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Abstract: The incidence of renal cell cancer has been increasing worldwide. Although the incidence of renal cell cancer in Japan is 
lower than the rates in the other industrialized countries, there is no doubt that it is increasing. In this paper, we would like to introduce 
the result of our studies, which evaluate the risk factors for renal cell cancer in Japan. Hypertension, diabetes mellitus, kidney diseases, 
fondness for fatty food and black tea showed an increased risk of renal cell carcinoma while an intake of starchy roots such as taro, sweet 
potato and potato reduced the risk of renal cell carcinoma. In Japan, however, drinking black tea may be a surrogate for westernized 
dietary habits while eating starchy roots may be a surrogate for traditional Japanese dietary habits. Further studies may be needed to 
evaluate risk factors for renal cell cancer because the number of renal cancer cases was small in our studies in spite of a large population-
based cohort study.
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Introduction
Kidney cancer includes both cancer of the renal 
parenchyma (i.e. renal cell cancer) and cancer of 
the pelvis (i.e. transitional cell cancer). In adults, 
85%–90% of kidney cancer cases are renal cell 
cancer.1 Renal cell cancer accounts for 2%–3% of all 
malignancies in western countries2–5 and 1%–2% in 
Japan.5,6 The incidence of renal cell cancer is high in 
Western, and Northern Europe and North America 
while it is low in Asia.1–3,5 However, the incidence of 
renal cell cancer is higher in Japanese Americans than 
in native Japanese.5 These findings suggest that the 
environmental factors such as life-style factors may 
play a role in the development of renal cell cancer.

The incidence of and mortality from renal cell 
cancer have been increasing in recent years in Japan.6 
Westernization of the lifestyle (e.g. westernization 
of eating habits, the spread of privately-owned 
cars and household electric appliances as well as 
agricultural mechanization) may increase the incidence 
of renal cell cancer. According to the westernization 
of dietary habits, it decreased to eat traditional 
Japanese foods (i.e. eating a lot of rice with salty food 
such as salty grilled fish, salty pickles and soybean 
paste soup, and drinking green tea), and it increased 
to take westernized foods (i.e. eating animal protein 
and fat such as breaded pork cutlet and beefsteak, 
and drinking coffee or black tea). High-fat and high-
protein diet is reported to increase the risk of renal cell 
cancer.7 Low physical activity is also reported to play 
a role in the development of renal cell cancer.8,9 Many 
epidemiologists have reported risk factors for renal 
cell cancer in western countries.3 Even in textbooks 
of renal cell cancer written in Japanese,6 however, 
we have to get knowledge about the risk factors for 
renal cell cancer from studies in western countries1–3 
because we can get only a little information about 
renal cell cancer in the census-based cohort study on 
the relationship between lifestyle and mortality in 
Japan.10

Therefore, we evaluated the risk factors for renal 
cell cancer in a large population-based cohort study 
in Japan (JACC study),11 which has followed up 
for more than 1 million-person years. Briefly, the 
original study population consisted of 46,465 men 
and 64,327 women aged 40 to 79 years in 45 areas 
of 19 prefectures in Japan. Enrolment began in 1988 
and continued 1990. Most subjects were recruited 

from the general population when undergoing routine 
health checks in the municipalities. Most study 
subjects (86.3%) were followed up for mortality 
until the end of 2003, except in a few areas where 
the follow-up periods were until the end of 1999. 
However, incident cancer were ascertained only 
24 study area (out of 45) in which cancer registries 
were available, where the mortality-incident rate 
deviated from 0.31 to 0.61 in men and from 0.15 to 0.53 
in women.12

In this paper, we would like to introduce the result 
of our studies,13–15 which evaluate the risk factors for 
renal cell cancer in a Japanese population.

Descriptive epidemiology
The incidence of renal cell cancer has been increasing 
worldwide.1 The rapidly increasing incidence of renal 
cell carcinoma may be partly explained by the rising 
numbers of cancers detected incidentally by new 
imaging techniques and improvement in diagnosis. 
Although the incidence of renal cell cancer in Japan 
is lower than the rates in other developed countries, 
there is no doubt that the incidence has been 
increasing in recent years in Japan.6 The incidence 
rates (persons per 100,000) were 7.1 for men and 
3.1 for women in 199716 while they were 8.2 for 
men and 3.6 for women in 2002.17 Compared with 
women, men have a higher risk of renal cell cancer 
(age-adjusted hazard ratio = 4.52, 95% confidence 
interval: 2.28 to 8.96)15 and the risk increases with 
age (sex-adjusted HR = 1.08 per 10-year increment, 
95% CI: 1.05 to 1.11).15

Risk Factors
Smoking and drinking
Tobacco
Smoking3,18–20 has been reported to be a risk factor for 
renal cell cancer. Active smoking is implicated in the 
etiology of renal cell carcinoma, with a strong dose-
dependent in risk associated with number of cigarettes 
smoked per day.19 Furthermore, passive smoking also 
increased the risk of renal cell carcinoma.20 However, 
in our cohort study,12 smoking (current smokers vs. 
never smokers: age- and sex-adjusted HR = 2.13, 95% 
CI: 0.87 to 5.24) shows only a marginally increased 
risk of dying from renal cell cancer in a Japanese 
population because of limited statistical power due to 
a small number of renal cancer death in our study.
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Alcohol
Alcohol drinking has been suggested to reduce the risk 
in some studies.3,20–22 However, in our study,13 there is 
no meaningful association between renal cell cancer 
death and alcohol drinking in a Japanese population.

Dietary habits
Coffee and tea
No association has been found between drinking either 
coffee or tea and renal cell cancer in Western countries 
despite of numerous studies.13 However, a pooled 
analysis of 13 prospective studies suggested that coffee 
and tea consumption may reduce the risk of renal cell 
cancer.23 In contrast, in our study,13 those who drink 
black tea (3 + cups/day vs. none: age- and sex-adjusted 
HR = 13.60, 95% CI: 1.83 to 101.30) have an increased 
risk of renal cell cancer death even after adjusting 
for other factors. In addition, those who drink coffee 
(3 + cups/day vs. none: age- and sex-adjusted HR = 2.69, 
95% CI: 0.89 to 8.10) have a marginally increased 
risk while there is no meaningful association between 
renal cell cancer death and green tea consumption in a 
Japanese population.13 In Japan, drinking black tea or 
coffee may be a surrogate for westernized dietary habits 
and thus it may be the latter rather than the former that 
is actually responsible for renal cell cancer. Further 
studies are needed to ascertain whether there is any 
truth to this hypothesis.

Foods
An inverse association between consumption of 
vegetables and/or fruit and risk of renal cell cancer 
has been seen in some studies3,24,25 while high intake 
of meat,26 and beef 27 have been suggested to increase 
the risk. Handa et al7 reported that both a ‘dessert’ 
diet factor and a ‘beef’ diet factor were associated 
with an increased risk of renal cell cancer, suggesting 
that high-fat and high-protein diets as well as sugar- 
and fat-rich confectioneries might be risk factors for 
renal cell cancer. In our study,13 a fondness for fatty 
food (age- and sex-adjusted HR = 2.64, 95% CI: 1.03 
to 6.78) is associated with an increased risk of renal cell 
cancer while consumption of beef shows a marginally 
increased risk (1–2 +/week vs. seldom: age- and 
sex-adjusted HR = 1.73, 95% CI: 0.74 to 4.08). Since 
the incidence of renal cell cancer is higher in Japanese 
Americans than in native Japanese5 and it is increasing 
in Japan now,6 we cannot deny that westernization of 

dietary habits may play some role in the increased 
incidence of renal cell cancer in Japan. Chow et al28 
also reported that an intake of staple food (i.e. bread, 
cereals, potatoes, rice, and spaghetti) was associated 
with an increased risk of renal cell cancer. On the other 
hand, Mucci et al29 reported that none of potato, bread 
and cereal was a risk factor for renal cell cancer. In 
our study,13 an intake of starchy roots (i.e. taro, sweet 
potato and potato) (3–4 +/week vs. 1–2/month or less: 
age- and sex-adjusted HR = 0.44, 95% CI: 0.21 to 0.94) 
was associated with a decreased risk of dying from 
renal cell cancer in a Japanese population while there 
is no meaningful association between renal cell cancer 
risk and consumption of fruits or leaf vegetables in 
our study.13 Taro30,31 and sweet potato,32 a part of the 
traditional Japanese diet, are reported to have cancer 
preventive potential, suggesting that these traditional 
diets may partly be the reasons for the lower incidence 
of kidney cancer death in Japan compared with the 
other developed countries.

Obesity and physical activity
Obesity
Obesity is an established risk factor for renal cell 
cancer in Western countries.1–3,18,33,34  Insulin resistance, 
which is common in obesity,35 contributes a risk factor 
for numerous cancers.36 In a Japanese population, 
however, obesity shows any meaningful association 
with renal cell cancer death13 although obesity 
(age- and sex-adjusted HR = 1.69, 95% CI: 0.87 
to 3.30) shows a marginal increased risk of dying from 
renal cell cancer after excluding those with a medical 
history of diabetes mellitus.14 These findings may be 
partly explained by the possibility that patients with 
diabetes mellitus are not necessarily obese in Japan 
because Japanese patients with diabetes mellitus may 
have reduce their weight after consulting with doctors 
for this disease as described in a Japanese textbook on 
diabetes mellitus.37

Physical activity
Low physical activity is a risk factor for renal cell 
cancer.3 Either occupational physical activity or 
leisure time physical activity is associated with an 
increased risk of renal cell cancer.3 However, our study 
failed to show any meaningful association between 
renal cell cancer risk and either occupational or leisure 
time physical activity in a Japanese population.13
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Medical conditions
Hypertension
Many studies have demonstrated that hypertension 
was associated with an increased risk of renal cell 
cancer in Western countries.1–3,33,34,38 It is difficult to 
distinguish the roles by hypertension and treatment of 
hypertension in the development of renal cell cancer 
because of the high correlation between them. In a 
Japanese population, there is a positive association 
between hypertension and the development of renal 
cell cancer (age- and sex-adjusted HR = 4.27, 95% 
CI: 2.07 to 8.79).15 In addition, hypertension is a 
risk factor for death from renal cell cancer (age- and 
sex-adjusted HR = 1.98, 95% CI: 1.06 to 3.70) in a 
Japanese population as well.13

Diabetes mellitus
Diabetes mellitus increases the risk of renal cell 
cancer in some cohort studies in Northern Europe,39,40 
but it is not an established risk factor in Western 
countries.1–3 In a Japanese population, diabetes 
mellitus (age- and sex-adjusted HR = 1.72, 95% 
CI: 0.51 to 5.79) fails to be a significant risk factor 
for the development of renal cell cancer in one 
study15 while diabetes mellitus (age- and sex-adjusted 
HR = 2.22, 95% CI: 1.04 to 4.70) shows an increased 
risk of dying from renal cell cancer in another study.14 
In addition, diabetes mellitus (age- and sex-adjusted 
HR = 2.59, 95% CI: 1.19 to 5.64) shows a higher risk 
of death from renal cell cancer after excluding obese 
subjects without diabetes mellitus.14

Kidney diseases
Kidney infection, kidney stone, kidney cyst, and 
end-stage renal disease are reported to be risk factors 
for renal cell cancer.1–3 In our studies, kidney disease 
(age- and sex-adjusted HR  =  4.42, 95% CI: 1.68 to 11.63) 
shows an increased risk of the development of renal 
cell cancer in a Japanese population in one study,15 but 
kidney disease fails to be a significant risk factor for 
dying from renal cell cancer (age- and sex-adjusted 
HR = 2.35, 95% CI: 0.83 to 6.64) in another study.13

conclusion
The incidence of renal cell cancer is low in Japan.16,17 
Therefore, the number of renal cancer cases was small 
in our studies13–15 in spite of a large population-based 
cohort study in Japan (JACC study).11 However, there 

is no doubt that the incidence has been increasing in 
recent years in Japan.6 The increasing incidence of 
renal cell cancer in a Japanese population may be partly 
due to westernization of the lifestyle. Our studies13–15 
suggest five risk factors (i.e. hypertension, diabetes 
mellitus, kidney diseases, fondness for fatty food and 
black tea) and one preventive factor (i.e. starchy roots 
such as taro, sweet potato and potato) in a Japanese 
population. In Japan, however, drinking black tea may 
be a surrogate for westernized dietary habits while 
eating starchy roots may be a surrogate for traditional 
Japanese dietary habits.

The advantage of our study was a large scale 
prospective study among the Japanese population.11 
However, we had limited potential to evaluate the 
risk of renal cell cancer because of small number of 
cases. Further studies may be needed to evaluate risk 
factors for renal cell cancer.

Disclosure
The authors report no conflicts of interest.

References
 1. WHO. World Cancer Report. In: Stewart BW, Kleihues P, ed. Lyon: 

International Agency for Research on Cancer Press. 2003.
 2. McLaughlin JK, Blot WJ, Devesa SS, et al. Renal Cancer. In Schottenfeld D, 

Fraumeni JF Jr, ed. Cancer Epidemiology and Prevention. New York: Oxford 
University Press. 1996. p. 1142–55.

 3. Lindblad P, Adami HO. Kidney cancer. In: Adami HO, Hunter D, 
Trichopoulos D, ed. Textbook of Cancer Epidemiology. New York: Oxford 
University Press. 2002. p. 467–85.

 4. Brosman SA. Tumors of the kidney and urinary tract. In: Massry SG, 
Glassock RJ, ed. Textbook of Nephrology, 2nd ed. Baltimore: Williams and 
Wilkins. 1989. p. 942–61.

 5. Parkin CM, Whelan SL, Ferlay J, et al. Cancer Incidence in Five Continents. 
Lyon: International Agency for Research on Cancer. 2002:8.

 6. Toma H. Epidemiology of kidney cancer. In Toma H, Nakazawa H, ed. 
All About Kidney Cancer: Basic Medicine and Clinical Practice. Tokyo: 
Medical View, 2003. p. 2–10 (in Japanese).

 7. Handa K, Kreiger N. Diet patterns and the risk of renal cell carcinoma. 
Public Health Nutrition. 2002;5:757–67.

 8. Menezes RJ, Tomlinson G, Kreiger N. Physical activity and risk of renal 
cell carcinoma. Int J Cancer. 2003;107:642–6.

 9. Mahabir S, Leitzmann MF, Pietien P, et al. Physical activity and renal cell 
cancer risk in a cohort of male smokers. Int J Cancer. 2004;108:600–5.

10. Hirayama T. Life-style and mortality, a large-scale census-based cohort 
study in Japan. In: Wahrendorf J, ed. Contributions to epidemiology and 
biostatistics, Basel: Karger. 1990;6.

11. Ohno Y, Tamakoshi A, the JACC Study Group. Japan Collaborative Cohort 
Study for the Evaluation of Cancer Risk sponsored by Monbusho (JACC 
Study). J Epidemiol. 2001;11:144–50.

12. Mori M, Sakauchi F, Washio M, et al. J Epidemiol. 2005;15:S80–5.
13. Washio M, Mori M, Sakauchi F, et al. Risk factors for kidney cancer in a 

Japanese population: findings from the JACC study. J Epidemiol. 2005;15:
S203–11.

14. Washio M, Mori M, Khan MMH, et al. Diabetes mellitus and kidney cancer 
risk: the results of Japan collaborative cohort study for evaluation of cancer 
risk (JACC study). Int J Urology. 2007;14:393–7.

http://www.la-press.com


Risk factors for renal cell cancer

Clinical Medicine: Oncology 2009:3 75

publish with Libertas Academica and 
every scientist working in your field can 

read your article 

“I would like to say that this is the most author-friendly 
editing process I have experienced in over 150 

publications. Thank you most sincerely.”

“The communication between your staff and me has 
been terrific.  Whenever progress is made with the 
manuscript, I receive notice.  Quite honestly, I’ve 
never had such complete communication with a 

journal.”

“LA is different, and hopefully represents a kind of 
scientific publication machinery that removes the 

hurdles from free flow of scientific thought.”

Your paper will be:
• Available to your entire community 

free of charge
• Fairly and quickly peer reviewed
• Yours!  You retain copyright

http://www.la-press.com

15. Washio M, Mori M, Sakauchi F, et al. Hypertension and other risk factors 
for the development of kidney cancer (renal cell carcinoma) in a Japanese 
population: findings from the JACC study. Int Med J. 2008;15:343–7.

16. Marumo K, Satomi Y, Miyao N, et al. The prevalence of renal cell carcinoma: 
a naion-wide survey in Japan in 1997. Int J Urology. 2001;8:359–65.

17. Marumo K, Kanayama H, Miyao N, et al. Prevalence of renal cell carcinoma: 
a naion-wide survey in Japan in 2002. Int J Urology. 2007;14:479–82.

18. Yu MC, Mack TM, Hanisch R, et al. Cigarette smoking, obesity, diuretic 
use, and coffee consumption as risk factors for renal cell carcinoma. J Natl 
Cancer Inst. 1986;77:351–6.

19. Hunt JD, van del Hel OL, McMillan GP, et al. Renal cell carcinoma in 
relation to cigarette smoking: meta-analysis of 24 studies. Int J Cancer. 
2005;114:101–8.

20. Hu J, Ugnat AM. The Canadian Cancer Registries Epidemiology Research 
Group. Active and passive smoking and risk of renal cell carcinoma in 
Canada. Eur J Cancer. 2005;41:770–8.

21. Nicodemus KK, Sweeney C, Folsom AR. Evaluation of dietary, medical 
and life style risk factors incident kidney cancer in post-menoposal women. 
Int J Cancer. 2004;108:115–21.

22. Greving JP, Lee JE, Wolk A, et al. Alcohol beverages and risk of renal cell 
cancer. Br J Cancer. 2007;97:429–33.

23. Lee JE, Hunter DJ, Spiegelman D, et al. Intakes of coffee, tea, milk, soda 
and juice and renal cell cancer in a pooled analysis of 13 prospective studies. 
Int J Cancer. 2007;121:2246–53.

24. Yuan JM, Gago-Dominguez M, Castelao JE, et al. Cruciferous vegetables in 
relation to renal cell carcinoma. Int J Cancer. 1998;77:211–6.

25. Wolk A, Gridley G, Niwa S, et al. International renal cell cancer study. VII. 
Role of diet. Int J Cancer. 1996;65:67–73.

26. McLaughlin JK, Mandel JS, Blot WL, et al. A population-based case-control 
study of renal cell carcinoma. J Natl Cancer Inst. 1984;72:275–84.

27. Maclure M, Willett W. A case-control study of diet and risk of renal 
adenocarcinoma. Epidemiology. 1990;1:430–40.

28. Chow WH, Gridley G, McLaughlin JK, et al. Protein intake and risk of renal 
cell cancer. J Natl Cancer Inst. 1994;86:1131–9.

29. Mucci LA, Dickman PW, Steineck G, et al. Dietary acrylamide and cancer 
of the large bowel, kidney, and bladder: absence of an association in a 
population-based study in Sweden. Br J Cancer. 2003;88:84–9.

30. Kim OK, Murakami A, Nakamura Y, et al. Screening of edible Japanese 
plants for nitric oxide generation inhibitory activities in RAW 264.7 cells. 
Cancer letter. 1998;125:199–207.

31. Kim HW, Murakami A, Nakamura Y, et al. Screening of edible Japanese 
plants for suppressive effects on phorbol ester-induced superoxide 
generation in differentiated HL-60 cells and AS52 cells. Cancer letters. 
2002;176:7–16.

32. Pandey M, Shukla VK. Diet and gallbladder cancer: a case control study. 
Eur J Cancer Prev. 2002;11:365–8.

33. Yuan JM, Castellao JE, Gago-Dominguez M, et al. Hypertension, obesity 
and their medications in relation to renal cell carcinoma. Br J Cancer. 
1998;77:1508–13.

34. Chow WH, Gridley G, Fraumeni JF, et al. Obesity, hypertension, and the 
risk of kidney cancer in men. N Engl J Med. 2000;343:1305–11.

35. Kaplan NM. Primary hypertension: pathogensesis. In: Kaplan NM, ed. 
Kaplan’s Clinical Hypertension 8th ed. Philadelphia: Lippincott Williams 
and Wilkins, 2002. p. 56–135.

36. Levine TB, Levine AB. Comorbidities of the metabolic syndrome. In 
Metabolic syndrome and cardiovascular disease. Philadelphia: Saunder. 
2006. p. 263–79.

37. Hirata Y. Pathogenesis. In: Treatment for Diabetes Mellitus. Tokyo: Bunkodo, 
Tokyo, 1991. p. 53–141 (in Japanese).

38. Mellemgaard A, Niwa S, Mehl ES, et al. Risk factors for renal cell carcinoma 
in Denmark: role of medication and medical history. Int J Epidemiol. 
1994;23:923–30.

39. Lindblad P, Chow WH, Chan J, et al. The role of diabetes mellitus in the 
aetiology of renal cell cancer. Diabetologia. 1999;42:107–12.

40. Wideroff L, Gridley G, Mellemkjaer L, et al. Cancer incidence in a 
population-based cohort of patients hospitalized with diabetes mellitus in 
Denmark. J Natl Cancer Inst. 1997;89:1360–5.

http://www.la-press.com
http://www.la-press.com

