
MEMORANDUM OF CALL 
Between Dr. Gilbert Leveille (McNeil Consumer Healthcare) 

and Dr. Sharon Ross (DSNP, ONPLDS, CFSAN, FDA) 
February 23,200O (2:30 pm) 

Re: Petition for Health Claim: Plant Stan01 Elsters 

A call was placed to Gilbert Leveille by Sharon Ross to ask that McNeil provide the agency with 
copies of any computer literature searches performed by the petitioner, as stated in 21 CFR 4 
101.70(f). r 

Gilbert Leveille responded that he would check to see what they have and would call the agency 
back as soon as possible. He called back later this same day to ask if a copy of a bibliography of 
their database on stanol/stanol ester literature would be appropriate. He mentioned they did not 
keep any of the search terms utilized or literature searches performed to create the database. It 
was mentioned that the agency would appreciate a copy of the bibliography. He mentioned they 
could recreate a list of search terms, but it was decided to hold off on creating this list unless the 
‘agency thought additional information was necessary to interpret the bibliography. 



McNeil Consumer Healthcare l Nutritionals Group 

February 28,200O 

Dr. Sharon Ross 
Room 2415E 
HFS 830 
200 C Street S.W. 
Washington, DC 20204 

RE: McNeil Health Claim Submission for Benecol 

Dear Dr. Ross, 

This is in response to your telephone inquiry of February 23,200O requesting any 
literature searches or other bibliographic information we might have regarding plant 
stanol esters. 

Enclosed please find a copy of a listing of articles in our Benecol Data Base relating to 
plant stanol esters. The Benecol database is continuously updated with any new 
information related to plant stanol esters and the enclosed listing is complete as of 
February 14,200O. 

Hopefully this will meet your needs. Should you require any additional information 
please do not hesitate to contact me. 

Sincerely yours, 

McNeil Consumer Healthcare 

G. A. Leveiile, Ph.D. 
Worldwide V.P. Regulatory & Scientific Affairs 

7050 Ctmp Hill Rood, Fort Wushingtm, PA 19034-2299 (215) 273-7000 
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B175 
Ambrosova, Z., et al. 
Effect of a Phytosterol Mixture Diet on the Plasma Level 
of Fatty Acids in Hypercholesterolaemic Rats (PHHC). 
(Abstract) 
Pharmazie 54(4), April 1999 pp.312-313. 

B230 
Andersson, A., et al. 
Cholesterol-Lowering Effects of a Stan01 Ester-Containi] 
Low-Fat Margarine Used in Conjunction with a Strict 
Lipid-Lowering Diet. 
European Heart Journal 1 Lsuppll , November 1999 
pp.S80-S90. 

B214 
Anonymous 
Cholesterol-Lowering Margarine: Effect is Insignificant 
with Low-Fat Diet. 
Health Facts 24(ll), November 3.999 pp.l-2. 

ng 

B178 
Anonymous 
Cholesterol-Lowering Margarines. 
Medical Letter on Drugs and Therapeutics 
18, 1999 pp.56-57. 

41(1055), June 

B207 
Anonymous 
Tree Product Reduces Cholesterol in Blood. 
Scandinavian Journal of Forest Research 
p.289. 

14(4), 1999 

B180 
Ascherio, A., et al. 
Trans Fatty Acids and Coronary Heart Disease. 
New England Journal of Medicine 
pp.1994-1998. 

340(25), June 24, 1999 
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B134 
Augustine, R. L. and Reardon, E. J., Jr. 
The Palladium Catalyzed Hydrogenation of Cholesterol. 
Orqanic Prepartions and Procedures l(2), 1969 
pp.107-109. 
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B80 
Avorn, J., et al. 
Persistence of Use of Lipid-Lowering Medications: A 
Cross-National Study. 
Journal of the American Medical Association/JAMA 
May 13, 1998 pp.1458-1462. 

279(18), 

Accession number 
Author(s) 
Title 

Citation 

B149 
Awad, A. B., et al. 
Phytosterol Feeding Induces Alteration in Testosterone 
Metabolism in Rat Tissues. 
Journal of Nutritional Biochemistry 9, December 1998 
pp.712-717. 
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B28 
Becker, M., et al. 
Treatment of Severe Familial Hypercholesterolemia in 
Childhood with Sitosterol and Sitostanol. 
Journal of Pediatrics 122 (21, February 1993 pp.292-296. 
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B54 
Best, M. M., et al. 
Lowering of Serum Cholesterol by the Administration of a 
Plant Sterol. 
Circulation 10, August 1954 pp.201-206. 

Accession number 
Author(s) 
Title 

Citation 

B53 
Bhadra, S. and Subbiah, M. T. 
Incorporation of Liposomal Phytosterols into Human Cells 
in Culture: A Potential in vitro Model for Investigating 
Pathological Effects of Phytosterolemia. 
Biochemical Medicine and Metabolic Bioloqy 46(l), August 
1991 pp.119-124. 
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B57 
Bhattacharyya, A. K. ' 
In vitro Esterification of Plant Sterols by the 
Esterifying Enzyme of the Small Intestine of Rat. 
Experientia 35, 1979 pp.1614-1615. 

B56 
Bhattacharyya, A. K. 
Uptake and Esterification of Plant Sterols by Rat Small 
Intestine. 

B249 
Bhattacharyya, A. K. and Connor, W. E. 
beta-Sitosterol and Xanthomatosis: A Newly Described Lipid 
Storage Disease in Two Sisters. 
Journal of Clinical Investigation - 53, April 1974 
pp.1033-1043. 

B55 
Bhattacharyya, A. K. and Eggen, D. A. 
Studies on the Mechanism of High Intestinal Absorption of 
Cholesterol and Campersterol in High-Responding Rhesus 
Monkeys. 
Atherosclerosis 72, 1988 pp.109-114. 

Accession number 
Author(s) 
Title 

Citation 

B254 
Bjorkhem, I. and Skrede, S. 
Familial Diseases with Storage of Sterols other than 
Cholesterol: Cerebrotendinous Xanthomatosis and 
Phytosterolemia. 
The Metabolic Basis of Inherited Disease 6th Edition 
pp.1283-1302. 

Accession number 
Author(s) 
Title 

Citation 

B59 
Bloch, A. and Thomson, C. A. 
Position of the American Dietetic Association: 
Phytochemicals and Functional Foods. 
Journal of the American Dietetic Association 95(4), April 
1995 pp.493-496. 

Accession number 
Author(s) 
Title 

B120 
Blomqvist, S. M., et al. 
Effect of Sitostanol Ester on Composition and Size 
Distribution of Low- and High-Density Lipoprotein. 
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Nutrition, Metabolism and Cardiovascular Diseases 3, 1993 
pp.158-164. 

B113 
Boberg, K. M., et al. 
Apparent Lack of Conversion of Sitosterol into C24-Bile 
Acids in Humans. 
Journal of Lipid Research 31, 1990 pp.1083-1088. 

B150 
Booth, S. L..and Suttie, J. W. 
Dietary Intake and Adequacy of Vitamin K. 
Journal of Nutrition 128, 1998 pp.785-788. 

B206 
Bortolomeazzi, R., et al. 
Mass Spectrometry Characterization of the SAlpha-, 
7Alpha-, and 7Beta-Hydroxy Derivatives of Beta-Sitosterol, 
Campesterol, Stigmasterol, and Brassicasterol. 
Journal of Aqricultural and Food Chemistry 47 (8) , August 
1999 pp.3069-3074. 

B78 
Brassanova, J., et al. 
Effects of Phytosterols on Cholesterol-Dependent 
Biochemical and Physiological Changes in 
Hyper-Cholesterolaemic Rats. (Abstract) 
Naunyn-Schmiedeberg's Archives of Pharmacology 358(1, 
Suppl. 11, 

- 
1998 p.R245. 
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B99 
Brideau, D. J. 
Algorithm for Utilization of Plant Sterol Esters in the 
Primary Care Setting. 
Postqraduate Medicine (Spec. Iss.), November 1998 
pp.60-67. 
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B83 
Carleton, R. A., et al. 
National Cholesterol Education E'rogram: Report of the 
Expert Panel on Population Strategies for Blood 
Cholesterol Reduction: Executive Summary. 
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c Archives of Internal Medicine 3.51, June 1991 
pp.1071-1084. 

Bl 
Casabuono, A.C. and Pomilio, A.B. 
Linear, Steroidal, and Triterpene Esters, and Steryl 
Glycosides from Festuca Argentina. 

32(2), Lipids 1997 pp.205-210. 

B217 
Cater, N. B. 
Historical and Scientific Basis for the Development of 
Plant Stan01 Ester Foods as Cholesterol-Lowering Agents. 
European Heart Journal l(Supp1 S), 1999 pp.S36-S44. 

B92 
Cater, N. B. and Grundy, S. M. 
Lowering Serum Cholesterol with Plant Sterols and Stanols: 
Historical Perspectives. 
Postqraduate Medicine (Spec. Iss.), November 1998 
pp.6-14. 

B115 
Cater, N. and Garg, A. 
Serum Low-Density Lipoprotein Cholesterol Response to 
Modification of Saturated Fat Intake: Recent Insights. 
Current Opinion in Lipidoloqy 8,, 1997 pp.332-336. 

B26 
Clayton, P. T., et al. 
Phytosterolemia in Children with Parenteral 
Nutrition-Associated Cholestatic: Liver Disease. 
Gastroenteroloqy 105(6), December 1993 pp.1806-1813. 

B104 
Clayton, P. T., et al. 
The Role of Phytosterols in the Pathogenesis of Liver 
Complications of Pediatric Parenteral Nutrition. 
Nutrition 14, 1998 pp.158-164. 
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B9 s- Cook, D. L., et al. 
Characterization of Plant Sterols from 22 US Pulp and 
Paper Mills. 
Water Science and Technology 35(2-31, 1997 pp.297-303. 

B30 
Czubayko, F., et al. 
A Simplified Micro-Method for Quantification of Fecal 
Excretion of Neutral and Acidic Sterols for Outpatient 
Studies in Humans. 
Journal of Lipid Research 32 (ll.) , November 1991 
pp.1861-1867. 

B153 
Daly, G. G., et al. 
Characterization of Some Oxidation Products of 
beta-Sitosterol. 
Journal of Agricultural and Food Chemistry 31, 1983 
pp.46-50. 

B162 
Decker, P., et al. 
Evaluation of Cholesterol Absorption in Rats Using Markers 
Labeled with Stable Isotopes. Effect of Complete Bile 
Diversion. 
Hepatoqastroenteroloqy 45(24), November-December 1998 
pp.2033-2037. 

B118 
Del Puppo, M., et al. 
Serum 27-Hydroxycholesterol in E'atients with Primary 
Biliary Cirrhosis Suggests Alteration of Cholesterol 
Catabolism to Bile Acids via the Acidic Pathway. 
Journal of Lipid Research 39(12:), December 1998 
pp.2477-2482. 

B112 
Denbesten, L., et al. 
Effect of Cellulose in the Diet on the Recovery of Dietary 
Plant Sterols from the Feces. 
Journal of Lipid Research 11, 1970 pp.341-345. 
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B22 
Denke, M. A. 
Lack of Efficacy of Low-Dose Sitostanol Therapy as an 
Adjunct to a Cholesterol-Lowering Diet in Men with 
Moderate Hypercholesterolemia. 
American Journal of Clinical Nutrition 61(2) , 
1995 pp.392-396. 

February 

B81 
Downs, J. R., et al. 
Primary Prevention of Acute Coronary Events with 
Lovastatin in Men and Women with Average Cholesterol 
Levels: Results of AFCAPS/TexCAPS. 
Journal of the American Medical Association/JAMA 
May 27, 1998 pp.1615-1622. 

279(20), 

B37 
Dutta, P. C. and Appelqvist, L. A. 
Saturated Sterols (Stanols) in Unhydrogenated and 
Hydrogenated Edible Vegetable Oils and in Cereal Lipids. 
Journal of the Science of Food and Aqriculture 71(3), 
1996 pp.383-391. 

B86 
Dutta, P. C. and Normen, L. 
Capillary Column Gas-Liquid Chromatographic Separation of 
Delta-S-Unsaturated and Saturated Phytosterols. 
Journal of Chromatoqraphy A 816(2), August 14, 1998 
pp.177-184. 
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B142 
El Samannoudy, F. A., et al. 
Adverse Effects of Phytoestrogens - 7. Effect of 
beta-Sitosterol Treatment on Follicular Development, 
Ovarian Structure and Uterus in the Immature Female Sheep. 
Cellular and Molecular Bioloqy 26, 1980 pp.255-266. 
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Author(s) 
Title 

Citation 

B125 
Farquhar, J. W. and Sokolow, M. 
Response of Serum Lipids and Lipoproteins of Man to 
Beta-Sitosterol and Safflower Oil. 
Circulation 17, May 1958 pp.890-899. 
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-- B172 
Fitzpatrick, K. C. 
Stan01 Ester Products Face U.S. Hurdles. 
Inform 10(2), February 1999 pp.172-177. 

Page: 8 

B47 
Gain, B. 
Food Additives: 
Market. 

Raisio's Sitostanol Ester Could Transform 

Chemical Week 160(S), February 4/11, 1998 p.32. 

B133 
Ghannudi, S. A., et al. 
Adverse Effects of Phytoestrogens III. The Effect of 
beta-Sitosterol on the Ovarian Structures of Immature 
Rabbits. 
Libyan Journal of Science 9A, :L979 pp.l-12. 

B132 
Ghannudi, S. A., et al. 
Adverse Effects of Phytoestrogens: I. Histological adn 
Histochemical Effects of beta-Sltosterol on the Immature 
Male Rabbit. 
Libyan Journal of Science 8B, 1978 pp.17-24. 

B212 
Glueck, C. J., et al. 
Relationships of Serum Plant Sterols (Phytosterols) and 
Cholesterol in 595 Hypercholesterolemic Subjects, and 
Familial Aggregation of Phytosterols, Cholesterol, and 
Premature Coronary Heart Disease in Hyperphytosterolemic 
Probands and their First-Degree Relatives. 
Metabolism, Clinical and Experimental 
pp.842-848. 

40(8), August 1991 

B82 
Goodman, D. S., et al. 
Report of the National Cholesterol Education Program 
Expert Panel on Detection, Evaluation, and Treatment of 
High Blood Cholesterol in Adults. 
Archives of Internal Medicine 1.48, 
pp.36-69. 

January 1988 
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pp.305-310. 

April 1976 
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B185 
Grandgirard, A., et al. 
Lymphatic Absorption of Phytosterol Oxides in Rats. 
Lipids 34(6), June 1999 pp.563-570. 

B231 
Grundy, S. M. 
Stan01 Esters as a Dietary Adjunct to Cholesterol-Lowering 
Therapies. 
European Heart Journal 1 ~Suppl) , November 1999 
pp.S132-S138. 

B85 
Grundy, S. M., et al. 
Primary Prevention of Coronary Heart Disease: Guidance 
from Framingham. A Statement for Healthcare Professionals 
from the AHA Task Force on Risk Reduction. 
Circulation 97, 1998 pp.1876-1887. 

B84 
Grundy, S. M., et al. 
Summary of the Second Report of the National Cholesterol 
Education Program (NCEP) Expert Panel on Detection, 
Evaluation, and Treatment of High Blood Cholesterol in 
Adults (Adult Treatment Panel II) _ 
Journal of the American Medical Association/JAMA 
June 16, 1993 pp.3015-3023. 

269(23), 

B119 
Grundy, S. and Mok, H. Y. I. 
Determination of Cholesterol Absorption in Man by 
Intestinal Perfusion. 
Journal of Lipid Research 18, 1977 pp.263-271. 

B124 
Grunwald, C. 
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B76 
Gupta, M. B., et al. 
Anti-Inflammatory and Antipyretic Activities of 
beta-Sitosterol. 
Planta Medica 39 (2), June 1980 pp.157-163. 

B36 
Gurr, M. 
Plant Sterols in the Diet. 
Lipid Technology 8(S), 1996 pp.114-117. 

B170 
Gylling, H. 
Nutrition. 
Current Opinion in Lipidoloqy IO(l), 
pp.l-2. 

February 1999 

B222 
Gylling, H. 
Studies of Plant Stan01 Esters in Different Patient 
Populations. 
European Heart Journal l(Supp1 S), 1999 pp.s109-s113. 

B42 
Gylling, H., et al. 
Reduction of Serum Cholesterol in Postmenopausal Women 
with Previous Myocardial Infarction and Cholesterol 
Malabsorption Induced by Dietary Sitostanol Ester 
Margarine: 
Circulation 

Women and Dietary Sitostanol. 
96(12), December 16, 1997 pp.4226-4231. 

B199 
Gylling, H., et al. 
Retinol, Vitamin D, Carotenes and alpha-Tocopherol in 
Serum of a Moderately Hypercholesterolemic Population 
Consuming Sitostanol Ester Margarine. 
Atherosclerosis 145(2), 1999 pp.279-285. 



Articles in the Benecol Da,abase as of 2/14/2000 Page: 11 

Accession number 
Author(s) 
Title 

Citation 

Accession number 
Author(s) 
Title 

Citation 

Accession number 
Author(s) 
Title 

Citation 

Accession number 
Author(s) 
Title 

Citation 

Accession number 
Author(s) 
Title 

Citation 

Accession number Accession number 
Author(s) Author(s) 
Title Title 

Citation Citation 

Accession number Accession number 

B160 
Gylling, H., et al. 
Serum Sterols during Stan01 Ester Feeding in a Mildly 
Hypercholesterolemic Population. 
Journal of Lipid Research 40(4), April 1999 pp.593-600. 

B18 
Gylling, H., et al. 
Sitostanol Ester Margarine in Dietary Treatment of 
Children with Familial Hypercholesterolemia. 
Journal of Lipid Research 36(8), August 1995 
pp.1807-1812. 

Bll 
Gylling, H. and Miettinen, T. A.. 
Cholesterol Absorption and Lipoprotein Metabolism in Type 
II Diabetes Mellitus with and without Coronary Artery 
Disease. 
Atherosclerosis 126 (21, October 25, 1996 pp.325-332. 

B176 
Gylling, H. and Miettinen, T. A. 
Cholesterol Reduction by Different Plant Stan01 Mixtures 
and with Variable Fat Intake. 
Metabolism 48(S), May 1999 pp.575-580. 

B16 
Gylling, H. and Miettinen, T. A. 
The Effect of Cholesterol Absorption Inhibition on Low 
Density Lipoprotein Cholesterol Level. 
Atherosclerosis 117(2), October 1995 pp.305-308. 

B12 
Gylling, H. and Miettinen, T. A. 
Effects of Inhibiting Cholesterol Absorption and Synthesis 
on Cholesterol and Lipoprotein Metabolism in 
Hypercholesterolemic Non-Insulin-Dependent Diabetic Men. 
Journal of Lipid Research 37 (8) , August 1996 
pp.1776-1785. 

B96 
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Gylling, H. and Miettinen, T. A. _- Efficacy of Plant Stan01 Ester in Lowering Cholesterol in 
Postmenopausal Women and Patients with Diabetes. 
Postgraduate Medicine (Spec. Iss.), November 1998 
pp.39-43. 

B242 
Gylling, H. and Miettinen, T. A. 
Lipid Lowering during Concomitant Cholesterol Synthesis 
Inhibition and Cholesterol and Bile Acid Malabsorption in 
Coronary Patients 
Circulation 

1oo (i8 Wxtract) 
I Suppl. I), November 2, 1999 p.1825. 

B13 
Gylling, H. and Miettinen, T. A. 
Serum Cholesterol and Cholesterol and Lipoprotein 
Metabolism in Hypercholesterolaemic NIDDM Patients before 
and during Sitostanol Ester-Margarine Treatment. 
Diabetologia 37(8), August 1994 pp.773-780. 

B105 
Gylling, H. and Miettinen, T. A.. 
Serum Cholesterol Lowering by Sitostanol Ester Margarine 
Alone or with Simvastatin in Postmenopausal Women with 
Coronary Heart Disease. (Abstract) 
Circulation 96(Suppl. l), 1997 p.2681. 

B44 
Gylling, H. and Miettinen, T. A. 
Sitostanol Ester Added to Long-Term Simvastatin Treatment 
of Coronary Patients with Low and High Basal Cholesterol 
Absorption. (Abstract) 
Journal of the American College of Cardiology 31(2, 
Suppl. A), February 1998 p.281A. 

B8 
Gylling, H. and Miettinen, T. A. 
Treatment of Lipid Disorders in Non-Insulin-Dependent 
Diabetes Mellitus. 
Current Opinion in Lipidoloqy 8(6), 1997 pp.342-347. 

B79 
Habarova, D., et al. 
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Analysis of Changes in Morphology of Hypercholesterolemic 
Rat Aorta Caused by Three Weeks Treatment with Mixture of 
Phytosterols. (Abstract) 
Naunyn-Schmiedeberq's Archives of Pharmacology 358(1, 
Suppl. 11, 1998 p.R246. 

B225 
Hallikainen, M. A., et al. 
Effects of Low-Fat Stan01 Ester Enriched Margarines on 
Concentrations of Serum Carotenoids in Subjects with 
Elevated Serum Cholesterol Concentrations. 
European Journal of Clinical Nutrition 53(12), December 
1999 pp.966-969. 

B155 
Hallikainen, M. A. and Uusitupa, M. I. J. 
Effects of 2 Low-Fat Stan01 Ester-Containing Margarines on 
Serum Cholesterol Concentrations as Part of a Low-Fat Diet 
in Hypercholesterolemic Subjects. 
American Journal of Clinical Nutrition 69 (3), March 1999 
pp.403-410. 

BlOl 
Hark, L. A. 
Interpreting Recent Research and Controversy to Improve 
Dietary Management of Hypercholesterolemia. 
Postgraduate Medicine (Spec. Iss.), November 1998 
pp.76-87. 

B34 
Hassan, A. S. and Rampone, A. J. 
Intestinal Absorption and Lymphatic Transport of 
Cholesterol and beta-Sitostanol in the Rat. 
Journal of Lipid Research 20(5), July 1979 pp.646-653. 

B25 
Heinemann, T., et al. 
Comparison of Intestinal Absorption of Cholesterol with 
Different Plant Sterols in Man. 
European Journal of Clinical Investigation 23(12), 
December 1993 pp.827-831. 



Articles in the Benecol Database as of 2/14/2000 Page: 14 

Accession number 
Author(s) 
Title 

Citation 

Accession number 
Author(s) 
Title 

Citation 

Accession number 
Author(s) 
Title 

Citation 

Accession number 
Author(s) 
Title 
Citation 

Accession number 
Author(s) 
Title 

Citation 

Accession number 
Author(s) 
Title 

Citation 

*- B32 
Heinemann, T., et al. 
Comparison of Sitosterol and Sitostanol on Inhibition of 
Intestinal Cholesterol Absorption. 
Agents and Actions 26(Suppl), 1988 pp.117-222. 

B33 
Heinemann, T., et al. 
Effect of Low-Dose Sitostanol on Serum Cholesterol in 
Patients with Hypercholesterolemia. 
Atherosclerosis 61(3), September 1986 pp.219-223. 
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