
Y MOREIBEL Tk, (DREEOEKARIZBIT
2B NE. QHBELEORBRENICRIT DM,
() BBREL LTHVWSER, EkoER, )
RiZREENIET LA 2R A > N EBOBEKS R
OB, REERANITRMLTHRETS LS
BELTWS, —F, KEREEIESRESS 3k
BOTVA 7R VEHERRARLTBY. £h
RESHWTHEHENRKEABPL LTRALTWS,
BPEELOMES; RMEETDH., Bz
REZR2ONEERIHRHNBELICB VWP I
B3 DRI EN, T TIREorDERMNL &
NTWDA, (1) MEORS LT, i %5
DEBUZL > THL»IZRR S, Q) #kDHEH
UADENT-HMEERZATIb0O08HSZ,. (3)
EROHENBRIZ. BEOMEE, FRB. RY
BIUEORSHE, 5R. BREBHICX-TAE
SER2D, QBREDRIIBEERICHRIIKIFELT
WD L% ERTDLBPOREIZIEIHED
KHEOERFBEbYES Z Litizy, Zhbo
HFEESHEDI S ITEH L TAHENBP 28%E L
TWSPBKRERBELEX LN B,

>
N



REEOTLL IR b

2. ERIR

OYEMBICREINIRRIBPERIEDOT LA
2RA4 2 BP) RBLOEBEZBU. EFOEL
FHEIBONTNE LI TH S,

XY URVDLTRUTOI EIXO0THEL
72,

1. E%24& (JSC) HIFEDBPOIEHME RS CKE

NCCLS & D th#t)

HHE DB KRABPIIRIYRRY (k. BHES
EREYE. BUMAE. BAMEMIRREEYE. 8E) I
FEIN. HRICEAXFIRRFESTIIRINT
WS, ERENEL->THRL MICTHNUT. [
CHBENBONBETIEZATHY. JhidH
ArZi3 NCCLSICH W T BRI TH S48, NCCLS
B—HOME IO TRERICESEB - HE
BIBPEHRE LT3,

FiLEIZ NCCLSTRIXTORBESTAN 34
ik (BWTHBEIT AETH S, 7z
129 THBEH. ISCTRFBIIDO—EELE (8
0%FR) THb, MHERB—RFMTHELHIC
RZ2 3. ISCTRRBHIT—DTHB D%
EDBE, —DOOMEEICH U THEETIE. 5
DOBPASREZINTH D, BHTHMTHOHRY)
EER B,

BYAHRICELTIR. JISCTIRI-O v/ SEH
BEXOEKANBESER LIctERANRINTY
5D T, FHAZEOREKICHUENZ E W ke
THBH, NCCLSTIREHEMTH D, MBEEDHE
REHEAR T ULt TENTIREIN S,

EHEZH AR OIEE AR OBHT.
MICEE & D T4 R 7 IENEEINCE V. KETIEK
irby-BaueriEDHERR X, MICADIE EHYESR
INTHABN, DRETRIOHH TIRENEE
> TW3B, TARYEOEBHEZEEIZEE I
HOEMAE R > TAD T, AAJRETHAH EX
nT3,

F7:. NCCLSTIRMRTAFERAMBEEL IV -
THFLT0AD, FEEIMEESN. BEDD
PEOZZ FEFPPERL T3,
2. Ip IR B RYYEIC 31 BBPII ED K S ICFIFH T
N7

O WIENEEFERSE LTHA
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