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Chapter IX 

Summary and conclusions 

Tout chirurgien porte en lui un petit cimetière, dans lequel il va de temps en 
temps faire oraison, cimetière d'amertume et d'hysope, auquel il demande la 
raison de certains de ses insuccès. 
RenéLeriche, 1951 



Chapter IX 

Chapter I provides some basic facts about the incidence of melanoma, its 
peculiar pattern of dissemination and the ensuing therapeutic problems to be 
solved. Regional metastases are a frequent concern in melanoma patients. In 
contrast to most solid tumours, however, these metastases are often easily 
detectable due to their superficial localisation in the lymph node basins or the 
(sub)cutaneous tissues. Adjuvant and therapeutic systemic treatments are 
ineffective or only marginally effective and come at the cost of multiple side effects, 
leaving an important place for surgical therapy of regional and distant metastases. 
Appropriate surgical removal of metastatic disease can bring about cure for a 
subset of patients. The questions are what kind and what extent of surgery is 
appropriate in the regional setting as well as which patients could be eligible for 
trials on adjuvant treatment. 

Chapter II describes the initial experience with carbon dioxide laser ablation 
treatment of in-transit metastases at The Netherlands Cancer Institute. The 
technique was easy to learn and the cutaneous metastases were quickly destroyed 
on an outpatient basis and without complications. The patient satisfaction was high 
when compared to other treatment modalities. However, in contrast with 
previously reported series, a high rate of local recurrences was observed. 
Indications for this technique are lesions not amenable to simple excision (too 
many, too large) or isolated limb perfusion (trunk, head & neck, refractory to 
perfusion). Carbon dioxide laser ablation cannot be considered a first-line 
treatment unless the issue of local recurrences following this treatment is settled. 

Chapter III reviews the immuno-chemotherapeutic treatment of in-transit 
metastases in 59 selected patients, 22 from them having distant metastases as well. 
Topical application of dinitrochlorobenzene (DNCB) followed by systemic 
dacarbazine (DTIC) resulted in a complete response in 25% of the patients with a 
median duration of ten months (range 3-210 months). Five of these patients, three 
of them with distant disease, experienced a disease-free survival ranging from 85 
to 210 months. Severe local and systemic reactions on the DNCB predicted a better 
response (P = 0.0013). A better response translated in a longer overall survival (P = 
0.0003). In view of the prolonged survival seen in five patients, this combined 
treatment schedule can be an option in selected patients with in-transit metastases. 
Unfortunately, an international (EORTC) randomised clinical trial was prematurely 
terminated, due to disappointing patient accrual. 
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Summary and conclusions 

Chapter IV describes the fate of 71 patients with tumour-positive pelvic nodes 
following a therapeutic combined groin dissection. These patients had an overall 
five-year and ten-year survival rate of 24 % (SE 5%) and 20 % (SE 5%) respectively. 
Independent prognostic factors for survival were the number of positive pelvic 
nodes (P = 0.0011), the Breslow thickness (P = 0.0069) and the site of the primary 
rumour (P = 0.0075), showing a better survival for patients with an unknown 
primary tumour. Seven patients (10%) suffered a regional recurrence in the 
operated groin. The treatment-related morbidity compared well with that of an 
inguino-femoral dissection alone. Therapeutic groin lymph node dissections 
should encompass the pelvic nodes because of the possibility of cure and long-term 
regional tumour control without additional morbidity. 

The subject of Chapter V is the search for predictors of the tumour status of 
the pelvic lymph nodes. The tumour status of Cloquet's node was reviewed in 142 
patients following a combined therapeutic groin dissection. A prospective 
registration of Cloquet's node was performed in 52 patients. In both groups the 
number of involved inguino-femoral nodes was scored as well. The results of the 
retrospective review and the prospective registration matched. The negative 
predictive value of the tumour status of Cloquet's node was 82%. The negative 
predictive value of the number of involved inguino-femoral nodes was 78%. The 
combination of these two determinants of pelvic node disease yielded no 
additional information. Immunohistochemical staining of Cloquet's node in the 
registration group raised the negative predictive value from 78% to 82%. Cloquet's 
node has a low sensitivity to predict the pelvic nodal tumour status. This was 
barely improved by taking into account the number of positive inguino-femoral 
nodes nor by using immunohistochemical staining techniques. 

Chapter VI provides insight in the anatomy of the groin. According to classic 
surgical anatomy teaching it is difficult to understand the low negative predictive 
value of Cloquet's node. Through an in vivo staining technique, it was possible to 
visualise the lymphatic connections between the inguino-femoral and the pelvic 
basin. In four patients, blue vessels bypassed Cloquet's node. In two patients, 
lymph vessels running anterior to the femoral artery and vein were observed. 
Cloquet's node was stained blue in only one patient. Although the in vivo staining 
technique may not be physiological, it is sure that an unknown fraction of the 
lymph flow from the superficial to the deep part of the groin bypasses Cloquet's 
node. This node, therefore, cannot for every patient be considered as the "sentinel" 
lymph node indicating the tumour status of the pelvic lymph node region. 
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Chapter IX 

Chapter VII deals with regional recurrence, survival and prognostic factors for 
survival following therapeutic lymph node dissection of the neck for melanoma in 
the head and neck region. The files of 70 patients treated at The Netherlands Cancer 
Institute were reviewed. Overall survival after five and ten years was 23% (SE 55) 
and 20% (SE 55) respectively. Regional recurrence in the neck occurred in 25% of 
patients, all of whom died of metastatic melanoma. The Breslow thickness of the 
melanoma was the only identifiable prognostic factor for survival. 

Chapter VIII provides a tool to predict the outcome following therapeutic 
lymph node dissection for stage III melanoma. Based on the files of 603 consecutive 
patients operated with curative intent at The Netherlands Cancer Institute (1957-
1995), the value of the prognostic formula of Slingluff was evaluated. A new 
prognostic formula was created from our own material and finally a combination 
of the formulas led to the modified Slingluff's formula. The indices resulting from 
the latter formula allowed a fairly good distribution of the stage III melanoma 
population into well-defined prognostic groups. The parameters making up this 
formula are sex, age, Breslow thickness, site of the primary melanoma, number of 
involved lymph nodes, presence of extra-nodal disease and the occurrence of local 
recurrence before the lymph node dissection. Appropriate surgery offers a ten-year 
survival-rate of 30.6%, but it is clear that pre-existing patient- and tumour-related 
characteristics still determine the outcome to a large extent. A reliable prognostic 
index based on readily available parameters could be helpful in selecting patients 
for trials on adjuvant therapy following surgery. 
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