
DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service 
Food and Drug Administration 

Memorandum 

Date: March 2,2003 0861 ‘03 tIAR-3 I’130 

From: Division of Dietary Supplement Programs and Compliance, HFS-810 

Subject: 75Day Premarket Notification of New Dietary Ingredients 

To: Dockets Management Branch, HFA-305 

N-ew Dietary Ingredient: 

Firm: 

Date Received by FDA: 

90-Day Date: 

Idebenone 

Threshold Enterprises Ltd. 

December 2,2002 

March 2,2003 

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 new dietary ingredient should be placed on public display in docket number 

95S-03 14 as soon possible since it is past the go-day date. Thank you for your assistance. 

Catalina Fen-e-Hockensmith 

Attachments 



DEP’ARTMENT OF HEALTH AND HUMAN SERVICES Public Health Service 

Food and Drug Administration 
College Park, MD 20740 

0862 '03 M-3 Pl SO 
Mr. Barry Sugarman, B.S.ENGR. 
Consultant to the President 
Threshold Enterprises Ltd. 
Quality Control Department 
11 Janis Way 
Scotts Valley, California 95066 

Dear Mr. Sugarman: 

This letter is in response to your submission to the Food and Drug Administration (FDA), 
dated November 26,2002, (as supplemented by information you provided by telefax on 
December 17,2002) for a new dietary ingredient made pursuant to 21 U.S.C. 35Ob(a)(2) 
(section 413(a)(2) of the Federal Food, Drug, and Cosmetic Act (the Act)) and 21 CFR 190.6. 
Your letter notified FDA of your intent to market Idebenone, a substance that you assert is a 
new dietary ingredient. 

The term “dietary supplement” is defined in the Act, as amended by the Dietary Supplement 
Health and Education Act of 1994, as a product (other than tobacco) intended to supplement 
the diet that bears or contains a vitamin, a mineral, a herb or other botanical, an amino acid, a 
dietary substance for use by man to supplement the diet by increasing the total dietary intake, 
or a concentrate, metabolite, constituent, extract, or combination of any of the above 
ingredients (21 U.S.C. 321(ff))(l)). Moreover, to be a dietary supplement, a product must be 
intended for ingestion in a form described in 21 U.S.C. 350(c)(l)(B)(i) or comply with 
21 U.S.C. 350(c)(l)(B)(“) 11 , must not be represented as conventional food or as a sole item of a 
meal or the diet, and must be labeled as a dietary supplement (21 U.S.C. 321(ff)(2)). The 
definition excludes an article that is authorized for investigation as a new drug, antibiotic, or 
biological for which substantial clinical investigations have been instituted and for which the 
existence of such investigations has been made public, which was not before such 
authorization, marketed as a dietary supplement or as a food (21 U.S.C. 321@)(3)(B)). 

FDA has carefully considered the information in your submission, and we have concluded 
that Idebenone is not a dietary supplement because it does not meet the statutory definition of 
a dietary supplement in 21 U.S.C. 321(ff!. First, Idebenone is not a “dietary ingredient” as 
defined in 2 1 U.S.C. 32 1 (ff)(l). Second, Idebenone is excluded fkom the definition of a 
“dietary supplement” under 21 U.S.C. 321(@(3)(B). 

Your new dietary ingredient notification is for Idebenone. Idebenone is not a vitamin, 
mineral, herb or other botanical, amino acid, dietary substance for use by man to supplement 
the diet by increasing the total dietary intake, or a concentrate, metabolite, constituent, extract 
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or combination of any ingredient described above. Idebenone is also not a “dietary 
substance” because it cannot reasonably be viewed as a substance “for use by man to 
supplement the diet by increasing the total dietary intake.” Idebenone is a synthetic analog of 
coenzyme QlO that is not food, nor is it used for food. Therefore, Idebenone is not a dietary 
ingredient. 

Furthermore, your product is excluded from the definition of “dietary supplement” under 
21 U.S.C. 3#21(ff)(3)(B). Idebenone is an article authorized for investigation as a drug for 
which substantial clinical investigations have been instituted in the United States, and the 
investigations have been made public, and which was not before such authorization marketed 
as a dietary supplement or as a food. 

In sum, the ingredient for which you have submitted a new dietary ingredient notification 
is not a dietary ingredient under the Act. Moreover, the product to which you refer in your 
submission appears to be a drug under the Act and thus subject to the regulatory requirements 
of drugs. 

Your submission will be kept confidential for 90 days from the date of receipt, and after 
April 17,2003, your submission will be placed on public display at Dockets Management 
Branch (Docket No. 95S-03 16). Commercial and confidential information in the notification 
will not be made available to the public. 

Please contact us if you have questions concerning this matter. 

Sincerely yours, 

Susan J. 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 



@loo1 12/17/02 TUE 08:44 FAX 

ENTERPRISES LTD. 

Quality Control Department, 11 Janis Way 
Scot& Valley, CA 95066 

Phone: 831-461-6413 
0 8 6 3 ‘03 EIAR -3 Pl :S$AX: 831-461-1024 

December 17.2002 

Catalina Ferre-Hockensmith, Consumer Safety Ol’licer 
OfZce of Nutritional Products, Labeling and Dietary Supplements (HFD-820) 
Center for Food Safety and Apphed Nutrition, Food and Drug Administration 
5 100 Paint Branch Parkway 
College Park, MD 20740 
Phone: 301-436-2371, Fax: 301-436-2636,X39 

Dear Ms. Ferre-Hockensmith, 

This acknowledges receipt of your voice mail message dated Friday 12/l 30002 regarding our 75-day notice 
dated November 26,2002 Tar Tdebenone. I received the correct spelling of your name and title just this morning 
when I spoke to your receptionist. 

ation that vou reauested: 

your gyestion: Is this product a tablet or capsuIe? uswer: We intend to manufacture both a tablet and a 
capsule. 

Your ouestinn; Are there any target populations that are excluded from USC? Our Answer: We will have &e 
same warning that we have on our CoEnzymc Ql 0 products which is: “Warning: If you are pregnant or 
breastfeeding. consult your healthcare proTessional before using this product.” 

Your question: What strengths will the product be: QJ~ answer: We intend to have a number of strengths 
between 15 mg and 300 mg per tablet or capsule. The total daily dose will be between 15 mg and 300 mg taken 
in divided doses 1 to 3 times per day- 

tir question: What other ingredients will be present’? Our Answer: Tablet and capsule excipients will be used 
such as microcrystalline cellulose ~ stearic acid, magnesium steratc, colloidal silicon dioxide, dibasic calcium 
phosphate, Croscamellose Sodium, or other commonly used binders or tablet lubricants. 

J&&c vou verv much. 

(Office Phone: 3 1 o-355-6046, FAX 3 1 o-454-9592, email:barry@divcrstcch.com) 

DTSTRIRUTION: Don Cleveland, Norm Nelson, Ira Goldberg, .Teri Anderson, Brian Cayton. Nick Momtchiloff 



Quality Control Department, 11 Janis Way 
Scotts Valley, CA 95066 

Phone: 831-461-6413 
_ 0 8 6 4 l oj -I FAX: 831-461-1024 M,?? -3 3 1 ., ‘50 

November 26,2002 

Office of Nutritional Products 
Labeling and Dietary Supplements (HFS-820) 
Center for Food Safety and Applied Nutrition 
Food and Drug Administration 
5 100 Paint Branch Parkway 
College Park, MD 20740 

Dear Sir or Ma’am, 

This is a 75-day notice pursuant to 2 1 CFR 190.6, and 2 1 USC 350b of the Dietary Supplement Health and 
Education Act of 1994. Threshold Enterprises Ltd. (Threshold), 11 Janis Way, Scotts Valley, CA 95066 wishes to 
noti@ the Food and Drug Administration that Threshold will market a new dietary ingredient Idebenone, a 
synthetic analog of Coenzyme QlO (Ubiquinone), a universally accepted and safe dietary supplement. 
Accordingly, we are submitting this original and two (2) copies of this notification. 

The dietary Supplement which contains Idebenone, will consist of a dosage of 15 to 300 mg of Idebenone per day 
in a tablet or capsule, which will be suggested to be taken one (1) to three (3) times per day in divided doses. 

Attached, please find a published review of scientific studies and other information which establish that this dietary 
ingredient, when used under the conditions suggested in the labeling of the dietary supplement, is reasonably 
expected to be safe. 

Threshold has contacted Takeda, one of the manufacturers of Idebenone ingredient, and they have advised that this 
ingredient is not currently the subject of any Investigational New Drug (IND) applications. Further, we have 
included information indicating that the product is already being offered for sale as a 45 mg per capsule/tablet 
dietary supplement in the marketplace in the United States by other firms. 

Thank you very much. 

Enclosures: Chemistry Information and Published Studies 

DISTRIBUTION: Don Cleveland, Norm Nelson, Ira Goldberg, Jeri Anderson, Brian Cayton, Nick Momtchiloff 
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Structural Formulas: 
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WA-10 (Idebenone) 

Co-Enzyme QlO (Ubiquinone) is an accepted dietary supplement. 
Idebenone is a structural analog to Co-Enzyme QlO 
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LABORATORIES 

home > products > specialty products z= 

-- I 
proceed to check-out E 

Home 

Products 
Kirkman’s Idebenone 

i 

About Kirkman Hypoallergenic Capsules 
’ I 

Product Form Size Price 

Form: Capsules 
Package Size: 60 ct. 
Product Class: Specialty 
Product 
Primary Use: An analog 
of Coenzyme Q-10 
possessing powerful 
antioxidant properties 

$25.00 
Now &hmocal 
Shipping 

Articles 

Kirkman’s Idebenone 
Hypoallergenic Capsules Capsules 60 ct. $25.00 articles k; addtacan 

Ingredients: 

Each capsule supplies 

Other Ingredients: Plant Cellulose, Silicon Dioxide, and Magnesium 
Stearate (Vegetable). 

NOTE: Kirkman’s Idebenone does not contain any wheat, casein, gluten, 
sweeteners, corn, yeast, starch, artificial colors or flavors. 

Recommended Usage: 

As a dietary supplement: 

According to 
age 

Capsules 

Younger Children l-2 capsules daily 

Older Children 2-4 capsules daily 

Adults 2-4 capsules daily 

http://www.kirkmanlabs.com/products/specialty/Idebenone/Idebenone c 60-spec2 17.html -- 11/26/02 
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These statements have not been evaluated by the Food % Drug 
Administration. This product is not intended to diagnose, treat, cure or 

prevent any disease. 

Home (About Ktrkman Labs 1 Contact Us 1 

http://www.kirkmanlabs.com 

All contents copyright 0 2002 Klrkman Laboratorles. All rtghts reserved 

11/26/02 



Mncsis (Idebenone)* Page 1 of 1 

Welcome. Guest View All Carts - Order Status - Privacy Policy - Sign In 

'NOi?LDNIDE DI~TEIBUTOR~ OF UNIQUE HEXLTH Pl?ODU(TS 

Mu mctm 
Your Sburce for Smart DrugsAVoo/ropcs 

MNESIS (IDEBENONE)* 

ldebenone is a cerebral stimulant and 
increases brain energy levels. It is also 
used to treat and prevent strokes. The 
chemical structure of ldebenone is 
similar to that of co-enzvme QlO. 
However researchers believe that 

CoQlO under certain circumstances may become a pro-oxidant, a 
trait not present in Idebenone. Like CoQlO, ldebenone has 
protects the heart and is a potent antioxidant. 

According to a study published in Neuropsychobiology 
(1997;36:73-82) “three hundred patients with mild-to-moderate 
Alzheimer’s disease were randomized to receive either placebo, 
idebenone 30 mg three times per day, or 90 mg three times per 
day for six months. Statistically significant improvement was noted 
in the total score of the Alzheimer’s Disease Assessment Scale 
(ADAS-total), and in one cognitive parameter (ADAS-cog). An 
analysis of therapy responders revealed significant improvement in 
three outcome measures (clinical global response, ADAS-Cog, and 
non-cognitive scores) in the idebenone 90 mg three times per day 
group, compared to placebo”. 

May cause insomnia, gastralgia, nausea and anxiety. No known 
contraindications. If taking other anti-convulsants, consult a Doctor 
before begining this medication. 

Bookmark this page! 

http://shop.store.yahoo.com/nubrain-store/mnesid.html 11 I26102 



we sell picamilon, vinpocetine, camosine, monolaurin, serrapeptase, idebenone, pyritinol. Page 1 of4 

http://www.smart-nutrition.net/Smart/olympia-brain.html 1 l/26/02 
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Order Carnosine eye drops I I 5 x 2 ML1 34.00 

http://www.smart-nutrition.net/Smart/olympia-brain.html 1 l/26/02 



we sell picamilon, vinpocetine, carnosine, monolaurin, serrapeptase, idebenone, pyritinol. Page 3 of 4 

Order Theanine tea extract green - relaxant 100 mg 90 caps 19.95 
Order 5-Hydroxy Tryptophan 50 mg 60 caps 14.95 

IMMUNE SUPPORT 
Order Beta-l ,3/l ,6-Glucan 100 mg 90 caps 19.95 
Order Cetyl Myristoleate 100 mg 180 gels 59.95 
Order Germanium Ge-132 100 mg 30 caps 19.95 
Order Germanium Ge-132 12 bottles @  $12 100 mg 360 caps $144 
Order IP-6 800 mg 100 caps 21.95 
Order Monolaurin 500 mg 100 caps 19.95 
Order Olive Leaf 10% 500 mg 60 caps 14.95 
Order Oregano Oil 90 gels 14.95 
Order Tea Tree Oil 1 oz 8.95 

Order I- Order 

Quantity Discounts 
Acetyl L-Carnitine 

Alpha Lipoic Acid 
Cardio Ct~e!-&e 400mg EDTA 

Cardio Chelate 40Omg EDTA 

500 mg 50 caps 

300 mg 60 caps 
650 mg 60 caps 

650 mg 180 caps 

Carnosine 1 100 mgl 60 caps 
Coenzyme QIO 

each cap also contains 10mg idebenone 
( 100 mgl 60caps 

Galantamine 
Germaniu.m Ge-132 

G-et- S ma rtTM 

ldebenone www.idebmone,org 

8 w 60 caps 
100 mg 30 caps 

313 mg 60 caps 

45 mg 30 caps 

Monolaurin I 500 mal 100 carx 

Pay AttentionTM 

Phosphatidylserine 
Pyritinol www.pyritinol.org 

232 mg 60 caps 

100 mg 60 caps 

200 mg 60 caps 

Serrapeptase 10,000 units/ tab 5 mg 120 tabs 

Vigorex 60 caps 

Vinpocetine veggie caps 20 mg 60 caps 

5-Hydroxy Tryptophan I ~~ 50 mg 1 60 caps 

Quantity Discounts 

Smart Nutrition 
1765 Garnet Ave #66 
San Diego, CA 92109 

12 bottles @ 12.00 

12 bottles Q 21 .oo 

12 bottles @ 20.00 

12 bottles @ 12.00 
12 bottles @ I 15.ool 

http://www.smart-nutrition.net/Smart/olympia-brain.html 1 l/26/02 
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. 

Dhone:800-599-8607 
bhone:858-270-9015 

fax: 802-609-5932 
smart@smart-nutritiorxnet 

http://www.smart-nutrition.net/Smart/olympia-brain.html 1 l/26/02 


