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gression will occur and the chance of curing extracapsularly 
extending disease will be compromised. The future will prob- 

ably show that only by curing cancer can the probability of 
dying from it be decreased; the toxicity of surgery or radio- 
therapy has decreased in terms of mortality and morbidity of 
bladder, digestive tract and sexual function. The locoregional 
therapeutic approach has to remain multidisciplinary between 
pathologists, urological surgeons and radiation oncologists, 
using the same criteria of clinical staging, therapeutic evalu- 
ation and quality of life, all the more as the diagnosis is made 
at an earlier stage. Medical information has to be shared with 
general practitioners to enable patients to have the same 
perception of their disease. In the future, we need to learn 
more from the biomolecular approach which could enable 
us to adapt local and ad:juvant treatments according to the 
tumour phenotype. 
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THE MALTESE Islands have a population of approximately 

350000 and occupy an area of 316 km*. They are situated in 
the centre of the Mediterranean Sea. Data on male breast 
cancer is very limited and we are not aware of any data ever 
being presented for Malta [l-3]. Data for this series has been 
collected through our National Cancer Registry within the 
department of Health, and is therefore a very reliable source 
of information. Between 1980 and 1995, a total of 13 male 
breast cancer cases were diagnosed and registered amongst 
the male population which stands at 183550, as of the end 
of 1992. 

The crude incidence rate 1990-1995 was 0.8 per 100000. 
The age-adjusted (World Standard) incidence rate was 0.54 
(95% confidence interval 0.44-0.64). The age-adjusted 
(World Standard) sex ratio, female versus male, was 70.1. 

The median age at diagnosis was 69 years and it was observed 
that these rates increased sharply with age. The cumulative 
risk increased consistently with age (O-74). Thus, in the 
absence of other causes of death, a male in Malta has an 
estimated 0.05% risk of developing male breast cancer before 
the age of 75 years. There was one recorded death in the male 
population due to breast cancer. The age-adjusted (World 
Standard) mortality rate was 0.46 per 100000. 

Clinically, all these patients were managed on the same 
lines as adopted for female breast cancer [4-51. It is quite 
justified to draw inferences in this way, as the data on this rare 
tumour is very limited. 

All 13 patients underwent a modified radical mastectomy. 
The histology was reported as being invasive adenocarcinoma 
in 10 cases and of ductal carcinoma in the remaining 13 cases. 
For these 13 cases, the pathological staging T of TNM was 
available; 10 cases were T3 and 3 cases were Tl . N was also 
available; 8 had Nl and 4 cases were NO. There were no cases 
of distant metastasis at the time of diagnosis. In comparison 
with other published series, there was no notable variation in 

pathological findings [6-81. 
Among these male breast cancer cases, there was a parti- 

cular case with a family history of female breast in daughters 
and sister of the proband [9]. We are now proceeding with 
more detailed analysis at molecular level, screening DNA for 
mutations in TP53, BRCAI and BRCA2 in all cases as well as 
in relatives of the particular case [lo]. 
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rIL-2-BASED IMMUNOTHERAPY is a promising approach for pati- 
ents with advanced melanoma and renal cell carcinoma [ 11. 
IL-2 generates lymphokine-activated killing activity @AK) 
by peripheral blood lymphocytes (PBL) which acquire the 
capacity of MHC-unrestricted killing of tumour cells [2-4]. 
We have demonstrated that human tumour cell lines, resistant 
to LAK-cytotoxicity in vitro, become sensitive to cytotoxic 
lymphocytes after 24-48 h exposure to the calcium channel 
blocker verapamil [5]. Verapamil is active at concentrations 
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(lo-100 nM) which can be reached in viva [6]. Therefore, we 
designed a Phase I clinical study on rI121verapamil combi- 
nation. After committee approval, written informed consent 
was obtained Tom each patient before study entry. 

All patients enrolled in the study were given the same 
verapamil dose, while the dose of rIL-2 given by continuous 
infusion for 72 h starting day 2 was escalated in the different 
cohorts of patients (Table 1). Dose escalation was allowed if a 
minimum of 3 patients had been treated at each dose level of 
infusional rIL-2 without grade 3-4 toxicities in 2 of 3 patients. 
Dose escalation over 18 IMU/m*/day, which can be con- 
sidered a standard dose [7] and close to the maximum toler- 
ated dose (MTD) [8] of rIL-2 by continuous infusion, was not 
planned. 10 IMUim*/day rIL-2 were given by subcutaneous 
administration on days 6-10 to all patients who entered the 
study. Verapamil was administered at the dose of 0.2 mglkgih 
for 3 consecutive days by continuous infusion after a loading 
bolus dose of 0.15 mg/kg. 18 patients-8 males, 10 females, 
10 with malignant melanoma, 7 with renal cell carcinoma, 1 
with colon cancer-were enrolled in the study and completed 
the two planned courses of rIt2/verapamil. Median age was 
49 years (range 22-72). 3 additional patients were treated 
with 9 IMU/m2 rIL-2 to further explore the rIL-2 dose which 
we considered, on the basis of biological activity (see below), 
as the recommended one for Phase II trials (Table 1). 

Grade 1 elevation of BUN and creatinine occurred in 5 
patients (28%), respectively, while grade 2 increase of creatin- 
ine occurred in 1 patient (6%). Oliguria occurred in 11 
patients (6 1%) and inversion of urine electrolyte in 13 patients 
(72%). 2 patients experienced grade 2-3 hypotension which 
resulted in only temporary suspension of therapy, Grade 1 
hypotension occurred in 9 patients (50%), but did not result 
in discontinuation of drug infusion. Synus tachicardia was 
observed in 7 patients (39%), first degree atrioventricular 
(AV) heart block in 2 patients (1 l%), AV dissociation in 1 
(6%) and premature ventricular beats in 1. 1 patient had 
synus bradycardia immediately after bolus verapamil injection 
which resolved spontaneously with temporary discontinuation 
of verapamil infusion. Fever occurred in 14 (78%) patients, 
dyspnoea in 1 (6%), abdominal pain in 13 (72%), anaemia in 
10 (56%), nausea and vomiting in 4 (22%), constipation in 4 
(22%), increase of serum bilirubin in 5 (28%), diarrhoea in 
1 (6%). 

We also evaluated the immunomodulatory properties of the 
rIG2/verapamil combination by determining the number of 
circulating eosinophils and induction of cytotoxic activity 
against the human leukaemia K562 cells. Both peripheral 
blood lymphocytes cytotoxic activity and circulating eosino- 
phils were maximally increased at the rIL-2 dose of 9 
IMU/m2/day. We observed 1 complete remission in a patient 
with renal cell carcinoma, lasting 30+ months, and 2 partial 
remissions (renal cell carcinoma and melanoma), lasting 6 
and 9 months. Minor objective responses were recorded in 4 
patients (1 with melanoma and 3 with renal cell carcinoma). 
Disease progressed in 5 patients (Table 1). In conclusion, we 
demonstrated that a rIL-2 dose of 18 IMU/m* could be 
administered in combination with high-dose verapamil in 
absence of cumulative toxicity. Furthermore, this combination 
has biomodulatory properties and antitumour activity and 
deserves evaluation in Phase II clinical studies. 
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