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Abstract 

Cholesterol is obtained through biosynthesis and diet. When a level of cholesterol is above the normal level, this condition 
caused hypercholesterolemia. Long-term administration of synthetic chemical drugs can cause liver damage. Therefore, 
alternative natural medication is needed. One of the alternatives that can be used is the rice bran (RB), which contains 
antioxidant and crude fiber. This study is aimed at finding out the potential utilization of RB on total cholesterol level, 
liver enzyme as aspartate aminotransferase (AST) and alanine aminotransferase (ALT), malondialdehyde (MDA), and the 
changes in liver tissue. This study uses five groups of rats: the negative control group, positive control group, and three 
therapy groups with the dosage of 270 mg kg-1, 540 mg kg-1, and 810 mg kg-1 of body weight. This study shows that therapy 
using RB can significantly decrease the cholesterol level, AST, ALT, and MDA (p<0.01). The total cholesterol level is 21%, 
AST and ALT activities can be reduced to 54% and 64%, the level of MDA reduced to 79% and can repair the liver tissue. 
This study shows that RB can be effectively used as hepatoprotective in rats with hypercholesterolemia. 
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INTRODUCTION 

Hypercholesterolemia is influenced by age, 
sex, alcohol, obesity, stress, diabetes, and food 
intake [1,2,3]. The excessive consumption of fatty 
food can increase the level of cholesterol in the 
blood. Hypercholesterolemia can become the risk 
for atherosclerosis, pancreatitis, coronary heart, 
thyroid disorder, kidney failure, and liver damage 
[4].  

Hypercholesterolemia indicates the existence 
of free radical within the body due to the 
cholesterol metabolic disorder. The increase of 
free radical can stimulate the peroxidation of lipid, 
hence, cause oxidative stress which can be 
measured using the MDA parameter [5]. The 
increase of free radical can reduce the activity 
lipoprotein lipase enzyme (LPL). This can cause a 
disturbance in the changes of very low-density 
lipoprotein (VLDL) into intermediate density 
lipoprotein (IDL). Therefore, VLDL will form a 
sediment in the liver and cause fatty in the liver, 
such as infiltration of fat into the surrounding of 
hepatocyte cells and sinusoid [6]. 

The cells damage within the liver can be 
clinically known at advanced stage. However, 
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ongoing liver damage can be known by measuring 
the parameter of liver function [7]. The indicator 
of the damage of liver cells is the increase of liver 
enzymes within the serum, such as AST and ALT 
enzymes [8]. 

Nowadays, several medicines have been 
reported to have cure Hypercholesterolemia 
which consists of statin, niacin, fibrate acid, 
nicotinate acid, and resin [9,10,11]. However, 
long-term medication of hypercholesterolemia 
using synthetic chemical medicine can cause liver 
damage and kidney functions disorder [12]. Thus, 
alternative medication from nature is needed. 
One of the alternatives for this medication of 
hypercholesterolemia is the utilization of RB.  

RB has nutrition such as carbohydrate, protein, 
mineral, fat, and crude fiber [13,14,15]. In 
addition, RB also contains bioactive components 
such as phenolic compounds, oryzanol, vitamin E 
(Tocopherol and Tocotrienol) which serve as an 
antioxidant [15,16,17]. Several types of research 
have reported that rice bran can reduce the total 
cholesterol level, triglyceride, LDL, and increases 
the concentration of HDL [18,19]. In addition to 
finding out the influence of RB toward the 
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cholesterol level, this study is also carried out to 
find the role of RB as hepatoprotective in rats with 
hypercholesterolemia, by using the liver function 
parameters of activity of the AST and ALT 
enzymes, MDA in liver organ, and supported by 
the observation of the liver tissue. 

Moreover, RB also contains antioxidants that 
can prevent oxidative stress and inhibit the 
process of fat oxidation, and also contains crude 
fiber which can bind cholesterol [9]. This study will 
examine the effect of RB on total cholesterol 
levels, liver enzymes activity (AST and ALT), and 
MDA levels. 

MATERIAL AND METHOD 
Material and Animals 

This study uses RB from white rice (Oryza 
sativa) from Anugrah Brand. The animal used in 
this study is 20 male Rats (Rattus norvegicus) age 
2 months old, with the average weight of 200 
gram. All the procedure for this animal usage has 
been approved acceptance of Brawijaya 
University's Research Commission number 941-
KEP-UB. 

Analysis of crude fiber content in rice bran 
One gram of RB is inserted into 300 mL 

Erlenmeyer tube. Then, the RB is added with 0.3 N 
H2SO4  under the cooling back. The sample is 
boiled for 30 minutes and often shook. The sample 
is filtered using the filter paper. The residue is 
washed using the boiling water, hence, no longer 
acidic (tested using the Litmus paper). The residue 
then is inserted into the Erlenmeyer tube. The 
residue left in the paper then washed using 200 
mL of boiling NaOH hence all the residue entered 
the Erlenmeyer tube. The sample is boiled for 
another 30 minutes. Then the sample is washed 
with 105 K2SO4 solutions. The residue is then 
washed using 15 mL of 95% alcohol, and then the 
filter paper is dried in the temperature of 1100C 
hence, the weight is constant then the sample is 
weighed.  

The crude fiber level (%) = (A-B)/C x 100% 

Description: 
A : the weight of the filter paper+residue) 
B : the weight of empty filter paper 
C : sample weight 

Determining the level of Antioxidant using the 
DPPH test 

The antioxidant activity is determined by using 
the DPPH test which through the procedure 
adapted from Dudonne [20]. 1 mL of DPPH 
solution (0.05 mM) is mixed with 2.5 rice bran 
extract. Then the mixture is incubated in the 

temperature of 370C for 20 minutes. The 
absorbance is measured using spectrophotometer 
UV-Vis in the length of wave 515 nm. Then, 2.5 mL 
of methanol is mixed with 1 mL of DPPH solution, 
and this mixture is used as a blank solution. The 
percentage of antioxidant activity to prevent the 
free radical (IC50) can be calculated using the 
formula:  

% inhibition = (A Blank – A Sample)/A Blank x 100 

Induction of High Cholesterol Diet and Treatment 
The rats is distributed into 5 groups, each 

group with 4 rats: (1) negative control group, (2) 
positive control group, (3) RB therapy dosage is 
270 mg kg-1 bw, (4) RB therapy dosage is 540 mg 
kg-1 bw, and (5) RB therapy dosage is 850 mg kg-1 
bw. Each mouse is fed with a high cholesterol 
meal, except for the negative control group. The 
food is administered for 8 weeks. The composition 
of high cholesterol meal consists of 32 g of goat 
fat, 0.32 g of folate acid, 16 g of cooked quail yolk 
eggs, and 4 mL of used cooking oil. The cholesterol 
level is tested every 14 days. The rats with a 
cholesterol level of more than 200 mg dL-1 will be 
treated with rice bran with the previously 
mentioned dosage. On the 15th day, the rats will 
be operated to take the blood and liver organ 
samples. The serum is taken after it is being 
separated from blood. 

Measurement of total cholesterol level in serum 
Total cholesterol level is tested using the 

CHOD-PAP reagent cholesterol method. The total 
cholesterol level is measured by adding 10 µL 
serum with 1000 µL reagent. After incubated, the 
absorbance is read using the spectrophotometer 
UV-Vis in the length of wave 520 nm. 

Measurement of Aspartate and Alanine 
Aminotransferase Activities (AST and ALT) 

The AST and ALT level is tested using the IFFC 
method. The activity of AST enzyme is measured 
by adding 500 µL reagent AST in 50 µL serum. 
Whereas, the measurement of ALT enzyme is 
measured by adding 500 µL reagent ALT in 50 µL 
serum. After the mixture is homogeneous, each 
absorbance is read using the spectrophotometer 
UV-Vis in the length of wave 340 nm. 

Measurement of Malondialdehyde (MDA) 
Supernatant formed from the isolation of 

protein liver organ is taken by the amount of 100 
µL. The supernatant then added with 550 µL 
distilled water and 100 µL trichloro ethanoic acid, 
then the sample is centrifuged. The result is added 
with 250 µL HCl 1 N and centrifuged. The 
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supernatant then added with 100 µL of 1% Na-
Thio and the result is made homogeneous. After 
that, the supernatant is heated in the temperature 
of 1000c for 30 minutes. This supernatant the 
centrifuged in 500 rpm for 15 minutes. Following 
the incubation, the sample is read using the 
spectrophotometer UV-Vis in the length of wave 
533 nm. 

Histopathological Examination 
The liver organ is taken from the operated 

mice then washed using the 0.9% of NaCl 
physiology. The preparation stage includes 
fixation, dehydration, cleaning, soaking, splitting, 
and attachment to the glass object. The rat liver is 
prepared for hematoxylin and eosin (HE) coloring.  
The rat liver is observed its histopathology 
description by using the BX51 Olympus 
microscope in the magnification of 100x and 400x.  

Statistical Analysis 
All the value is stated in the means ±SD. The 

data are analyzed using the ANOVA and post-hoc 
LSD test, and the highly significant result in 
p<0.01. 

RESULT AND DISCUSSION  
The influence of rice bran toward the total 

cholesterol of rats with hypercholesterolemia  

Based on Tabel 1 below, the RB in the dosage 
of 270 mg kg-1 bw, 540 mg kg-1 bw, and 850 mg kg-

1 bw can significantly decrease the total 
cholesterol level in mice with 
hypercholesterolemia with the percentage of 7%, 
17%, and 21% respectively compared to the 
positive control group. According to several 
previous studies, RB can inhibit the increase of 
cholesterol, and decrease the cholesterol level 
and lipid profile. 

RB has the characteristic of reducing 
cholesterol called cholesterolemic effect. RB has 
10.89% crude fiber content. This fiber is able to 
absorb lipid from the digestive channel. This fiber 
is also able to bind the bile acid and cholesterol 
that can be disposed with feces. Therefore, the 
radical bile acid will decrease and new bile acid 
will be needed. The more the new bile acid 
produced from the absorption of cholesterol in 
the blood, the more cholesterol will be excreted. 
This becomes the basis for the decrease in 
cholesterol level [14,21,22]. Another mechanism 
is that fiber can also inhibit the reduction of HMG-
CoA enzyme, thus, decrease the synthesis of 
cholesterol within the liver [21].  
 

The influence of rice bran as hepatoprotective in 
Rats with hypercholesterolemia. 

An activity of hepatoprotective of RB in rats 
with hypercholesterolemia can be seen based on 
several biochemical parameters such as, the 
activity of the AST and ALT enzymes which 
indicates the damage in the liver cells. The MDA 
level to see the possibility of lipid peroxidation in 
liver organ. Hepatoprotective activity can also be 
supported by the histopathology observation of 
the liver tissue. 

These enzymes are very sensitive indicators of 
damage or destruction happening in the liver cells. 
When the liver cells are damaged such as fatty, 
inflammation, up to cells damage such as 
apoptosis or necrosis, these AST and ALT enzymes 
will be leaked into blood circulation due to the 
increase of membrane permeability. Therefore, 
within the blood, the level of these enzymes 
increases [23,24]. 

In Table 2, hypercholesterolemia therapy 
using RB with the variation of dosages of 270 mg 
kg-1 bw, 540 mg kg-1 bw, and 850 mg kg-1 bw 
influences the significant decrease of AST and ALT 
enzymes activities (p<0.01). Compared to the 
negative control group, the AST activity decreases 
by 29%, 40%, and 54%, while the activity of ALT 
enzyme decreases by 31%, 47%, and 64.88%. This 
decrease is due to the antioxidant effect of RB 
which serves in preventing the free radical, 
prevent oxidative stress and inhibit the fat 
oxidation [24]. 

The MDA level measurement in liver organ 
shown in Table 3, where administration of RB with 
the variation of dosages mentioned above has 
experienced significant reduction (p<0.01) 
compared to the positive control group with the 
reduction of MDA level by 46%, 63%, to 79% 
sequentially.  RB is proven to be able to reduce 
MDA level due to its antioxidant content which 
able to capture the free radical and inhibit lipid 
peroxidation, hence, can reduce the free radical 
due to induction of high cholesterol diet. 

The antioxidant content in rice bran seen in 
antioxidant test IC50 is 75.18 µg mL-1. IC50 is a 
number which shows the concentration of extract 
(µg mL-1 or ppm) which can inhibit 50% of 
oxidation. Based on table 4 the antioxidant within 
the rice bran is classified as a strong antioxidant 
[20]. Several previous studies have shown that 
one of the antioxidants within the RB is Vitamin E 
(tocopherol/tocotrienol) [25,26].  
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Table 1. Total cholesterol levels in serum of hypercholesterolemic rats  

Treatment Group Total cholesterol levels 
(mg/dL) 

Total cholesterol levels (%) 

Increasing Decreasing 

Negative control 173.5 ± 3.69 - - 
Positive control  247.5 ± 2.88 42 - 
RB (270 g/kg-1 bw) 229.75 ± 2.5** - 7 
RB (540 g/kg-1 bw) 204.75 ± 5.9** - 17 
RB (810 g kg-1 bw) 193.75 ± 4.57** - 21 

The data showed the mean ± SD (n=4). The analysis shows that rice bran significantly decreases the total cholesterol level (p-
value = 0.000). Note: ** showed the value of p<0.01 toward the positive control group.  

Table 2. Effect of rice bran on serum aspartate aminotransferase (AST) and alanine aminotransferase (ALT) enzymes in 
hypercholesterolemic rats 

Treatment Group AST (U L-1) ALT (U L-1) 

Negative control 56.25 ± 3.5 26.00 ± 1.82 
Positive control  136.25 ± 3.3 89.00 ± 2.16 
RB (270 g/kg-1 bw) 96.75 ± 2.21** 61.00 ± 2.94** 

RB (540 g/kg-1 bw) 81.75 ± 2.75** 47.00 ± 2.16** 

RB (810 g kg-1 bw) 61.5 ± 2.38** 31.25 ± 2.21** 

Data shows mean ± SD (n=4) the result showed that rice bran significantly decreases the AST and ALT level (p value=0.000) note: 
** shows the value of p<0.01 toward the positive control group. 

Table 3. MDA levels in liver organ of hypercholesterolemic rats  

Treatment Group MDA level (µg/mL) MDA Level (%) 

Increasing Decreasing 

Negative control 0.67 ± 0.125 - - 
Positive control  4.7 ± 0.141 596 - 
RB (270 g/kg-1 bw) 2.5 ± 0.216** - 46 

RB (540 g/kg-1 bw) 1.7 ± 0.081** - 63 
RB (810 g kg-1 bw) 0.95 ± 0.208** - 79 

Data shows mean ± SD (n=4) the result showed that rice bran significantly decreases the MDA level (p value=0.000) note: ** 
shows the value of p<0.01 toward the positive control group. 

Vitamin E plays a role in neutralizing the free 
radical by contributing to the atom hydrogen from 
the hydroxyl group (OH) which available in its ring 
structure to the free radical [27]. The existence of 
this antioxidant mechanism in RB helps protect 
the cell structure form the free radical effect, 
hence reduce the level of ROS which is signified by 
the reduction of MDA level and reduction of AST 
and ALT enzymes activities. This is what made the 
RB potential as hepatoprotective. 

Table 4. The intensity value of IC50 

Liver damage can be known from the increase 
of AST and ALT level in the positive control group 
which supported by the image of liver 
histopathology. This group shows the 

accumulation of lipid around hepatocyte and 
plenty of necrotic hepatocytes (Figure 1.G2). 
Meanwhile, a significant decrease of AST and ALT 
level in each therapy group indicates an 
improvement of the hepatocyte. This is proven by 
the figure of liver histopathology on 270 mg kg-1 
BW therapy which shows a decrease of lipid 
accumulation, regardless that the necrotic 
hepatocytes are still exist (Figure 1.G3). In therapy 
group of RB with the dosage of 540 mg kg-1 BW, it 
shows a more significant decrease of lipid 
accumulation, there are only a few necrotic 
hepatocytes left (Figure 1.G4). The histopathology 
image of therapy group of RB with a dosage of 810 
mg kg-1 BW shows much smaller lipid 
accumulation (Figure 1.G5). 

The repairment of histopathology picture in 
liver organ due to the antioxidant from the RB, 
hence, can reduce the level of free radical by 
inhibiting the lipid peroxidation, thus, the ability 
of the crude fiber to reduce cholesterol level in 
blood [28]. 

Intensity IC50 value 

 

Very Strong < 50  mg mL-1 
Strong 50 – 100 mg mL-1 
Medium 100 – 150 mg mL-1 

Weak 150 – 200 mg mL-1 
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Figure 1. Histopathology Overview liver of Hypercholesterolemic Rats Using Hemotoxylin-Eosin Staining (HE) (Magnification 
400×). (G1) negative control group, (G2) positive control group, (G3) therapy 270 mg kg-1 body weight, (G4) therapy 540 mg kg-1 
bw and (G5) therapy 810 mg kg-1 bw. Hepatocyte (a), lipid accumulation (b), necrotic hepatocytes (c).    

CONCLUSION 
The conclusion of this study is that rice bran 

in addition to reducing the cholesterol level is also 
very effective in protecting the liver from free 
radical due to induction of high cholesterol diet, 
which is signified by the reduction of MDA and 
activity of AST and ALT enzymes.  

REFERENCES 
[1] Lipman, T.H., L.L. Hayman, C.V. Fabian, D.A. 

Di Fazio, P.M. Hale, B.M. Goldsmith, et al. 
2000. Risk factors for cardiovascular disease 
in children with type I diabetes. Nurs. Res. 
49. 160-166.  

[2] Executive Summary of the Third Report of 
the National Cholesterol Education Program 
(NCEP). 2001. Detection, evaluation, and 
treatment of high blood cholesterol in Adults 
(Adult Treatment Panel III). Jama. 285. 2486- 
2497.  

[3] Sarac, I., K. Backhouse, F. Shojaee-Moradie, 
M. Stolinski, M.D. Robertson, J.D. Bell, et al. 
2012. Gender differences in VLDL1 and 
VLDL2 triglyceride kinetics and fatty acid 
kinetics in obese postmenopausal women 
and obese men. Clin. Endocrinol. Metab. In 
press. 

[4] Xu, Q.Y., Y.H. Liu, Q. Zhang, B. Ma, Z.D. Yang, 
L. Liu, et.al. 2014. Metabolomic analysis of 
simvastatin and fenofibrate intervention in 
high-lipid diet-induced hyperlipidemia rats. 
Acta Pharmacol. Sin. 35. 1265-1273. 

[5] Valko, M. 2006. Free radical, metal and 
antioxidant in oxidative stress inducced 
cancer. J. Chem-BioI. 160. 1-40. 

[6] Goldberg, I.J., M. Merkel. 2001. Lipoprotein 
lipase, physiology, biochemistry and 
molecular biology. Front Biosci. 6. D388. 

G1 G2   
A 

G4

  
A 

G5

  
A 

G3

  
A 

20 µm 

a 

b 

c 

b b 
c 

a c 

b 

a 

b 

b 

20 µm 

20 µm 20 µm 

20 µm 

c 



 
 
 

J.Exp. Life Sci. Vol. 9 No. 2, 2019  ISSN. 2087-2852 
  E-ISSN. 2338-1655 

115 Dietary Rice Bran in the Hepatoprotective Effect  
(Antula et al) 

[7] Toori, M.A., B. Joodi, H. Sadeghi, H. Sadeghi, 
M. Jafari, M.S. Talebianpoor, F. Mehraban, 
M. Mostafa, M. Ghavamizadeh. 2015. 
Hepatoprotective activity of aerial of 
Otostegia persica against carbon 
tetrachloride-inducted liver damage in rats. 
Avicenna J. Phytomed. 5(3). 238-246.  

[8] Muangpruan, P., T. Janruengsri, P. Chutoam, 
S. Klongthalay, V. Somsak, 2015. Protective 
effects of Andrographis paniculata leaf 
extract on liver and renal damage and 
hypoglycemia during Plasmodium berghei 
infection. Malaria Control and Elimination. 
4(2). 135. 

[9] Rosuvastatin. 2003. A new lipid-lowering 
drug. Med. Lett. Drugs Ther.  45. 81-83. 

[10] Hasani-Ranjbar, S, N. Nayebi, L. Moradi, A. 
Mehri, B. Larijani, M. Abdollahi 2010. The 
efficacy and safety of herbal medicines used 
in the treatment of hyperlipidemia; a 
systematic review. Curr. Pharm. 16. 2935-
2947. 

[11] Braamskamp, M.J., F.A. Wijburg, A. 
Wiegman. 2012. Drug therapy of hyper-
cholesterolaemia in children and 
adolescents. Drugs.  72. 759-772. 

[12] Becker, D.J., R.Y. Gordon, P.B. Morris, J. 
Yorko, Y.J. Gordon, M. Li, N. Iqbal. 2008. 
Simvastatin vs thera peutic lifestyle changes 
and supplements: randomized primary 
prevention trial. Mayo Clin. Proc. 7. 758-764. 

[13] Huang, S.C., C.Y. Shiau, T.E. Liu, C.L. Chu, D.F. 
Hwang. 2005. Effects of rice bran on sensory 
and physico-chemical properties of 
emulsified pork meatballs. Meat Sci. 70(4). 
613-619. 

[14] Hasan, M. 2016. The effect of tomato extract 
drink, rice bran powder, and rice oil emulsion 
drinks interventionon antioxidant activitiy in 
adult obesity. Thesis. Nutrion Department. 
Postgraduate School. Bogor Agricultural 
University. Bogor.  

[15] Besselsen, D.G. 2004. Biology of laboratory 
rodent. Medical Books. New York. 

[16] Tista, G.N.B. 2011. Administration of Noni 
Fruit (Morinda citrifolia L.) to decreased the 
blood pressure of White Rats that have 
Hypertension. Thesis. Biomedic Department. 
Postgraduate School. Udayana University. 

[17] Hofstetter, J., M.A. Suckow, D.L. Hickman. 
2006. The laboratory rat, 2nd Ed. Elsevier 
Academic Press. USA. 

[18] Minhajuddin, M., H.B. Zafarul, J. Iqbal. 2005. 
Hypolipidemic and antioxidant properties of 
tocotrienol rich fraction isolated from rice 

bran oil in experimentally induced 
hyperlipidemic rats. Food Chem. Toxicol. 43. 
747-753. 

[19] Ausman, L.M., N. Rong, R. J. Nicolosi. 2005. 
Hypocholesterolemic effect of physically 
refined rice bran oil: studies of cholesterol 
metabolism and early atherosclerosis in 
hypercholesterolemic hamsters. J. Nutr 
Biochem. 16. 521-529. 

[20] Jun, M., H.Y. Fu, J. Hong, X. Wan, C.S. Yang, 
C.T. Ho. 2013. Comparison of antioxidant 
activities of isoflavones from Kudzu Root 
(Pueraria lobata Ohwi.). J. Food Sci. Inst. 
Technol. 68. 211-212. 

[21] Gropper, S.S. 2005. Advance nutrition and 
human metabolism, 5th Ed. Wordworth 
Cengage Learning. Canada.  

[22] Wells, A.F., H.E. Benjamin. 2003. Beneficial 
effects of pectin in prevention of 
hypercholesterolemia and increase in liver 
cholesterol in cholesterol-fed rats. J. Nutr. 
74. 87-92.  

[23] Park, Y., D.J. Hunter, D. Spiegelman, L. 
Bergkvist,  F. Berrino, et al. 2005. Dietary 
fiber intake and risk of colorectal cancer: a 
pooled analysis of prospective cohort 
studies. US National Library of Medicine 
National Institutes of Health. NCBI. JAMA. 
294. 2849-2857.  

[24] AOAC. 2005. Official methods of analysis. 
Association of Official Analytical Chemists. 
Benjamin Franklin Station. Washington. 

[25] Phumon, S., S. Panawan, B. Pittayaporn P. 
Seekhow, S. Wangtueai, S. Mahatheeranont. 
2016. Simultaneous quantification of vitamin 
E, γ-oryzanols and xanthophylls from rice 
bran essences extracted by supercritical CO2. 
Food Chem. 211. 140–147.  

[26] Rebecca, S., A. Alicia, H. Na, X. Zhimin, L. 
Marybeth. 2007. Fractionation of rice bran 
layer and quantification of vitamin e, 
orizanol, protein, and rice bran saccharide. J. 
Biol. Eng. 1. 9. 

[27] Peh, H.Y., W.S. Tan, W. Liao, W.S. Wong. 
2016. Vitamin E therapy beyond cancer: 
Tocopherol versus tocotrienol. Pharmacol. 
Ther. 162. 152-169.  

[28] Teru, M.Z., N.F. Sadek, Sukarno. 2007. Rice 
bran development as functional food: the 
opportunities, obstacles, and challenges.  
Department of Food Science and 
Technology. Bogor Agricultural University. 
Bogor.  

 

  

http://www.ncbi.nlm.nih.gov/pubmed/?term=Bergkvist%20L%5BAuthor%5D&cauthor=true&cauthor_uid=16352792
http://www.ncbi.nlm.nih.gov/pubmed/?term=Berrino%20F%5BAuthor%5D&cauthor=true&cauthor_uid=16352792

