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Memorandum 

Consumer Safety Officer, Division of Dietary Supplement Programs , Office of 
Nutritional Products, Labeling and Dietary Supplements, HFS-8 10 

7%Day Premarket Notification of New Dietary Ingredients 

Dockets Management Branch, HFA-305 

Subject of the Notification: ltibb\\k 
- 

Firm: $+Y3Q”x, A-n, c / 

Date Received by FDA: 

90-Day Date: 

In accordance with the requirements of section 413(a) of the Federal Food, Drug, and 

Cosmetic Act, the attached 75day premarket notification and related correspondence for the 

aforementioned substance should be placed on public display in docket number 958-03 16 as 

soon possible since it is past the 90-day date. Thank you for your assistance. 



DEPARTMENT OF HEALTH AcND HUMAN SERVICES Public Health Service 

Food and Drug Administration 
College Park, MD 20740 

APR - 2 2003 

Mr. Thomas Lahey 
synorx, Inc. 
103 1 Calle Trepadora, Suite D 
San Clemente, California 92673 

Dear Mr. Lahey: 

This is in response to your letter to the Food and Drug Administration (FDA) dated 
January 6,2003, making a submission for a new dietary ingredient pursuant to 21 U.S.C. 
35Ob(a)(2) (section 413 of the Federal Food, Drug, and Cosmetic Act and 21 CFR 190.6). 
Your letter notified FDA of your intent to market luteolin, a flavonoid, as a new dietary 
ingredient. Each pill will contain a concentration of 25mg per tablet or capsule. The 
recommended use is to take one to three tablets/capsules per day. 

Under 21 U.K. 35Ob(a)(2), the manufacturer or distributor of a dietary supplement that 
contains a new dietary ingredient that has not been present in the food supply as an article 
used for food in a form in which the food has not been chemically altered must submit to 
FDA, at least 75 days before the dietary ingredient is introduced or delivered for introduction 
into interstate commerce, information that is the basis on which the manuf~turer or 
distributor has concluded that a dietary supplement containing such new dietary ingredient 
will reasonably be expected to be safe. FDA reviews this information to determine whether it 
provides an adequate basis for such a conclusion. Under section 35Ob(a)(2), there must be a 
history of use or other evidence of safety establishing that the new dietary ingredient, when 
used under the conditions recommended or suggested in the labeling of the dietary 
supplement, will reasonably be expected to be safe. Ifthis requirement is not met, the dietary 
supplement may be is deemed to be adulterated under 21 U.S.C. 342(f)(l)(B) because there is 
inadequate information to provide reasonable assurance that the new dietary ingredient does 
not present a significant or unreasonable risk of illness or injury. 

FDA has carefully considered the information in your submission, and the agency has 
significant concerns about the evidence on which you rely to support your conclusion that 
luteolin will reasonably be expected to be safe. You state in your submission that “luteolin is 
a naturally-occurring flavone flavonide long-established as a component in many commonly 
consumed foods. . . .” However, you provide no evidence of safety for the compound luteolin, 
the subject of the notification under proposed conditions of use. The notification referenced 
two preclinical oral dosing studies but failed to provide the articles as required by 21 CFR 
190.6(b)(4). The same was true for a chronic toxicity study for 50-times the adult dose. It is 
unknown whether these reference citations provide any support for the safety determination of 
luteolin. The reference articles in the notification are of general information and do not 
support the safety evaluation of luteolin. 
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Your submission contains no tiormation to support that historical use of this product, 
isolated luteolin, when used under the conditions recommended or suggested in the 
notification is reasonably expected to be safe. 

For the reasons discussed above the information in your submission does not provide an 
adequate basis to conclude that luteolin, when used under the conditions recommended or 
suggested in your submission, will reasonably be expected to be safe. Therefore, your 
product may be adulterated under 21 U.S.C. 342(f){ l)(B) as a dietary supplement that 
contains a new dietary ingredient for which there is inadequate information to provide 
reasonable assurance that such ingredient does not present a significant or unreasonable risk 
of illness or injury. Introduction of such a product into interstate commerce is prohiiited 
under 21 U.S.C. 331(a) and (v). 

Your notification will be kept confidential for 90 days after the filing date of January 17, 
2003. After April 17,2003, the notification will be placed on public display at FDA’s Docket 
Management Branch in docket number 958-03 16. Prior to April 17,2003, you may wish to 
identify in writing specifically what information in your notifications you believe is 
proprietary, trade secret or otherwise confidential information, which should not be disclosed 
to the public. 

We note that your notification does not include either a phone or facsimile (fax) number or an 
electronic mail address as a means to contact you. We note that Karen A. Weaver, J.D., R.Ph. 
submitted the notification on your behalf, and we will fax a copy of this letter to her. 

If you have any questions concerning this matter, please contact Victoria Lutwak at 
(301) 436-2375. 

Sincerely yours, 

Susan Walker, M.D. 
Acting Director, 
Division of Dietary Supplement Programs 
Office of Nutritional Products, Labeling 

and Dietary Supplements 
Center for Food Safety 

and Applied Nutrition 
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cc: 
HFA-224 (yellow box copy) 
HFS-8 1 O/Walker 
HFS-8 1 Ohtwak 4 copies 
HFS-84O/Rader 
R/D:HFS-8lO:Vlutwalc 301-436-1775 
Revised:HFS-810:VL: 
Reviewed:HFS-8 11 :RMoore: 

HFS-8OO:SWalker: 
F/T:HFS-8 1 O/Barr: 3/3 l/2003 
DOC: found via “p” drive: 
DSLR/data:NDI/Confidential/Luteolin/resubmission/luteolin 83126. Es0 1 29 



Luteolin 
New Dietary Ingredient Submission (Originals) 

Submitted by: 
Synorx, Inc. 
January 6,2003 



PI7 N. Jefferson Street 
Suite 602 
Chicago, IHinois 60661 
318.466.0077 
Fax 312466.0088 
www.weaveramin.com 

Karen Ai. Weaver, J.D., R.Ph. 
Rakesh (VI. Amin, LL.M., R.Ph. _ 

James M. Lancheros, J.D. 

Gokul kishan, LL.M.* 

Of coume/ 

Michael L. Clerkin, LL.M. 

January 6; :2QO3 

Office qf Sp+ial,Nslt~tiot%$s (H!+GO) 
Center focFooiJ &fety and &$ied Nutrition 
Food and,, Qr%@ Admiriistiation 
200 C Sjieet $y. 
Washipgtqn, DC 20204 

I Re: NeM( Dtetaw tnqr+Wnt Notification 

Dear Sir / Madam: 

In Bccqdance with 21 .&de of Federal Regulations ‘$ ?9&6,. Weaver & Amin, qn 
beh@f,:of its, client Synd& Inc. &rez+y’n&jfies the U.5.’ Food, &ndD~~g ‘Adnijnistration 
thatthe conqany in&nds b rr&ket‘,a newIdjHaryingredie.nt .known as !utec#n and 
hereby submits .th” foljowing @forin?tion in .supporttherr;of. 

1. 

2. 

‘3. 

The n&me--and cq?&te add+& of the manuf?cturer,or distributor: j 
Syr&i, Inc. ^’ 
1~03l~,Ca!Ie Trepadora,* Suite Q- 
S&n Q&nente, 0X92673 
USA.. 

,The,nanie,of the.new.di&~ ingredient: 
Prod,uct Des&i&ion - 

G&~rj&l&er~~; lu$,eolip ’ 
Chemical I$@?& 3’,4’,5;7-te~ahydroxyflavone 
GAS Nd.: ‘0004%TG-3 

2 

Chemica!‘~Fo&uta: j&J&,Q$ 
M$&qlar W@i@$ti 286.24 I 

A descriptibn of the di&ary&pplement or detary supplements that con@in the 
new. dietary ingrjx%tit. i:nclu$~tig: 

a) the&vel of th$ ~?qy” d@ary ingredient in the die&y suppiaient; and / 
j ” / 
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Ami$t 1986,: RovallM 1997 
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^.I , ’ _  
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@avant; 6.; mmbie, He,;-, Q’s, 
J. (19%) Ptatit. Med. 
P&it&her; 9(4), 267-272 

E&i,. l&~,:.Cheng, M.; Li, ,W.p., 
@.I, S.Q.$h&, M.X.;Xu, S.Y. 
(19%). Acta Aohui &ted. Univ. 
20; $3. 
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