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Tufts-New England 
A Lifespan Part&r 

July 15,2003 

Dockets Management Branch 
Food and Drug Administration 
5630 Fishers Lane, Room 1061 (HGA-305) 
Rockville, MD 208‘52 
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Re: FDA letter,,of February 14, 2003 re: health claims for phytosterols; request 
for reconsideration and comments on guidance that FDA is developing. 
Docket Nos. OOP-1275,and’GGPz1276:-Comments, and request to reopen : .” /d”,,_i, *_*<“.i,in.<,zA,ri. 
the comment period. I -I- 

To Whom it May Concern: 
,. ” i 

Unilever Bestfoods Nor@,Ameeca has asked that I provide you with my views on ,,A -10,. ..,. L”, ,:;*. “,_, 1) *ii,-* 
the company’s comment that “low-fat”or ‘fat-free” foods that~,co,ntain. _, ..” .I( * ~~*,~xI,~:l _L_., 
unesterified plant sterols or stanols (free phytosterols) should not at this timk.be 
eligible to be labeled with a health cl&n, about. the rel.at&s,hip between 
phytosterols and coronary heart disease. The company has set foi!th’its position 
that this claim should be permitted for such foods only if additional data are ) 
submitted to FDA to demonstrate, that-Ithere is significant scientific agreement. that 
free phytosterols consistently result in m,eaningful levels of cholesterol reduction 
when formulated in such foods. I am familiar ,with this comment and wi~~~~~~~~~:~~~~,~,~ data that suppo*“‘t: I‘.~a~~~fami;i~~~~~~~~~~~~~~~~~r~~~~~~~~~~~~~~~~;scientlfic 

agreement that form,the basis for the approval of health claims, For the reasons 
discussed in this letter, I fully support this comment. 

My professional, experience is in the field ofinternalm,&&e (residency at Mt. 
Sinai Hospital, New York), endocrinology and metabolism (fellowship at the 
National Institutes of Health), and cholesterol and heart disease prevention 
(Director, Lipid and Heart Disease Prevention-Clinic, Tufts-N&England 
Medical Center). I am a Professor of Medicine at Tufts University School of / I^I :,a- .*c,il-‘.rxi‘* ,.,. *,,; -*_. “.A, ,/I** 
Medicine and a Professor of Nutrition at the Friedman School of Nutrition “, .,,,‘.S 1‘,_,, “j * II. ,, --,V*‘i_lr. ~-*‘“N-r;,t;,j .‘> I’.~ _ 
Science and Policy at Tufts University in Boston!’ ‘I’& res%$ch”in the.,area.of 

(, , 
_1 

nutrition, genetics, lipoprotein, and heart disease prevention, and served on the 
Nutrition Committee of the American Heart Association, as well as the First and _,“ ,.a+* Jl” -4”<.4*.$ v*-4 ~!“‘-‘4’ ,_? ii,.&.’ ~~~,~4,‘s.+ _ 11 j .( ,j ̂ .~ ‘ ._ ,_ 
Second Adult Treatment Panels of the National Cholesterol Education Program ,, li-+‘i *..” ,,.. u7’*s, ,,, ~+.%‘;,..~, ‘- ,..-, *c “,-‘. i / ,,*t .yG*,“ .*k+:...*; ~tG& “P “~~‘.~~~~?~~~~~~~~~~~~~~~~.,~~~~, *,- ;p‘& 
(NIH). Based on my professional experience, I am’famihar with sclent& 

* , ,” 1 

standards for reviewing’&&%% of cholesterol-reducing agents “and‘ii;ith views on . .,,/,b 
this topic held by others in the scientific and medical community. I .,-r,i “,.LI,*5*C .A “,a, S,,l~ 7 
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In  m y op in ion , th e  pub l i shed  d a ta  a re  inconc lus ive wi th respec t to  w h e the r  f ree ,^ / ,“‘“‘$  ‘l_  ‘-“i.A ^ * $ , ,_ , phy tos tero ls  consist& y resul t  in  m e a n i n g fu l  levels  o f cholestero l  reduc tio n  w h e n  
fo rmu la te d  in  fa t-free or low-fat  foods  o r  beve rages . ‘A s ind icated by  Un i lever  ’ 
B e s tfoods  Nor th  Amer i ca , th e  studies by  S t-O n g e  e t a l~ ( in  press,  Jouma l’o f L ip id  * _  I~  i 1  ,. . Research  2 0 0 3 )  a n d ‘D e n k e  (Amer i can  Journa l  o f Cl in ica l~Nutr r t ion 1 ’9 9 5 ;‘6 1 :392 -  
396 )  d e m o n s trate a  lack o f e ff icacy o f f ree phy tos terols,  whe reas  th e  study by  
Nes te l  e t a l  ( E u r o p e a n  Journa l  o f Cl in ical  N u trit ion i‘O ( j1;55* . id841 i@ )‘sugges ts 
th a t f ree phy tos tero ls  in  low-fat foods  a re  less e ffec tive th a n  es ter i t icd sterols. “. 

^ ’ ’ 

O the r  pub l i shed  studies d o  n o t enab le  a  p rope r  eva lua tio n  o f th e  cholestero l -  
l ower ing  e ff icacy o f f ree phy tbs tero ls  in  low-fat foods : i;o rcG $ e ;‘in  th e  study ’ \ by  M & i e t a l  (Mak i  K c, S h i*ick F ,’ see fi-‘~ A ; V e ith  ~ E ,‘B ~ i~ ‘~ c ,,‘H ~ ~ ~ . 

P J, T e m e r  A , Dav idson  M H . F o o d ’lkkZlt id~  con taixi i i ig fke ~ 8 ll’% b :b $ s e d  ’ 
phy tos tero ls  a n d  o a t b e ta -g lucan  lower  s e r u m  to ta l  a n d  L D L  cholestero l  in  
hypercho les te ro lemic  adu l ts (J N u tr 2 ‘0 0 3 ;1 3 3 :808 -‘13 )  -a  comb ina tio n  o f ’ 
t reatments was  studied,  n o t a l low ing  fo r  in terpretat ion o f th e  n e t’e ffec t~ o f the - f ree‘ ’ 
phy tos terols.  

In  th e  study by  T ikkanen  e t a l  (T ikkanen M J, Hogs trom  P ,~ T u o m i l e h to  J, K e inanen -K iukaann iem i  s, S tidval l  J, Kaz r ;tia n e n ’w .i# ~ &  d ~ .q & L ~ K a s e ;I‘ 6 .‘s. (. .) “P i,.., I ,,. 

low-fat foods  en r i ched  with n o n e s ter i f ied p lan t sterols a n d ~ m i n e r a l n u trient~  o n  
s e r u m  cholesterol .  A m  J Card io l2001 ;8 8 : 1157 -62 ) , th e  ‘low-fat fodds’ tie  n o t 
be ing  descr ibed  so  th a t it is unc lear  w h a t th e  compos i tio n  has‘b e e n ’o fth e  foods‘ ‘~  
be ing  used . 

Cons ide r ing  these  pub l i shed’studies to g e the r , a n d  b a s e d  o n  m y fa m il iarity wi th ’ :;-- 2 , / 
th e  scienti f ic l i terature a n d  with th e  conduc t o f research in  th is  fie ld , it’is m y 
op in ion  th a t th e  ava i lab le  d a ta  d o  n o t a t th is  tim e  pc rmi t’a  conc lus ion  to  b e  ‘d ra ti. _  
as  to  w h e the r  f ree phy tos tero ls  consistent ly a n d  m e a n i n g ful ly reduce  cholestero l  
levels  w h e n  fo rmu la te d  ii i low-fat o r  fa ~ ~ f~ $ ~ ~ ~ ~ o c h i c tk~  I‘be lG e “tl&  o tl ikrs in  m j, 
p ro fess iona l  fie ld , rev iew ing  th e  s a m e  d a ta , wou ld  reach  a  sim i lar conc lus ion.  I 
the re fo re  suppo r t Un i lever  B e s tfoods  Nor th  Amer i ca’i reques t th a t‘foods  th a t 1  
con ta in  f ree phy tos tero ls‘shou ld  b e  e l ig ib le  to  b e  labe led  wi ththe hea l th  c la im  ” .x( ~ .,‘,,,.,, .;-. I ,“.~ ” _ .,,, -d’***)zx.,‘.** .,.\~ a + ., ..,,., \“I A ,,, on ly  if th e  foods  a r e n o t “l o + fa t” o r”“cfat-f% ? ‘, a n d  th a t add i tiona l  chmca l  d a ta  , I, . ,. _ ., 

n e e d  to  b e  g e n e r a te d  to  suppo r t a  hea l th  c la im  a b o u t f ree phy tos tero ls  in  “low-fat” 
o r  “fa t-free” foods . 
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