
Miscellaneous 535

172 P
INHIBITION OF BCl.-2 BY ANTISENSE OLIGONUCLEOTIDES REDUCES
TUMOR SIZE AND REDUCES CHEMOTESISTANCE OF HUMAN MELANOMA
IN SCID MICE
Il.anwIU~u SA InoyeU~l.....1l..1l.tnnl H -G Eichler~.
H Peharnbr&~ (Department of Clinical Pharmacology' and DcrmatologylDivision of
General Dermatology', University ofYicnna, Austria, and Genla Inc.', San Diego, CA,
USA)

Malignant melanoma, a prime example for poor response to various treatment
modalities including chemotherapy, expresses bcl-2 in up to 90 % of aU cases. The
anti-apoptosis gene bcl-2 belongs to a new category of oncogenes capable of regulating
programed cell death. Induction of programed cell death has been proposed recently as
the mechanism of action for a variety of chemotherapeutic agents. In the present study
we could show a sequence specific downregulation of bcl-2 protein by
phosphorothioate antisense oligonucleotides in human melanoma under in vilr()
conditions. In addition, we established a SCID-hu xenotranspJantation melanoma
model and evaluated the role of bcl-2 in the biology and chemoresistance of human
melanoma in vivo by using the same antisense approach. We could demonstrate that
antisense induced downregulation ofthe bcl·2 gene product ofhuman melanoma grown
in SCID mice results in a statistically significant decrease in tumor weight. Bcl-2
antisense treatment also reduced the chemoresistance of human melanoma rendering
animals without detectable tumors after a combined bcl-2 antisense-dacarbazine
treatment. Reverse controls and mismatch phosphorothioate oligonucleotides had no
such effects. These results strongly suggest an antisense mode of action, but this has
yet to be confirmed at the RNA level. Our findings stress the notion that
downregulation of bcl·2 in human melanoma may be a novel approach to overcome
chemoresistance in this type ofmalignancy.
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TRFA'IMENT, RESULT AND FOll.aJ-UP OF JAW,S SARCCl>lAS
~.kQRQ.t'l'L, N. Zimina
Department of upper aerodigestive tract,
Cancer Research Center , 115478 Moscow, Russia

IE have exanind 149 prt::i.sJts with sarooTBS of tre ja.5: 86 cases "ith
tHE" ja.> tJ.mr.; ali 63 cases with J.a,.r aES. The rn:st oomm turors
w;:reas~ sartXIIB (,?2,1%), dIrrlrosar:cam (21,5%) an~t
Fi.b:ws hi.st.ia:ytam (9,4%). 'llE rn:st jaJ,s sarooTBS (79,8%) iIM>lved
tre~ t.is&Es an a:gfI1S. The rrain neth:xi of treall'lB1t W3S
&Jrgical ex" cx:nl:lirad~, tiBt Ioe:e pnanm at U7 pit:imts.
5-years &Il:Vival rate W3S tB'i.. U IEtislts with raftosemiti~ b.m:Jrs
\\13:'e t:reataj l:¥ ra:l:iat.im an~ with :.or. 5-year &Il:Vival
rate. 'lhe rrain diffE!l:'En:eS of clinical b:hIviaJr ja.> s sarcaras are'
rate distalt rretastme3 - 18 cases (12,1%), an~t~
- 54 cases (46,2%).
9.Jtgical~ is a rret:h:x;I of dnice of t:e:o.nn:es of ja.>,s
sarooTBS Wl.th 49'1. 5-year SlItVlval rate. The IlI:5t~t~tic
fa:.tl:r is 1o:al~ of tun:r: 55,7% an 64,2% 5-year &Il:Vival rate
far 1.cx::al.ize:I~ an J.a,.r ja.>,s sarooTBS re;pLti~yan 2£,7%
an 25,2% for aMrce:I ens. IE~ s::rre ccnplex rre1:hxi'3 of
ra:msb.u:ti~~.
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MEKSOREMERT OF STRESS ~lMER~rO~ rN CARCER
PATIENTS
lL..~
Regional Cancer Cen~re, Jaczewskiego St 7,
20-090 LUblin, Poland

According to ~he concept of stress dimension
(G.W.Albee, 1981) 112 cancer patients were
examined using psychome~ric questionnarie.
Cancer stress dimension (CSD) was calculated
using the formula: 0 + S

CSD = -----------
A + P + C

o - objective estimation of the s~ressor

(disease stage, performance status, etc.);
S - subjective estimation of the stressor
(fear, menace e~c.);

A - assistance fac~or (family, religion,
friends, books, group counselling e~c.);

P - personality factor (belief in cure);
C - competence factor (ability to cope).
Each field of s~ress dimension waS covered
by 3 - ~ specyfic items ranged from I to 5.
The score of the numerator and denominator
nave been transformed to lie between 0-100.
Stres dimension varied £ro= 0.6 to e.5.
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Ma.a&eme.t of Cliaically Positive AIillary or I.&uinal Lymph Nodes in Patients
with Mall~aant Melanoma -A Deeilioa ADalyois

H KiUler. H. Peba.be...er, K. Wolff, M.Blader (Deparlmest of
DermatolollYlDivWoa ofGelleral DermalolollY, Uaivenily of Vita.., Aastria)

Batk&ro.ad: Currently no consensus exisits concerning the management of melanoma
patients with palpalory positive axillary or inauinal lymph nodes. Some authors
recommend immediate Iympb node dissection wbeoever regional lymph nodes arc
palpalory positve, others additionally recommend follow up by sonography or fine needle
aspiration (FNA) to evaluate the clinical findings.

Objective: lbe objective of Ibis resear<:b was to determine the utility of different
management strategies for this patients.

Methods: Dec;'ion analysis was used to evaluale a utility value, wbich represents the
appropriateness of the giveo outcomes of four Il1IllBgcment strategies for the diagnostic
workup and treatment of melanoma patients with palpalory positive axillary or inguinal
lymph nodes: (I) lymph node dissection (2) lymph node sonography (3) a sequence of
I)'mph node sonography and FNA and (4) FNA.

To calculate path propabilities, the required data were obtained from the literature.
Sensilivity analyses were performed on all key variables.
Res.lts: At our baseline estimates, lymph node sonoppby followed by FNA in case of

ambiguous sono&,"phic rmdings was superior to the other management strategies. Fixing
all other variables at their baseline, sensitivity analysis revealed that if the prevalance of
metastatic disease given positive palpatory rlDdings exceeds 97% the immediate dissection
of lymph nodes without performing further tests would be the most favourable strategy.

Condu.ion: From the perspective of appropriatene.. of diagnosis and treatment,
sonography followed by FNA in case of ambiguous sono&raphic rmdings is Ibe most
preferable management strategy of melanoma patients wilb clinically positive axillary or
inguinal lymph nodes.
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INDUCTION OF IMMUNOMEDIATED DISEASES BY RECOMBINANT
HUMAN GRANULOCYTE-MACROPHAGE COLONY·STIMULATING
FACTOR DURING CANCER TREATMENT
GJ Lodser, M Krainer, A Budinsky, I Simonitsch+, S SpitzauerH, and
CC Zielinski'
Department of Intemal Medicine I, Division of Oncology; +Institute of
Clinical Pathology: HDepartment of Medical and Chemical Laboratory
Diagnostics: ·Chair of Experimental Medical Oncology, Dept. of Internal
Medicine I: University Hospital of Vienna, A-1090 Vienna, Austria.

Recombinant human granulocyte-macrophage colony stimulating factor
(rh GM-CSF) is widely used in the treatment or prevention of
neutropenia induced by cytostatic regimens. Recent studies witt: this
cytokine have shown several local and/or systemic side effects. We
herein report on four patients with different tumor entities receiving rh
GM·CSF as a part 01 their intensified cytostatic regimen. All patients
described above developed invnune phenc:nena (sicca-syndrome,
arthralgia, hyperthyroidism, and pneumonitis, respectively) during or
lollowing subcutaneous treatment with rh GM-CSF. Pathological
changes in immunological serum parameters as well as
histopathological findings accompanied the clinical symptoms. Our
findings suggest that the therapeutic application of rh GM-CSF should
be monitored carefully in order to avoid the development of
immunologic diseases. Otherwise, patients surviving their malignant
disorder might thereafter suffer from autoimmune diseases triggered by
GM-CSF.
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A l'ROSPIICrI\'ZJlAND()MIZEJ) TRIAL ON NEOADJUVANT AND ADJUVANT CREMO·
AND RADIO'I1BRAPY IN I'RIM.ARILY INOPIlRAlILE son TJSSU1t SARCOMA
~ P. RUdII, M Knma'. R. _. W. DcIlrowoky. M. 8aI2Jor-x.-. o. AmaDo. s.
r....a. R. W-"'-.R. Xeu
Oq>_[0CIioicol~.Orlhopodi<a.~y ed Cliaicel PllhoIlllIY. UUvcnily
HOII'ilal. A-I09O V'....... Auria.

Advcccd aA tiooIe....- ........... alDlljo<lbcnpculic probl_ '" the _liludy
11 paimll wiIh aA_....- iaq>cnIlIe by limb ",Irina l<olDai<pIa wiIh 0< wilbwl di!tml
_""";vedac:ya\<od~yO<lllSiatmadiC_de,adril>IMio....sUI1C(IFADIC)ilI
iotavahdt4 dayo 1>Ie by the "",,1ic:oUaIldO~ co <Ioyo 4-t3 d_ cycle. 4 """licotioos

eX IFADIC _e iii"'" pnq>cnaiwly, ..t1_the dber 4 W«1l-'- [olI0wi0a ""'i"Y. lbe
piliClllS wononadcmiacdto """;veradildMnpy ('IOy.b~)cilherpnql«lllively (Wring
d,,"'...._y O)'deo 2 ....s 3) 0< poo<q>«lIIivcly (<!urioa d><molb<npy cydca 6....s 7). During
radidber",y the -......-.. """Iiatioo d adriblaotiD _ aYOidcocl,.-.boa ill lbe aoIe admioislrotica
eX ;roofamide....s UI1C (lFDIC~

Ilurioaa_ -..iooperiod rL Ig±7...-(_clpotiasllart<ld ill NovauberI991 ..d
is reported wliI l:loc>erPM t99'), 3 paIiCIlla .. lba _ """;vilIg proq>erotive l*Iidb_y ....s 3
potias ill lba _ wiIh JlOIlq>Cntive radildMnpy .. ill 0llDlp.... _ca. '" the _ wiIh
pnql<nlivc__y(11 paIiCIlla).4pilias.. iIl__vc-' wl dVohidl3ha.. died In
the pcoI.q>«lIIi... ndidbaapy _ (II poti<aIa). , paIiCIlla .. ""l'erimciDa""""'ve_. oul rL
_ 3 bavo died from _ aA _ ......... (It ,....,..~ A! the _ time the"", dthe
p....... is ill1"'_md...,.. be cvaluatad. AlIbouF due to the IoN _ dpoti_ wiIh Ibis ....
Word« so cIiIr ill lba caune d _ _ ill roIalioo to the "",ti_ d pr~

venus pOllql<nli..__y.Ibis~.__ wilb lba primary aim d auiog the pai_
&om ....-v.I. ill 1bal6 palimII wl d 16 •• frao d _ ..d have received lim!>-
~ariag ""lI")'. I potiml is a partjaI r"'l""'d«•..t1_ 9 pai_hav. ""l'eriCllcod progrclIlive _.
AI pr<Ml1. 6 _ potimta .. ill~ We tbua _ Ibal • lba cwraI1 time Ibis "I'Proadl rL
"""""'cd ...~ dl....... cd radildMnpy 1codo to OllDlpl... _ca ed makca ~oring
SUlJII"Yp_lJlc ill. 0CIllIidcnbIcprq>atial dpotiaU wiIh pr;m.iIy iaoperable aA IiMuc: sarcoma.


