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Urinary System Tumours in a Family 
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FAMILIAL CLUSTERING of upper urothelial tumours is uncom- 
mon. Radovanic et al. [l] have reported four siblings (of five), 
diagnosed at the age of 62-88 years, with malignant upper 
urothelial tumours (UUT) in a family living in Serbia. Balkan 
nephropathy (BN), a disease endemic in certain districts of the 
Balkan countries, is associated with a high frequency of UUT. 
Patients with cancer of the renal pelvis often develop tumours in 
the urinary bladder and even at the ureteric orifice; the latter have 
been suggested to derive from cells secondarily implanted [2]. 
Hereditary factors have been suggested in the aetiology of 
bladder cancer [3]. Renal pelvis cancer and ureteric cancer are 
rare, while cancer in the urinary bladder is common, and more 
common in Iceland than in other Scandinavian countries, as is 
renal cell carcinoma [4]. 

We report here a family in which nine primary tumours were 
diagnosed altogether in four members (mother and three of her 
offspring) (Fig. 1, and case notes below). Five of the nine 
tumours were urothelial in origin and the sixth was renal cell 
carcinoma (clear cell type). The three other cancers were in the 
colon, thyroid gland and breast. The family lived on a farm. The 
affected mother was born 1874. Her children, born between 
1906 and 1917, were brought up on the family farm, but later 
moved to surrounding villages or to the town of Reykjavik. 
None of the three affected siblings had offspring. 
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Case IV8, the affected mother, had urinary bladder cancer 
(two separate tumours) of transitional papilliferous type, age 76 
(non-smoker). 

Case V12 had pulmonary tuberculosis at the age of -25 years, 
was otherwise in good health and was a smoker. Renal pelvic 
carcinoma (right) was found age 78, transitional papilliferous 
type and urinary bladder carcinoma transitional papilhferous 
type, age 81. Autopsy showed metastatic growth in lungs, 
haemangioma of liver, as well as stenosis of the other ureter with 
severe hydronephrosis and atrophy of the renal parenchyme; 
also, hyperplastic nodule in the thyroid gland. 

Case V15 had pulmonary tuberculosis age 23 but was other- 
wise in good health until the age of 70 (non-smoker). Renal 
pelvic carcinoma (right), transitional papilliferous type and 
ureter carcinoma (right, lower third), transitional cell type were 
then seen. Ureter cancer in situ was seen in the upper middle 
section of the right ureter. Autopsy showed thyroid carcinoma 
with regional lymph node metastases, papilliferous type and 
widespread abdominal metastases of the urothelial cancer type. 
The other ureter showed stenosis with hydronephrosis. 

Case V18 had myomata uteri, hysterectomy and ovariectomy 
(age 46). Renal carcinoma (right), clear cell type were diagnosed 
at age 67. Also, breast cancer (right), age 67, ductal invasive 
adenocarcinoma, negative for oestrogen and progesterone recep- 
tors. Colon cancer, left flexure, adenocarcinoma, was discovered 
at autopsy as well as widespread metastases of renal cell type and 
haemangioma in the liver. 

Individual IV9 (the husband of the affected mother) stems 
from a family in which no cancer is known in 1st or 2nd degree 
relatives. Two brothers of the mother were free of cancer, as 
well as their offspring, nine altogether (branch B). Malignancies 
appeared in more distant relatives (branch C), e.g. renal and 
breast carcinoma in a sibling group, whether relevant or not. 

From information gathered we cannot suggest any particular 
environmental factors to explain such a clustering of urothelial 
tumours in two generations, as seen in this family. No stomach 
cancer has been observed, although it was very common in 
Iceland earlier this century [S]. No endemic nephropathy is 
known in the country. 

The affected mother’s parents were blood-related, which 
suggests the involvement of a hereditary factor. The possibility 
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Fig. 1. Pedigree. The family reported is signed A, side-branches B and C. The family of the father (A) is omitted. 0 q 0: one, two or three 
primary malignancies, respectively. Orgaa iavolved and age at diolplosis is marked at the ped@tee. 
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of the hereditary susceptibility is supported by the finding of 
multiple primaries in three of eight offspring of the affected 
mother, while branch B is free of the malignancies. The occur- 
rence of malignancies in the three other organs will be left 
undiscussed for the time being. We will, however, mention 1 
female patient in our clientele belonging to a breast cancer 
family. This woman had breast cancer at the age of 61, renal cell 
carcinoma (clear cell type) age 67 as well as transitional cell 
cancer of the lower ureter discovered at the same age. 

High incidence of colorectal cancer and urinary tract tumours, 
including renal cell carcinoma has been reported in families [6]. 
Urothelial tumours are also recognised as part of the Lynch II 
cancer family syndrome [7]. 

With this report we add evidence to the growing body of 
information suggesting a hereditary factor in the aetiology of 
urothelial tumours. Clustering of four members from the same 
nuclear family is unlikely to be caused by environmental factors 
alone. 
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Fig. 1. Numbers of peripheral blood natural killer (NK) cells 
(CDS6+CD3-) and eosinophils in cancer patients treated with 0.9 
MU/m* IL-2 subcutaneously (SC) thrice weekly (nine doses). The 

values represent means of 5 patients f S.E.M. 

stimulate immunoreactivity by maintaining IL-2R saturating 
concentrations for a long time” [ 11. In keeping with this notion, 
ultra low dose IL-2 (<lOO &m*/day half life in viva: tliz a 
- 20 min, t,,$ = 4,5 h) has been administered as a continuous 
infusion [ 1, 21. The development of polyethylene glycol (PEG)- 
derived IL-2 was also based on these considerations [3]. How- 
ever, we find that subcutaneous administration of 50 &m?day 
IL-2 (specific activity 1.8 x 10’ U/mg of protein, Euro-Cetus, 
Amsterdam, The Netherlands) every other day thrice weekly 
(nine doses) is highly effective as well. Delayed type hypersensi- 
tivity responses of the skin, measured 8 days after discontinu- 
ation of therapy [sum of the total induration (in mm) of 
all positive responses to the Multitest CM1 (Merieux, Lyon, 
France)], increased 2.7 2 O.ffold (relative to pretreatment + 
S.E.M.) in 5 patients studied [4]. This therapy also induced a 
progressive increase of natural killer cells (CD56+CD3-) and 
eosinophils (Fig. 1). Thus, intermittent subcutaneous adminis- 
tration of ultra low dose IL-2 at 50 &m2/day may well induce 
prolonged immunological effects despite its short half life. 
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