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Predictors of long-term survival in stage IV malignant
melanoma (MM) patients

D. Bafaloukos', G. Fountzilas?, C. Semoglou?, V. Vasilaki?, P. Kosmidis'.
Metaxa’s Cancer Hospital Piraeus; ?Aristotle University Thessaloniki,
Greece

A small proportion of patients (pts) with stage IV MM has long survival.
In order to provide pts with more meaningful prognostic information, we
have analysed the vanable “long-term survival”, defined as survival for at
least 2 years after the date of first metastasis. A cohort of 13 iong term
survivors (LTS) has been identified among 86 pts with stage IV disease
during the period 1986-1996. The control group (C) consisted of 73 pts
who have survived for less than 2 years. 11 factors have been analysed.
For the LTS the median age was 58 y. 62% were females. The primary
site was in extremities in 31%, the trunk in 31% and the H/N in 15%.
All the pts had presented initially with stage | or il disease. The median
disease-free interval (DF?) prior to diagnosis of stage IV disease was 31 m.
Lymph node dissection underwent 10/13 (77%) LTS and 2 of them received
adjuvant chemotherapy. None of these characteristics differed significantly
between LTS and C group. However, 6/13 (46%) LTS achieved a PR to
the first therapy compared to only 12/73 (16%) (P = 0.01). In conclusion,
the response to front line therapy (chemo and/or immunotherapy) for the
metastatic disease has been identified as the most important prognostic
variable in our study.

1167 POSTER

Photodynamic therapy (PDT) and fhotodynamic detection
(PDD) In melanoma

L. Blozneiyté, V. Cepulis. Department of Head and Neck Surgery
Lithuanian Oncology Center, Lithuania

Purpose: Photodynamic therapy (PDT) involves the action of light on
a photosensitizer (usually porphyrin) retained in malignant tissues. High
level of porphyrins is noticed in melanoma tissue, therefore photodynamic
treatment of melanoma is hopeful. There is on experience on excellent
results of choroidal melanoma's (PDT), but a large number of scientists
certify that the results of skin melanoma's PDT are poor. This work is aimed
to new specific PDT method proposed by us required for skin melanoma.

Methods: usually photosensitizes is injected and 24—48 h later melanoma
like other tumour 18 irradiated with 200-300 mw red light. At the beginning
of such irradiation the superficial necrotic armour appears and through
it light penetration to a deeper tissues of melanoma becomes difficult.
The total of 48 patients (89 tumours) have been treated by us with the
new PDT method. On the first day, after iv injection of a photosensitizer
melanoma was irradiated with a low power red light (30-50 mw) from
Helium-Neon laser. After that, when the first changes in malignancy begin
we irradiated the tumour with Gold vapour laser 75-100 mw power red
light. The absorbed light energy was 200 J/cm2. The third day tumour
was irradiated with 200 mw power red light. Cytological studies of tumour
tissues were performed for each malignant focus until PDT. Histological
examination was provided only once, on the 5th—-10th day after PDT, aftera
wide excision of the melanoma. There were aiso a control group 51 patients
with primary cutaneous melanoma (Ty—4 NoMo) treated by us.

Results: Full necrosis of 73 malignancies in 35 patients, significant necro-
sis of 9 melanoma's in 7 patients, partial necrosis of 4 tumours in 3 patients
and no evidence of necrosis of 3 tumours in 3 patients was the immediate
results of PDT. In some cases of histological examination together with
tumours necrotic tissues, a healthy mole's tissue was found. This phe-
nomenon was used for PDD in patients with multiplex skin melanoma. All
patients were followed up for the period from 10 to 78 months. Among 30
patients (20%) in 3 of them (10%) it caused death.

Conclusions: 1. Photodynamic skin melanoma’s treatment, due to mor-
phological and biochemical properties of melanoma’s tissue, requires a
special POT method.

2. Adequate pfotodynamic therapy is a really effective method in primary
skin melanoma’s treatment in all the cases when it is possible.

3. According to our observation, PDT is effective when treating local
melanoma’s recurrences, too.
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Soluble tumor markers in malignant melanoma.
A quantitative analysis of $S-100, of CD44 and of its variant
isoforms

F. Grossi, P. Marroni, P. Qusirolo, A. Peressini, 8. Bobbio, V. 12zo,
F. Cafiero, M. Paganuzzi, M.R. Sertoli. National Institute for Cancer
Research, Genova, Italy

Molecules expressed on tumor cells may be released in the serum and
provide useful markers for assessing tumor bulk, disease progression,
response to therapy as well as yielding prognostic factors. Tumor cell
markers have been used for diagnostic purposes in melanoma with con-
trasting results. Expression of the S-100 protein is commonly evaluated by
immunohistochemical techniques that do not lend themseslves to precise
quantitation. CD44 standard (st) is an adhesion molecule expressed on
normal and neoplastic cells and in some solid tumors. In some cancers,
expression of certain CD44 variants, such as V5 and V6 associate with
high metastatic potential. In this study, we have measured S-100, using an
IRMA assay (Byk Gulden, Milano, ltaly), and CD44 st, V5 and V6 isoforms
using an ELISA assay (Bender MedSystem, Vienna, Austria) in the serum
of 79 normal subjects and 128 melanoma patients (pts). Using the three
stage classification system pts were at stage | (67), I} (35) and Il (26)..
The cut-off levels determined in controls were 0.13 mg/mt for S-100, §95.2
ng/ml for CD44 st, 57.6 ng/ml for CD44 V5 and 248.5 ng/ml for CD44
V6. The amount of S-100 in the serum was significantly related to tumor
stage, since we found serum levels above the cut-off threshold, in 9%,
14% and 50% of the patients at stage I, I and Il respectively. Much lower
percentages of melanoma pts were positive for CD44 st, V5 and V6 at each
disease stage, and percentages of pts with CD44 above the threshold level
never reached 20%. At variance with what is shown in other cancers (lung,
ovary, stomach, colon), CD44 monitoring in melanoma does not seem to
provide a sensitive marker in evaluating the extension of the disease while
preliminary follow-up studies, in a limited number of pts, suggest that CD44
serum levels may provide a useful indicator of disease progression.

1169 POSTER

True hyperthermic antiblastic limb perfusion for stage |
melanoma: An appraisal of survival gain

A. Bellacci, A. Galli, S. Mori, M. Pace. Clinica Chirurgica I, University of
Florence, ltaly

Introduction: The role of prophylactic isolated limb perfusion for high risk
melanoma in stage | is currently under investigation. A randomized study in
mild hyperthermic (38°C) conditions has tailed to give clear results on the
role of perfusion as adjuvant treatment. We strongly believe that a “true™
hyperthermic regimen (41.5°C) in strictly temperature-controlled conditions
may give further definitive indications.

Patients and Methods: In our Institution 29 patients suffering from
stage | (M.D. Anderson Hospital scale) lower limb melanoma with Breslow
thickness greater than 2 mm, meeting the elegibility criteria, were submitted
to isolated limb perfusion in “true” hyperthermic conditions. Malefemale
ratio was 7:22, mean Breslow thickness was 3.02 mm, mean age 52.5 yrs,
A standard dosage of 10 mg/it of melphalan was administered when all limb
temperatures reached 41°C. An hyperthermic phase of 90 minutes followed
targeting to 41.5°C throughout the limb. Additional surgical procedures were
performed as required. Pharmacokinetic assays for melphalan plasma levels
were also carried out.

Results: Mean follow up is 22.9 months. Twenty-three pts are currently
alive and disease-free, 1 pts had in-transit metastases, 2 pts had a femoral
nodal relapse, 2 pts died of disease and 1 pts for other disease. Systemic
and regional toxicity and pharmacokinetic data are comparable to our
previous experience with mild hyperthermia treatments.

Conclusion: In our opinion these early results are encouraging, never-
theless further confirmations are needed.

1170 POSTER

Dacarbazine and tamoxifen in patients with advanced
melanoma: An effective therapy option?

K. Rass', S. Seiter, K. Uhl', D. Petzoldt?, W. Tilgen'.  Department of
Dermatology, Homburg, University of the Saarland: 2Department of
Dermatology, University of Heidelberg, Germany

Purpose: The clinical outcome of patients with advanced metastatic
melanoma is still worse and several therapies were acquired to enhance



Melanoma

the overall survival with mostly unsatisfactory results. In this study we evalu-
ated the efficacy of a combined chemo-/hormonal therapy with dacarbazine
(DTIC) and tamoxifen (TAM).

Methods and Results: 23 melanoma patients (14 women and 9 men;
median age 58 years, ranging from 35 to 81) with multilocular metastatic
disease were treated with DTIC/TAM. Organs most often affected were
skin, lung, lymph nodes and liver. In 5 patients (21.7%) DTIC/TAM was
appiicated as first hne therapy. The patients received 250 mg/m?2 DTIC
iv. and 20 mg/m? TAM p.o. for 5 consecutive days every three weeks;
staging was performed after 2-3 cycles. An average of 4 cycles (1-16)
was administered. 8 patients (34.8%) showed stable disease after 3 and
for 1—-13 more cycles of DTIC/TAM whereas complete or partial remissions
could not be reached. The overall survival rate for those patients, who
obtained DTIC/TAM as first line therapy, was 3 months (2-13 months) and
6 months (1-38 months) for the pretreated collective respectively. Serious
toxicities were not observed.

Conclusion: In our hands the overall response and survival rates of
23 melanoma patients treated with DTIC/TAM were lower than previously
reported. This may be dus to a worse performance status with high tumor
burden even in patients, who received DTIC/TAM in first line. Furthermore
we could not observe a significant survival benefit for women compared to
men treated with this regimen.

1171 POSTER

Prognostic meaning of DNA ploidy in malignant melanoma
and pigmented nevi

Janusz Skowronek'2, Krystyna Adamska’', Krystyna Filipiak?2,

Zbigniew Karas?, Roman M. Krenz®, Rafat Rutkowski®, Jerzy B. Warchot?.
! Great Poland Cancer Center; 2Dept. of Radiobiology and Cell Biology,
3Dept. of Neoplasms Pathology, “Dept. of Immunology and Clinical
Alergology, University of Medical Sciences, Poznari, Poland

Purpose: The determination of DNA content in human cancers is the subject
of increasing interest, particularly in view of its potential clinical applications.
There are relatively few conflicting studies which describe DNA content of
melanoma and pigmented nevi.

Methods: DNA ploidy was measured using flow and video-imaging
cytometry in 103 malignant melanomas and 61 pigmented nevi. For DNA
measurement paraffin embedded tissue and fresh cells smears were used.
Clinical and histological data of malignant melanoma were recorded and
correlated with DNA ploidy.

Results: Aneuploidy rate was significantly higher in whole malignant
melanoma group, in chinical stage I and JII, in tumors with thickness greater
then 1.5 mm, tumors with Clark level IIt, IV and V. In the whole population of
pigmented nevi aneuploid DNA content was identified in 14 nevi (23.0%).

Concluslons: Results suggest that ansuploidy seems to be connected
with advanced stage of malignant melanoma but it does not replace other
prognostic factors. Both cytometric methods can be used for routine DNA
ploidy analysis. Results obtained from fresh cells smears and paraffin
embedded tissue were identical.

1172 POSTER

Does polychemotherapy with dacarbazine, vindesine and
cisplatin represent a useful therapeutic alternative In
patients with advanced melanoma?

8. Seiter', K. Uhl', K. Rass?, M. Kratofiel?, D. Petzoldt2, W. Tilgen!. 'Dpt.
of Dermatology, University Homburg; 2Dpt. of Dermatology, University of
Heidelberg, Germany

Purpose: in patients with metastatic melanoma different therapeutic con-
cepts have been administered but response rates observed are still low. In a
retrospective study the response 1o combination chemotherapy comprising
of Dacarbazine, Cisplatin and Vindesine {DVP; EORTC schedule), was
analysed.

Method: 51 patients with advanced melanoma (21 women and 30 men;
median age 53 years; 43 pretreated) treated with DVP at the Dpt. of
Dermatology, University of Heidelberg from 1992-1996 were analysed
retrospectively.

Results: We observed an overall response rate of 9.8% consisting of
0 CR and 5 PR. In our patients the PR lasted 7 (5-10) months. The
overall efficacy of this protocol including all patients achieving either CR,
PR, Ma and SD was 35.3%. The overall survival for all patients from
the beginning of treatment was 8.2 (1-29) months. However, there was a
marked difference in the overall survival rates for the patients responding
to therapy 15.0 months versus 5.6 months in patients with PD. Toxicity
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observed was rather mild included polyneuropathy 6/51 thrombocytopenia
4/51 alterations in renal function 2/51 and persisting emesis 1/51 treatment
had to be discontinued in only 3 patients.

Conclusion: Considering the efficacy of 35.3% achieved in our patients
and the moderate toxicity observed this protocol remains a treatment
altemative in patients with metastastic melanoma.

1173 POSTER

Nucleolar organizer regions (NORs), mitotin expression, and
caseine kinase Il (CKII) activity in melanocytic naevl and
malignant melanomas

1. Botev', G. Ganchev?, R. Philipova3, I. Todorov3, L. Miteva?.

! Department of Dermatology, Alexander's University Hospital;
2Department of Pathology, National Cancer Centre; 3Institute of Cell
Biology, Bulgarian Academy of Science, Sofia, Bulgaria

Purpose: To evaluate the degree of “proliferative activity” in cutaneous
melanocytic tumors using three different methods.

Methods: Argirophil technique for staining the NORs and two-step im-
munoperoxidase method with monoclonal antibody against 125 kD/pl 6.5
PCNA/mitotin were appiied on a variety of 40 melanocytic formalin-fixed,
paraffin-embedded specimens. CKIi activity, after Mono Q column, was
monitored with [y-32P]GTP and its specific substrate RRREEETEEE; sper-
mine, polylysine, heparin, poly (Glu-Tyr) 4:1, quercetin, and 2,3-bisphos-
phoglycerate were used for identification.

Results: A significant difference between the number of NORs per cell in
benign and malignant lesion as a group was shown, but some overlapping
counts were found. Mitotin was expressed in significantly higher degree in
metastatic and primary melanomas compared to common and dysplastic
naevi. CKIl activities from melanomas and dermal naevi were 5.9 and 2.5
fold higher than from the normal skin.

Conclusion: Metastatic and primary melanomas showed a higher degree
of proliferative activity compared to dysplastic and common naevi. The
monoclonal antibody against mitotin is suit for determinating the proliferating
fractions on paraffin sections. CKIl probably takes central role in transformed
and non transformed skin proliferations.

1174 POSTER

Increased serum leve!s of soluble receptor for tumour
necrosis factor p-55 in melanoma patients

B. Stabug, J. Ocvirk, A. Plesniéar, V. Curin!, P. Zunec', P. Rozman’.
Tinstitute of Oncology, Blood Transfusion Centre of Slovenia, Ljubljana,
Slovenia

Purpose: Soluble forms of the cell surface receptors for tumour necrosis
factor have been destected in the serum and urine. Concentration of soluble
tumour necrosis factor receptor (s-TNF-r) p-55 is elevated in the serum of
pts with infections, trauma and cancer. The aim of this study was to quantify
serum level of p-55 and to prove their prognostic value in metastatic
melanoma.

Methods: Serum level of sTNF-r p-55 were measured in 69 healthy
donors (group A), 31 melanoma pts without evidence of disease at least
30 MOs after surgical excision of primary melanoma (group B) and in 47
metastatic melanoma pts before chemoimmunctherapy and before each
cycle of treatment (group C). P-55 was determined with enzyme-linked
immunosorbant assay (ELISA), developed at Blood Transfusion Centre of
Sovenia.

Results: Mean concentration of p-55 in group A, B, C was 0.5, 0.4, 2.1
ng/mL respectively (p = 0.06). In group C, the concentration of p-55 in 18
responders and 29 non responders were 0.16 and 3.3 ng/mL (p = 0.001);
during treatment, no significant changes of concentration were noticed.

Conclusion: The serum concentration of p-55 is elevated in metastatic
melanoma pts and may predict the treatment results.

1175 PUBLICATION

Uveal melanoma (UM) I. 125 brachytherapy: Indications,
technique and preliminary results

L. Petriz, J.M. Caminal', C. Cinos, A. Martinez. Brachytherapy Unit, Duran
i Reynals Hospital; ' Ophtaimology Dept. CSU Bellvitge, Barcelona, Spain

Purpose: Wae presented our experience from sept. 96, with |, 125 plaques
in conservative treatment of UM, indications, dosimetry, and surgical Im-
plantation.





