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The drugSnET2 was intravenouslyinjectedand subsequentlyactivated.24
hourspost-injection.by 665 nm lightdeliveredvia fiberopticfrom a diode
laser light source. The total light dose delivered was 300 J1sq.cm at a
powerdensityof 150 mW/sq.cm. Responserates were assessedby serial
follow-upand patientsubjectivesatisfactionrateswere recorded.

ReSUlts: Subjectivelyeach patientwas satisfiedwith the cosmeticout­
come of treatment. Of 8 evaluable patients with 116 lesions objective
response rates were: (CR 75%; PR 19%; NR 0%; 6% of lesions were
of Indeterminatestatusat follow-up).Follow-upranged from 1-9 months.
Adverse experienceswere mild to moderate of which 100% were due to
sunexposureand didnot requiretreatment.

Conclusions:PDT is a well toleratedprocedurethatproducesexcellent
subjectiveandobjectiveresponses.The patientis treatedina singlesession
on an outpatientbasis. PR and new or recurrentlesionscan be retreated
withPDT withoutcomplicationsorthedevelopmentof resistancetotherapy.

1163 POSTER

EssentialfactorsIn hyperthermIcIsolatedlimbperfusion
(HILP) - Experimentalresultsof In-vitroand In-vivostudies

Th. Meyer, J. GOhl, W. Hohenberger,I. Muckenschnabel1 • Department of
Surgery. University Hospifal Erlangen-Nuremberg; flnstitute of Pharmacy,
Universify of Regensburg, FRG

HILPforregionallymetastasiZingmalignantmelanomaofthe extremitiesIsa
complexmethodot treatmentinfluencedbymultiplefactorsliketemperature,
drugs.drugadministrationmodes,durationofperfusionetc.Severalofthese
parameterswere InvestigatedIn differentexperimentalmodels.

Temperature-dependentintracellularuptake of melphalan (L-PAM) In
a human melanoma cell line (SK-MEL-24) was measured by high-per­
formance liquid chromatography(HPLC). A temperaturerise from 37 to
41.SoC Increasedcellularmelphalanuptake16-told.Furtherenhancement
of temperaturefrom 42 to 43°C decreasedthe ceil-associatedmelphalan
to the level at 37° Indicatinga carrier-mediatedmelphalanuptake also In
melanomacells. Additiveeffectsof melphalanand hyperthermiaseemed
evident.

Usinga miniatureequipmentfor the perfusionof rat limbswe examined
the Impact of temperature,durationof perfusionand drug administration
on tissueuptake of L-PAM. The highesttissueconcentrations,measured
by HPLC. were observedwhen perfusionwas performedover 90 minutes
with temperaturesbetween4O.5°C and 41.5°C and the drug administered
continuouslyInto the arteriallinewithin20 minutes.

Sinceexperimentalin vitro-and nude mice studiesshowedan excellent
effectof vinblastineon humanmelanomatt was consideredforexperimen­
tal extremityperfusion.Normothermic(37"e-38°C) vinblastineperfusions

Optimizeddetectionof5-S-cysteinyldopa(5-S-CD) In serum
of melanomapatients:A newmarkerofmetastatic
melanoma

E. Stockfleth,J. Hartleb,T. Meyer, O. Heckmann, R. Amdt,
E. Chrtstophers,A. Hauschild.Department of Dermatology, University of
Kiel; IPM-Hamburg, Germany

Purpose: It has been tried for years to establisha specificprognostic
serum marker of malignantmelanoma. which correlateswith the clinical
aspectof the patients.The routineuse of 5-S-CD as a markerof melanoma
progression,has been discussedcontroversiallyin the literature.

Methods:We investigated58 melanomapatients(22 females,36 males)
with a total numberof n serum samples. The patientswere in different
clinicalstages(I-IV): primarytumors(1/11; n =20); locoregionalmetastasis
(III; n =14); as well as advanced metastaticdisease (IV; n =21). 5-S-CD
was collectedunder specialantioxidativecondilions,measuredby a new
optimizedHPLC-analysiswhichmakesthe testusefulforroutinediagnosis.

Results:In healthycontrolsaswellas inpatientswithothertumorentities,
50S-CD remainedwithinthe normalrange« 1.6 /Lg/I). 5-S-CD serum level
> 1.6 /Lg/I couldbe detectedin 35.6% of ourpatientsin stage III and 87% in
stage IV. We foundclearlypositivevaluesfor 5-S-CD (>3.2 /Lg/I) in stage
1+11 = 5%; stage III = 21.4%; stage IV = 57.1%. Increasedlevelsof 5-S-CD
correlatewith the tumormass and locationof the metastases(visceralvs.
non-visceral).

Conclusion:This new optimizedHPLC-methodto detect serum levels
of 50S-CD enablesus to establisha promisingtumormarkerfor the clinical
stateof melanomapatients.Ourtestsystemprovidedtobe ofhighspecificity
and sensitivityand could be useful in the routine diagnosisand therapy
monitoring.

were performedon melanomabearingnude rats (SK-MEL-3). HPLC-anal­
ysisof vinblastineconcentrationsIn tissues(skin, muscle, tumor) demon­
strated an increasinguptake of the drug duringthe course of perfusion.
After microsurgicalrestorationof the vessels complete tumor regression
was observedin singlesurvivinganimals.

These resultssuggestthatexperimentalstudiescan helptoclarifyessen­
tialtactorsinHPLC. PotentialconsequencesforclinicalHILP areaddressed.
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SolubleVCAM·1 as predictorof survivalIn patientswith
advancedmalignantmelanoma

J. Alzpodien,A. Franzke, M. Probst-Kepper,J. Buer, M. Volkenandt,
F. Wittke. R. Hoffmann,A. Ganser. Department of Hemafology and
Oncology, Medizinische Hochschule Hannover, 30623 Hannover, Germany

Very rapidprogressionof diseasewitha medianof 6 to 9 monthsIs a com­
mon feature of metastaticmalignantmelanoma. Nevertheless,substantial
variabilityof survival suggeststhat metastaticmalignantmelanoma can
be dividedinto several biologicsubgroups.We evaluatedserum levelsof
solubleadhesionmolecules(solublevascularcell adhesionmolecule-1 '"
sVCAM-l; solubleintercellularcell adhesionmolecule-l '" sICAM-l; solu­
ble endothelialleukocyteadhesionmolecule-l '" sE-Selectin)and various
clinicalparameters (e.g., sex, visceral metastases, livermetastases, lac­
tate dehydrogenase,erythrocytesedimantationrate, C-reactiveprotein)in
97 consecutivepatientswith metastaticmalignantmelanomaseen at our
institutionbetween May 1990 and April1996 and assesedtheirprognostic
value. For statisticalanalysis, we used both univariateand multivariate
Cox proportional-hazardsmodels. Elevatedserum levelsof sVCAM-l (p '"
0.02) and of lactatedehydrogenase(p '"0.0002) were renderedstatistically
independentand were significantlyassociatedwithunfavourableoutcome.
Patientswere assignedto one of three riskcategoriesaccordingto a cumu­
lative riskscoredefinedas the functionof the sum of these two variables.
There were significantdifferencesIn overallsurvival(p < 0.0001) between
low (n '" 53; median survivalof 17 months), Intermediate(n '"29; median
survivalof 6 months)and high risk (n .. 15; median survivalof 4 months)
patients.Elevatedserum levelsof sVCAM-l and of lactatedehydrogenase
correlatewithpooroutcomein metastaticmalignantmelanoma.These data
supportrisk stratificationfor future therapeutictrials, and Identifyfactors
whichmay influencedecisionmakingin palliativemanagementof patients
withdisseminatedmalignantmelanoma.
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Treatmentof metastaticmelanomawitha combinationof
carmustine,dacarbazlne,clsplatln,tamoxlfenand Interferon
alpha

N. Halm'. Z. Bemstein',Z. Shklar',M. Stelne~, M.E. Stein'. 'Department
of Oncology, Rambam MedIcal Center; RDepartment of Oncology. LIn
MedIcal Center, Haifa, Israel

Purpole:The combinationof carmustine.cisplatln,dacarbazineand low­
dosetamoxifen(20 mglday) is Widely used In metastaticmelanoma(MM),
and was originallyreported to Induce 55% objectiveresponse (OR) rate
and 20% completeresponse(CR) rate (CancerTreat Rep 68;1403, 1984).
We evaluteda slmiliarcombinationbut one to whichInterferonalpha (INF)
was added.

Methods:INF 6x 10e unitslm2/day was givensubcutaneouslyon days
4-8 and 17-21 every 3 weeks. The other drugswere given as originally
described.EligibilitycriteriaIncludedWHO PS Q-3 andmeasurabledisease.

Results:30 patients(pts) wereenteredIn the study.Among29 evaluable
pts, OR was seen In 15 (52%) and CR In 5 (170/0). Median durationof
partialresponsewas 4 mo (range. 1-12+ mol and of CR was 8 mo (range,
2-14+ mol. CR continuesIn 2 pts with lung metastasesat 10+ and 14+
mo. Median survivaltime was 8.7 mo. Median WBC nadirwas 2,050/mm3

and median plateletsnadirwas 29,000 mm3 . Neutropenicfeverdeveloped
In 4 (13%) and plateletstransfusionswere requiredIn 5 (17%). One patient
died with neutropeniaand lepsis. Due to thrombocytopenia.the median
intervalbetweenthe first2 courseswas 4 weeks (Instead of 3 weeks) and
drugdoseswere reducedIn the secondcourseIn 8126 (31%).

Conclusion:The above-noteddrugcominationIs activeIn MM and may
IndUCe durable remission.HOwever. due to severe thrombocytopenia,a
reductionof carmustinedose Is recommended.
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